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Abstract

Although a variety of therapeutic methods,
including surgery, chemoembolization via hepatic
artery or portal vein, ablation and radiotherapy,
play a key role respectively in combinated
treatment of hepatoma, there are still some
difficulties in the management of this malignant
tumor. It may lead to a disastrous result if we
only focus on the stage of tumor without paying
attention to liver functional reserve. Therefore, in
order to improve the therapeutic effects, we need
to utilize the advantages of individual method
according to the stage and liver functional reserve
of different patients.

Key Words: Hepatoma; Therapy; Comprehensive
treatment
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Abstract

AIM: To investigate the effects of cholinergic
anti-inflammatory pathway (CAP) on levels of
cytokines, choline acetyltransferase (ChAT) and
nitric oxide synthetase (NOS) activities and on
the degree of acute esophagitis in rats, and to
determine whether CAP has protective effects
against experimental esophagitis in rats.

METHODS: Acute esophagitis was induced by
perfusion of 0.1 mol/L hydrochloric acid with
pepsin in the lower part of the esophagus. Forty
SD rats were randomly assigned to five groups.
Group 1 served as a normal saline-treated con-
trol (NS group), while in group 2 the distal

esophagus was exposed to acidified pepsin for
2 h (AP group). In the other three groups, ani-
mals were subjected to sham surgery (SHAM
group) or bilateral cervical vagotomy alone (VIM
group) or with electrical stimulation before and
after acid perfusion (VNS group). The levels of
tumor necrosis factor-a. (TNF-a), interleukin-6
(IL-6), interleukin-10 (IL-10) and activities of
ChAT and NOS in the esophageal tissues were
determined. Esophageal injury was assessed by
macroscopic and microscopic examination.

RESULTS: The levels of TNF-qa, IL-6, IL-10
and activities of ChAT and NOS in the esoph-
ageal tissues increased after acid perfusion.
Compared to the SHAM group, vagus nerve
electrical stimulation inhibited the release of
TNF-a (135.6 = 11.6 vs 200.0 £ 20.5, P < 0.05),
IL-6 (166.9 * 44.3 vs 305.6 £ 16.5, P < 0.05)
and the degree of esophagitis, while the anti-
inflammatory cytokine IL-10 was not affected.
Conversely, vagotomy resulted in an elevated
severity of esophagitis, associated with signifi-
cant increase of TNF-a (283.8 £ 33.6 vs 200.0 +
20.5, P < 0.05) and IL-6 (515.1 = 77.1 vs 305.6
16.5, P < 0.01) levels and decrease of NOS ac-
tivity. The esophagitis score was significantly
higher in acid treatment group than that in
NS group (P < 0.01). The macroscopic and
microscopic scores increased in VIM group
compared with that in SHAM group (P < 0.01
and 0.05). The esophagitis score was decreased
markedly in VNS group compared with that
in VIM group (P < 0.01).

CONCLUSION: The results of this study pro-
vide evidence for the involvement of the cholin-
ergic anti-inflammatory pathway in modulating
inflammation and injury during experimental
esophagitis.

Key Words: Acute esophagitis; Cholinergic anti-in-
flammatory pathway; Vagus nerve; Choline acetyl-
transferase; Nitric oxide synthetase
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+33.6 vs 200.0+20.5, P<0.05; 515.1+77.1 vs
305.6+16.5, P<0.01), & 42 PNOSH) FH ik
TH. &RBRARE TERARKFET LT L
34 B % TNSL(P<0.01). VIMELLA % 41
B RAR B A2 BRSHAMA A A 245
(P<0.01%.0.05). VNSZLEE MR eGLHE K
2 HeVTMAE 2 % B 15(P<0.01).

IS AL aRAh A KA A A ik A A 22 2
X R BPEAE KR — MRS,

XE: AEARER ERETRER KEME;
FEB 2. Bt A5 B, — SRR A B

SKER, WIHSHE, =2, IMEEEE, TH. BinsEnEBNRME
BERAENRPIER. BRENEKRE 2008; 16(20):
2204-2210
http://www.wjgnet.com/1009-3079/16/2204.asp
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B & I Uit JP (gastroesophageal reflux disease,
GERD) &4 H1 2 AT 2= (i B 1 b3 A i
P, HORWRAE M e N B T Ak
TpLEI T, BR T R B ) B A b B B0

www. wjgnet.com

1 Z SR o3 9 0 I N R 45 v, I BE T
RIAPE” (MR- T D) REAE T AR 4 52 K
RS AR R R R A S B R AR, 32t
AT PRI B T T, WL KBB4 A 2 4t i [
TH7KFHIChAT . NOSHEYE DL &5 SAE S
R S N B i T2 B il B e S o g
KPR HACRYEH K& ILnT e L.

1 RIS

1.1 A fiEE & SDAR40H, bt K25 —
B= B sl ) s B Ak, R F280-350 g, SK4G
RUAE T80 = IEH IR wk. 3 B0 4
B AR (Sigma, £ H). AT ZRREERL
LRF AT KB TNF-o. 1L-6 5% IL- 10/ 4
P BHEELIS A)RINA 1 S (Biosourse, FEH),
ChAT. NO S & (e 5 A=) LR
P, FEAASE DD C-2A M 22 J v A 7 o
(PR E LW ITlr) ) bR (Bio-Rad
Model 680, 3 [H). LA O6EEL(UV2100, [
A, e B R (Nikon TE2000-S, HA)AIHLIE
TR IR (WL B R A TR A D).

1.2 7%

1.2.1 528 SEE S WIRENL I 520 A 38 26 K%
TAL(NSAL); hie-H & AT 4lAP4L); BT
ARYUSHAMAL); EAERZETIW4L(VTMAL) Ak
AL F I (VNS L), B8 H.

1.2.2 &8 Wk KRB T BeRR2EvE0. 1
mol/LER ¥ (7% A2 3000 kKU/L, pH2.0)il
KR EE & AR S0 AR 5 10-12 b,
H K, 2 IE R OBE(1.0 g/kg)iphkiiE. T
PEfE 52, SR m20-30%, VTG REFRI B, K
— B BCEAE L) N 7 AR & B
T RO, K PR A (W42 0.30 mm, 4
1£0.50 mm)& HCE T RE N, SEFHM TR
HREAZ A L2425 cm, eS8, Bt
RS RE IS E. %) o AN 5 45 170.1
mol/LER MR-t FI Mg # I (37°C) & & A v (1
fE20 mL/h, F¢4E2 h)LL R A Zea i 11, Ik
B AR K v 0T HEZH, v I TR) S5 BE (R AT (1)NS
4H. (Q)APHL. (3)SHAMAA: 7& &M IRAT, T 1k
Sk 5 i T E R A — K L3 emP) 1, 47
VNI E R RE B - IPIROE . B s ik
Y, B BN A E A T292 cm, (HASHL

Az, fst FCAP
RESGRER
a9ifdE, B AarE RN
CE S e
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mia £ B %1 EERNEIREZEETHRHTESAAARMNET. ChATRNOSHIEN (mean + SD)
Borovikova et al
MR TAESE
R Bk AR 22 5T L _ _
s LA A K 4548 Y TNF oc. IL-6 . IL-10 . ChAT ‘ NOS .
SAARERF (ng/g protein) (ng/g protein) (ng/g protein) (U/g protein) (kU/g protein)
TNF-a. IL-6. NS 8 80.7+10.3 127.7 £14.1 42.7+5.4 145.2 +10.2 2.0+0.4
IL-188 B ap 8 146.3+17.5° 262.1+30.2° 61.2+6.3° 22654+13.3 5.5+0.4°
UL ARFARGEI a8 200.0+205 305.6+ 165 97.2+12.8 4632 +8.4" 35405
K HEFIL-1089 % T R T D D
A, A ML T VTM 5 283.8+33.6° 516.1 +77.1° 110.8+13.2 448.3+14.8 2.0+0.3
JEE T HE 8 VNS 8 135.6+11.67 166.9 +44.3 92.6+7.2 391.8+30.7 29405
R P, CAPST 4
& A= By 3F K g 64
AEAERER R 2P<0.05 vs NS; P<0.05, %P<0.01 vs SHAM: 'P<0.01 vs VTM; "P<0.01 vs AP.
PR R L S LR
b, AR, R
MK A E X
FREFRHEA

R EE .

1 ZEREERETERARRRI. A: AFEKETHNSAH); B: -5 EARTHAPH); C: BT ARHSHAMA); D:
PREEMZYIMTZL (VTMAL); E: BT B RN (VNS ).

BT (AVTMAL: SRR ET, 4 28NSk
EMETIE, Ll4-022 2455 0F S . (5)VNS4A:
TEXUN 28 G A8 T B W i, 20 3ok 5 pil 2 13z
i 5 WU AR B, LLS VOLER) . 2 ms(ka 58
JE)s 1 Hz(B) i A RF SR 30 min(43 HI7E
IR T UE AT 15 min A 585 15 min)™.
1.2.3 AR A2 R B MT4 R hfE itk
B, SZEPIFIE, BUR REE R T B4l Z21401.5-2.0
cm, MEERHIRRILHHVE5. 20k A 2 R /K kit
ARG N A A ZUE N 10% FH IV 7]
WE, FRAATHE K. A, 40 5
HES: (4, Jai NS AL B0 i R DF )
R IIVP 4 b e S 2 B4 SCRR™ 7. SR XS
SR, RS AL RA TR, ArARlg
RERG, Rl AT A SREA A I HY, LA ERERK
(pH7.4)H & A A1 3%, 4°C(3000 r/min, 15 min)&
L, S I 10 O3 Je PR A A
1.2.4 Fg4r4ml: MR & e Wi AE, i
ELISAJ7 iE N A 2150 5 b 40 i X TN F-a
IL-6 XIL-10(¥175 &, K Fonnumik™ K il €4
HLHChATING ), DL LA EN O S TE
F1. IR S e A AT R e
Bt AbFR N HISPSS13.048 T A EA T %k
YA IR, BT A B Limean+ SDE IR, £ 401

LR B 3207 22 0 M. A IR R VE )
[ L3R I Mann-Whitney UGS, P<0.05K 78 2%
ol H AT B R

2 ER

LRI R, VIMALAT 3 LS IERZI1.5 hi
SETL, SET R N (i R B L. R
X X PR B A 2 T % 11T T 32 M R
2.1 REANBELAZEBR TR TREAR
TNF-o. IL-6&IL-103K F 69 %a SNSAHL,
AP AL 4 A FTNF-a.. 1L-6 &IL-10
9 FE ¥4 18 35 T 1 (P<0.05). SHAMZ 5 APAL
(R ZH 23 4t it DA% G Y 3 PR 2 7 (P>0.05). 1k
AT XU 2050 2k L 2 V) BR R S5 (VTMAL), R
S I & AN TNF-o T L-6 (13 5 01 5 T
(P<0.055%0.01). T 75 R A Je AT 20 0 ok & i
221 FRB(VNSAL), WAEfE R 40 X F TNF-a
JIL-6[1194 5 SHAMEZ A LE (2.2 B#(P<0.05).
PRI P T T006 T 4 2L IL- 109 FE IFJ0 56
(P>0.05, %&1).

2.2 R AChAT. NOSE 71 89 AL HNSH
Lb, AP & 421 ChAT M NOSIE PERI I b
BNP<0.05). SHAM4L 5 AP4LLL, ChATH %1
HE— T (P<0.01); VIM A VNS IChATI
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A RE RS N
REF THRES

2 BIERBEETRRIBZRIIHE x 10). ALEFRE KA NSAE); B: Thie—H &
(SHAMZH); D: BKTEATZEIEZH (VIMZR); E: sk et e il [i 40 (VNS ).

- d
7 o
307 moes
4 257
@ C
20 .
-}HH i
ZE]X 15 b L
10 -
5
0 -
NS AP SHAM  VIM VNS

3 BUEABARRAEETEELITS. P<0.01 vs AP;
P<0.05 vs SHAM, 4p<0.01 vs SHAM; P<0.01 vs VTM.

PE5SHAMZ LE G W 25 11 22 57 (P>0.05). XUk
EMAEVIBRANG, WG EEHHANNOSHE
PEFETCHE N, 1T BT 2 FRIK(P<0.01); 1Tk
— 3P R GE PR IO N O S G P AR AL - TE
WE M (P>0.05, K 1).

2.3 RENEESAZER TN EEREE X
B KRR E MRG0 NSALK R
TREEERIR EEOGE T RIS AL (K
1A, E2A). APZL K SHAMZ £ 4 2354515 1
KL, RIA TR FRIML K, ADEAT
A LR i (1B, E1C). deEE R e ALK
|0 R DO % S ) S VA O S s Gt
R E R IR, A WL ERE B itz T F; e
N Z R B K PR AL Tk e A, A
TEANRE 4 M R (E12B, E2C0). VIM41H3 H

www.wjgnet.com

MR (APAR); C: RTFARA

KERAEMIR .S hJasrs, B & e KA AR 3
A LR B fLRR IR RO R L, %4
SRR SAPA .. SHAMALLL, &4 81 fiK
Jip s A B Sk, BT 0l 22 WL(I D). S I
AU BH S bR O S ey K, A R
NIRRT bR ) R RN iR E (K12D). VNS
A EE L, WIRFEZERI M. K
Jif, IR > WL(EITE). HORBE F RAERIL
WLV TMEA W AR, R WL 28 E 40 i Fy v i (P&
2E). 4B A 05 0 1) IR DG B8 0 23
(KI3)5NSAH(HIRL.0+0.5%), H4i1.3+0.44))
Lb, &R R BRI T B RV
23 ¥ i NS (P<0.01). SHAMZH (AIIR13.0
+2.5%%, 685103+ 1.650) 5APA(HIR12.3+
3.247, MBI9.7TH2.00) B RIEH LB & X 5w
(P>0.05). VTMZ(AHR28.8+4.74), J:4518.0+
2.6 B E ML A SO 3 B SHAMA]
A B THE(P<0.01 ££0.05). VNSZ(AHR10.9+
2.50%, H8E9.0 2. 170 LU &8 R4
EEVTM4] 2 P& (P<0.01), 5 AP4]. SHAMZ]
LU G 2 22 5 (1813).

3 111

SORE T R AR B PO DR B Th RS9 55 1)
Feab b, T R E R R B A
B IR IR 28 P i I TR AR I A

0. 1mol/L 2
BR-F & GBI R
EITEMRE
KAEA WILT 2
WAL K BB
ZAER AT
20 47 F &t B B
FAKRF. BT
BB, — &
1 R A A B 0
PV B E B A
FEW A, Fm
HiTHiECAP A
EIMRE K P
o B 37 AF R B AL
).
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iR EE
AFRA TR
NINIRGERD A
JR T AR P ey A 2
P AR, IF A A
TR ©
1R

I, B R RO . U B R R R
R W BEA R, fe 3 B S R BGE R - 5 30
(1) 2R i R, T 40 L DAL 1A oA — KRR R A,
J 225 T HUR S TS 1) 90E S V. AR, VR
ZHERY, Z R4 A1 fEGERD & i %
Wl T EEER. W RS R EE A
B R I, SRR IL-1B. IL-6/¥17K
S g T AL, T e 0 Y L ph 22 e
B 2 e H B (acetylcholine, ACh), BHEEE T
SRR AL Sk e IL-6F11L-107E Barrett £
EAL AR WER N, &R HAEGERDIEAL
A J kR b Rk A AR 6 TNF-a
ETEEERAL DT &, DA 4 R If
AR5 Cag er al' WL, ZETNF-aff]
RN, (I WLAE B T U E A ChE
F R ISR S AT B9 . A S5 i £
ERIR-H B LR R, R T FBE
B RIR A, sl T KR EE
T RARAY (A IE R ELIS A K5 K60 2 B A
KM TIL-6. TNF-aff) ik BE7E R AR RAE
FE AL B B N, T g R
S MOVEAG 7 AR T AR S I A A S A
H Hgk— 2 g P WL ok g, el i
RAEI R S HE E . FEA S AR R o Py
PEF 58 PR F-TL- 100 75 S 7003 748 05 v b 1 35 4
2. GG BEE I SCIRRGE, 5 IENLA S RS
R IBTRHUG 0 W KA, W RE R B R
R R v ) — AN B
“RRBRRE YT A BRI, AEAATT T
PR E #2850 JORE [ 8- S B T T BEE T
AR MEE R r il 2 Fhod % 2 5 P %
P8 SO PR AT, L rp R o 8 T B 1R ML 2
T JLAERIEIE T 7 1), 63 5 I ph 46 32 e 2 ok
BT REMS, H25 7T 8k iz g mif
B MCAPR G S 5 &E R, Har
P A G R DL SO . ARSI AR R Y
RS FE T, FEAT T R IE R 2R D)k e D) i 5
I PR 2500 B T T, RILVTMALZ ) T B
RGN E, ER ST HRG MR
Hdl, AN LMK FTNF-a. IL-6/f
KV LESHAMZL 5 T . 7 R0 250356 4 76 fif
S VIR JE BT A I R, 5V TM4ALL,
T 1 RAE B DA B B %, TNF-o.
TL-6 7K -t B S PR AR, S0 25 LB $2 i, #h
LB TI, 0T EERAL PP R
FIL-10/ & 50 B & 5 my. PRk, AL 45 3

R, REML R — e AR R B
bR - A R R I e L, B ke
PR A T B RE DT 2 0 B, e T K RSk
TE R RS R B — e R 1EH A%
LUK TR R R T| N M s  R ¥ = g ]
ACh, W41 A5 5465, Bedldl a3
WU ) W N e p AR A 26 TR TNF-as
IL-1B. IL-6FIIL-18%%, {HAChX i 4 K+
TL- 10 B I JE 5 . 2k e i 28 10 B 46 46
J2 T8 I 2 A0 b BLAT o7 SR B R B R (N
R AChSZ ARSI . A N R E #2220 A1 JH]
PEA B A AR AP 2 RGAL I8, ARG PG AL 2k
RS, BEIRACH, 1EH TSz 4, Sl six
RAEMI TS, Rk, PHBRAE h 28 R GE 0 Thfig AR
AAE T35 B 98 1 0 o B ol T AR A
TEARSIE o, VNS SB35 Lk VIMAL
W e, (HVNSA 5 SHAMA [ £ 145
IR FEZE S, 18— Iy 2 R o ek ph &
{14 RIS 75 R 22 D) IR JS R AT, oK GE PR ER I 58
M Z BIREIN, X ROEFR R M, S —
T, X1 W %52 58 0 17 O 1 B ) DA K% P ofl) i
PIERE, o g mse e g5 . X 28T A )5 I i
Fra] DUERE— 38 BRI

BB £, B 55 % B (Ch AT)) 32 40 A T IH i
R /Y, FEAERMATIHE RN, e
A PN AChI) A5 . DA 7 R I, R4k
WIEAEAE A AR o R e R 28, 7T S s 4
I P R A JULER 4, IR AR A E 1
B A T B P 3 A L P 20 Ch AT A7 AL, X 28
Y0 9 44 7] £ A Ch. ChATIRIE F7 [ e 1 Em g
RAMIIRE. ALK 45 R BRAPA AL
ChAT P EEN SO FE A B Wl vy, s e 7 HEL
RERGIIREN) G . &8 FERIREME S, W
T R E 4 R IR N AT, B T R 4
PR KA R E RS, (EChAT IV 38 0, ACh
BB 2, LAk — 0 s i UL 9k 0 &
RAESNORAEPT R AEH . Z R, fEatt &
BRI, BT LAV AL B GG R T A 2
FBLED. AH 55— 7T, KA JORE W (AL 27 2k
I 48 A0 AR IR FANTL-1B . TL-6%%, SAE ik
HIAChIRE Y, 1159 T KGR ey &
Bl 3 R0 GEHE BN TR, AR A T
FRERINEE. BEAE I SRI0AIE 5L, 712 1M B R
Bh S NUZChATIRG JE R
X AT B8 18 5 A AR R pP 8 1E— D S B
K, FARNUHIIA RFET. BATIAE S5 ok R B,
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SHAMZChATHJ5EPE ELAPALHE— T, B T
P2 R R 32 LA, 2% B R Be S A T R o ek
PRGN UBORIBCE 5. TSRk E R DBk, I
A A 2 0k E R 28 SCBC S 1 B I Ch AT
PEBEAG. ZEChATIE M AT, ThES &
B LU ST AR AT I ARl 2 e BT e R AT
s BbAh, REME DI BR G T 40 e A R
TNF-a. IL-1B55 4 A 1, ] fg i id fig ki
24 KK F(nerve growth factor, NGF)[1 & i, [H]
PEAHChAT [ 35 P34 i,

SCHC B IR R A 2 H 2 AT R IR e A 2
AAPHEIPEAEE F R e dERH B A8 (non-adrenergic
non-cholinergic, NANC)fH £ IL R 2H ik, —% 4k
Z(nitric oxide, NO)YEANANCHIZ ) 3= 2240
WML, 25 7T a8 N EANThEer
W R B R AR JRE SV, N O R )
PR B AT W PP, — 7 TN O 5 24 1) L
Pk AR, PTG N B R L AR 6
A DAIE 3 k> R DR TRAH ELAE L e
T K T 2R 2 JEL R A ML SRS R P R AE L D)
—J7 T, NOIN A A& B RAEA T, AIE Y
1 = RINORE R I A B VE L, X418
A, BIEE . 18YERIE. NOHNOSHEAL ™
e AEB AR K GERD H I S 3 B,
AL NINOSIHIZRIA ] g 2272 Aot
SABAESE, SNSA LA, APAEY)frig 4L
NOSIHEPE R BN, R T RESHEE
R, NANCHIZE 1) T g B A1 bl 45 IR0 e poh 22
TEPESG G SR, AR M YIRS, VIMA]
ZHZINOSTE I B N B, i — Dk ps
HL FOR N O S IR 38 R AR 8 A b 35 1 s o )4
IR T RS SORE I, 2 AL SV N O STE M 1 4
I, FTRE R kBN T EME DI
J&, NOSHITEPE TR, NOA ik b, JERT LRy
YERUkSS, v RED Mt — 2D T A A
RAEPIH.

22, RARGE A T DUIE i E A e T 28 T B,
ERE R R R T — & AR 1E .
DA, ACh5NOAF Ay 2B i 28 B Re T3 1) g 4
F) D25 P RN 2 o 45356 R, SN W A A
Wght, B 5T &8 RIEMHE. SHEEE L
KA, RE M2 D Re i i, ChATRINOS 3 M
BN, SRMIFSEIESE, GERD & [k E 4tk
N R AR TR 52 4532070 DR, A S (i oY
gE R WA R ROE M, FATTEL
VAT LAR B — N0 76 T GERDIHT /7 2%
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Abstract

AIM: To investigate the relationship between the
activation of mitogen-activated protein kinase
(MAPK)/extracelluar regulated protein kinases
(ERK) signaling pathway and chemoresistance
in human gastric cancer cell lines SGC7901 and
BGC823.

METHODS: Cells were exposed to etoposide
with or without PD98059 (a special inhibitor of
MAPK/ERK pathway). Cell cycle distribution
and cell apoptosis analysis were determined us-
ing flow cytometry and Hoechst 33258 staining.
Cytotoxicity was assessed by determining cell

www. wjgnet.com

survival with 3-(4, 5-dimethyl thiazol-2-yl)-2,
5-diphenyl tetrazolium bromide (MTT). Western
blotting was performed to evaluate the phos-
phorylation level of ERK1/2 and protein expres-
sion of c-Myc and P53.

RESULTS: Etoposide caused a time- and
dose-dependent reduction of cell viability in
SGC7901 and BGC823 cells. PD98059 enhanced
the cell inhibitory efficiency of etoposide.
Compared with control group, the apoptosis
rate was elevated in etoposide group (19.48%
+1.57% vs 5.67% + 0.81%, 17.38% + 1.49% vs
4.97% + 0.73%, all P < 0.01). Cells treated with
and PD98059 showed significantly higher level
of apoptotic phenotype than those treated with
etoposide alone. The apotosis rate was 34.35%
+ 2.84% and 32.11% * 3.25% in etoposide and
PD98059 groups, respectively (P < 0.01). Phos-
phorylation level of ERK1/2 and expression
of c-Myc were significantly induced by etopo-
side in a time-dependent manner, but there
was slight effect on protein expression of P53.
PD98059 up-regulated expression of P53 and
suppressed the up-regulated c-Myc expression
induced by etoposide, strikingly.

CONCLUSION: Chemotherapy agent etopo-
side was able to activate MAPK/ERK signaling
pathway of gastric cancer cells SGC7901 and
BGC823, which decrease the chemotherapy sen-
sitivity via suppressing the expression of P53
and enhancing the expression of c-Myec. This
may be one of the mechanisms responsible for
gastric cancer chemoresistance.

Key Words: Stomach neoplasm; Extracelluar regu-
lated protein kinase; Chemotherapy; Apoptosis

Liu SQ, Yu HG, Tang GD, Huang JA, Yu JP. Activation
of ERK signaling pathway reduces the chemotherapy
sensitivity in gastric cancer cells. Shijie Huaren Xiaohua
Zazhi 2008; 16(20): 2211-2216

DA

BBY: M am s T & & B (extracelluar
regulated protein kinase, ERK)/Z 5 i# 383} § &
2m AL IT ROR 0 %ol SRR AL,

¥4 k4

2 RENLEG
B (MAPK) R B2
B S dm R AE 5
HywEEiRiz,
B R0y %A
am fL S A 5 i i
B BR AL T AR
i F o,
BE S EER
BT, A5iA% @
% A A B I hk,
F A om LT b
R R P AT
ZAER.

| ToRaRe =)
WA, HIE, K
EM(EAAH
R F AR 8] B E
K2 oH 4% i A



2212

ISSN 1009-3079 CN 14-1260/R

BRENBHRE

2008F7818H 5165 5208

WAL A 0%

B B AL #9 ERK (p-
ERK)>2 3 &4t H
X, TAF6EF
W A0 R e R A
i, ARt 5
B & 2 e A A
R EF N RE
Fh5 &k, A5H
) AN
RE v o
REsHim
2, it mpen %
AL E e X
BN R
HE R-R 2 )
Fo % F J% 0 Jo P
MEK/ERK1Z 5 #
S ARG BIE R
% 2@t 2 My
& . %K%, MAPK/
ERK/Z % i % £
B & P a9 1R A
R iZiB¥%E H &
W7 ey % % B AT
R

Hik: R C&RMAERATEHESGCTI01F=
BGC823%m L, K JAMTTL &, k4| 4m fiL ey A
B, KRR 28 A A= Hoechst33258 3¢ 4
& A ) 2m e, B B 4 A A= B T, WesternZ 3Lk
#-M ERK 1/289 B8R AL VA B c-Myc=P53%& & &
ik K. Bl AR A PDI805947 | ERKAZ 5 i %
R R LR Mg, AT, c-Myc
FaP53 % ik 69 %,

Z£R: 2t TR A - A 2 AR HE B R
SGC7901#2BGC8234m ity £ % 394 Bi5 5
m e A =, Bt EAERK/26% & P (BB AL
K-F), ¥ iRc-MycAnP5309 ik, Bt
YoiR, et LR T R 3835 (19.48%
1.57% vs 5.67%+0.81%, 17.38%+1.49% vs
4.97%+0.73%, ¥P<0.01), PD98059 7T #A B 3%
3Bt LR 0 a2k K R AR R SRR S 4
AT, 5RO RAE, Rt LR
+PD980594H /A = % (34.35% +2.84%, 32.11%
+3.25%) 8 2.3 4n(P<0.01); BB _LifE T
RiFF09P53k ik, SFdpdlc-Myck ik wy LI+
A

Zi8: Rt LR TEE B @ ERKAS 5 @
Bt #e B I R e9 ALY BOR, AU T A6 52
B R PS35F Liflc-Myctd kA, M 474
om e oty oA T L.

REEA: B MR, dRRAMA TR B 0T AT

N, FLIRI, BEE, &A%, FEY. BRINEOEEHES
BENESRMRATHRNZIN. BRENBIRE 2008;
16(20): 2211-2216
http://www.wjgnet.com/1009-3079/16/2211.asp

0315

22 A E A S I (mitogen-activated
protein kinases, MAPK)/4ll il 71 5 & 11
(extracelluar regulated protein kinase, ERK)Zk It
T 2 A0 AR S e I E 2R, 2 5T
Ji 22 T A BTy 6, I A0 S R A R Tk
T EAE Y. BRK 2 i 4 7 B 40 i 44
kDaf142 kDaffJERK1FIERK2E 411k, 22545
A0 M AN (mitogen extracellular kinase, MEK)
AP E RK /2688 B8 A0 110 5% Wi 40 M i 39 568 . o34k
HN i A A 0 AR R IL I ERK (p-ERK) 22
Hamt e, w35 5 i vt ) oAz A% 3, 1F
i Tc-Fos. c-Myc. Elk-1Z5485 56K 7 Mo #% i
1, AR 1 22 i 2 R K 4 it J) J 8 755 A DG A
M 5RE, ZH5HETHRGEK. KB

s RS LR ERRE, IS a0 S
AL B, SR, MAPK/ERKA =3 4 76
P P A FH DL R0 1 5 B AT I OC &R H R
ANTE 2. AN 2 XM APK/ERK
&5l A P DOS0SOE FI T g AN M Bk
SGC7901FIBGC823, M5 Host 75 i 41 M 14
FT:. ERKBERRAL LL M P53, c-Myc#ik (54,
DL T B RKAS 5 10 B0 B s 40 H Ay 7 R 1 52
Wi FEER T FLAL .

1 SRIRSE

1.1 #4 NEEAREKSGCT901FIBGC823
W B R 2 B b AN M A BT A
e, RPMI 164085 7% 5 R8T A= /N4 1l 1 |
Gibcos); MTT. DMSO. MEK/ERK#Il5
PD98059FIB-actin L4l H Sigma’s &; P53t
{AFe-MycHU &I T Cell Signaling’/s l; BRIk
ERK /204K FPromega /s i) ; ECLAL2A 5% i,
F & HSanta-cruzA ) BN AT Alexis
Biochemical 2y 7.

12 7k

1.2.1 mpe3s e Fm Al s S 77 15100 mL/L
KB BN . 100 KU/LBERE 21100
KU/LT5 5 Z IIRPMI 1640553536, Bi:4400 h
37°C. 50 mL/L CO,. MFIWESE, fFRE2-3 K H2.5
Q/LIRBE AL, LAT ¢ 3-1 ¢ 5AE4R 1K

1.2.2 MTT & &4 2 i3 75 76 v BOW 3k
K40 M, PR T o6fLEE IR, 20 T4, 23 )
JIA10. 20, 40 pmol/LAEH Za; 100 umol/L
PD980SITIALEE2 hji5 Fi I FaR AN [R) ik FE 2 i
R, A DAAR B SR AKARZ WA 0] A B4 53
ST ZeERO0. 3. 6. 12, 24 hiATMTT
L. A 2 4R BE - () B S 3ANPAT AL, LUK
HRZH R0 hal AR IS AT A 100%, v 541 Hfe s
K AT R (%) = LRSI FE (A E/ ] R
FLA{E X 100%.

1.2.3 AR 2w e A : R JOA K AN B 43 13
41, 43 HIA20 pmol/L 2 Zi#K; iIA100 pmol/L
PDI80593% 752 h, FEMIA20 pmol/LIf 22,
B A DAAR B SR KA A 4. 2t 4K
YEHI24 hJE R4 CAE 1041 i, YA EDTA-PBSYE
TR, GEERE, B0, Yo EDTA-PBSYE X, PBS
FAS minf400 H i 3, 207 B A
PIYL A, AN AR B RS 21 X 10°/L, 4°C ikt
SeG it A0 M AR W 5 7 A &5 R

1.2.4 Hoechst33258% . 4 &, 4m) B o K5 x4
AR LA 1.0 X 10%/L %35 B 0 T 6FL 15 75K
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. M. W
80 80 PR . BT
= S B MRS %
§F 60 [~ OumollLEw i 60 | | F WA b, ERKT
e e A
Ce A u i 4 4 *,g
&8 40 F---o-- & 40 ---A--- 20 pmol/L Eto -
= %0 i 49 umollL Eto = -+---- 40 pmol/L Eto AL K A A ) AP
S0 PD+10 pmol/L Eto PD+10 umol/L Eto y@ 4 ﬂ@ é/] g3 i’i N
20 | —*— PD+20 ymol/L Eto 20 | PD+20 umolL Eto iE Ao 4Z E FF T
—— PD+40 umol/L Eto PD+40 umol/L Eto ey
0 I I I | 0 I I I |
3 6 12 24 3 6 12 24
t/h t/h

1 REIE. RERERHZ T IISGC7901FIBGC823 BRI HIER F2PDIS0SIXHZITFZHVIRZA. A: SGC7901; B:

BGC823; PD: PD98059; Eto: JEHZH.

YRR EEAD (%)

z ‘D OO
pax:| G/G, S G/M BTER(%)
SIRAE 50.87 +5.32 3251+3.28 13.62+0.98 5.67 +0.81
Tt B 63.34+4.27° 2569+3.19 10.97+1.26 19.48 + 1.57°
B E+PD98059  73.59+4.95° 15.89+246  10.52+0.93 34.35 + 2.84™

°P<0.05, °P<0.01 vs IY8BLH; °P<0.05, P<0.01 vs BT EE.

(N3, Frai M€ R G 29 b BRI Al B eSS ek
AR, A2 25K 7 B 24 b5k RE IR

T G BH 6 AL T R B, T, R 2 BR

FAR T4 W MHoechst33258 4, 37 C GG
o, Bk, BFE A, T 2906 B MEE450 nmj K

SCrP R oAl B b, A O TR EU(ALL %) =
P14 I £/4001 41 i X 100%.
1.2.5 WesternZ 30: R0 B K 4 i 73 2 4,
43 HIIIA20 pumol/L A2 i 24K 45 A 100 pmol/L
PD98059%575%2 hJr, FFIIA20 umol/L/2r Z .
RS SHE, ML W5 7 55970, 3.
6+ 12, 24 h, IO 41K ZfEA, VK 5 30 min.
S O 24542012 000 r/minfiGil 250010 min, B i
%, FiBradforde Lt (23200 i 25 I EE. HX30 ughn
HAFMER B, 120 g/LIISDS-PAGERHLIK, 48
SR AR AT YE R, 5% AR Wk K TBST
B P, EIRAR2 h, Ii—Pia CH I, BN
AR bR L P E R IR 1 h, RHECLML
S CRAR G M A AE 5. ARG, XEEYIKR
AR SIS

Brit AT DL LS B oy A 3K, KM
Plmean+ SDF/R. K Gel-Pro Analyzer4. 0314
Xf WesternZ% A8 45 HEATA M/ #T, LhB-actinhy &R
GNZ. T B ZSPSS11.0% A0 #r, ¥I%L

www.wjgnet.com

2.1 vk TR AT F e A K ek A R &
PD98059 %+ iz A% A g w4 I Z KN [R5 A
AR 0 i AR K. PDO80SY T bk 25 1 i e 1
CRRN e 40 P P A KR ().

2.2 PD98059 %+ 4 it J8 T 44 % v i 2\ 40 JL SR )
R 215 S SGC7901 FIB G C823 41 i
G,/G WIBHE, & HPD98059 i 4 Ji i 1% B
FFiR(#1-2). Hoechst332587%¢ 64 4 B /R 2% 1 5%
PR T g0 M D, BESS R B A 9, 2
i ZHAEH24 ha 40 RAZARRAS AN i, gy
0T SR e ) HOIR BOBURDIR, SR A T A% A Bl
SRR, IR I TN, T 40 e
%5 £ FHPD98059 /5 4H i T 2 B St N Y A i
LR THE(P<0.01, E]2).

2.3 vt LRAERK/27E B (BB AL KT 48 % vh
HEESGC7901 MIBGC8234H il I 254 T Tl i) 45
— R FERK /25 R A K5 e ZAf:
o, B ERKBE R A KB 8 m, HE
—E [P Ao, 2t S eAERI3. 64 12, 24
h, SGC7901 F1BGC823 4l s ER K 1 {4, 7K ~F- 53+ )
R0 h)[12.17, 8.92, 10.25, 9.924%F11.72,
2.50, 4.83, 5.33f%; BAG N HPD98059 1] H .
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WA %3 5

7 2 et TR
TiEFE M
MAPK/ERK 1 %
B S BE,
M ERK % L 7
Tl it 4 PS3 A
ik ALt c-Myc
W &k ik KT
vty B AT ZOR.
ERKAZ 5 i@ 3% 47
# FPDIS059 Ak
A il & AR
it & & a4

MREID (%)

4|
a4 Gy/G, S

G/ ATE(%)
2

SIRAE
Rt sid
B0t Bl+PD98059

48.24 +4.82 35.67 +4.61
64.96 £ 5.47° 23.86 +3.08
75.54 +4.94° 16.13+2.65

16.09+1.15
11.18+1.19
8.33+0.88

4.97+0.73
17.38 £ 1.49°
32.11+3.25

°P<0.05, °P<0.01 vs IWBAH; °P<0.01 vs BITZEA.

€ 3 O] HARZE 1 202,62 I PD9s0s94L
30F o bd
g 25+
5201
e b b
= 15
10}
5 L
SGC7901 BGC823

2 Hoechst332583 RN S EMBHNAET. Al
SGC7901K JRZH; A2: SGC7901 2 Z 8 /EF24 hiH; A3:
SGC7901 PDY8059+EH-ZHNEH24 hiH; B1: BGC823
SHE4H; B2: BGC823EMZ AEF24 h#; B3: BGC823
PDI98059+ &M ZHAE 24 hall; C: RLHANiafE -85
B, FikET e A PRMELIIE. "P<0.01 vs SR, P<0.01 vs 2
-2 .

THIERK1/2 (1B FRAL(K13).

2.4 2 TR APDISOSIT B % 2a flc-Myc & &
FIAW A c-MycHt IR IAK TR A 41
FH IS ) 3280 15 5%, PD98059 B &t 41 I ER K 1)k 8
1k, A B A2 205 S i e-My o (1)
Lk, A OmAER3. 6. 12, 24 h, SGC7901
FIBGC8234H filc-My ¢4 [ ZRIK K- 43 3l A
JEZ(0 h)f92.13, 3.88, 4.63, 4.8815412.67, 3.17,

6.50, 8.001%; PD98059+ /M Z&#AEH3. 6.
12, 24 h, SGC7901FBGC823 41 fific-Myclt) % ik
AP435 A 6 R0 h) 191,50, 1.61, 1.34, 1.421%
H11.25,1.50, 1.75, 2.134%(3).

2.5 2t LR APDIS059T B & 2m P53 K & &
KR em PSR R IE KT BE L - 2 A i
[ 28 ¥ e e, (FLBE I #5952 55, PD98059 I it 41l
2 28 S IERKBERE 1L KK, T B55P53
FAMRIEAKE. 2R3 64 12, 24
h, SGC7901F1BGC823 41 JiP53 1) 1L 7K -7 5]
NFIRZH(0 h)ff1.23, 1.54, 1.77, 1.851%A11.47,
1.73, 2.00, 2.671%; PD98059+/E M Z At 3.
6. 12, 24 h, SGC7901 FIBGC82341 JfiP53 )%
TEIK43 ) A % HRZH.(0 h)ff)1.48, 2.04, 3.70, 4.26
{5 F11.84, 2.42, 4.11, 5.11145(1%13).

3 e
ERK/&MAPK 3 4t i E A2 L (130 2% . 7 FLIR
i dildE. wAIE . RS 2 R MR
ERKEA = KT (1 il A B AT 1 5 DR 325 1E,
03 E R K Pl 198 A4 7K SF B 410 11 i 788 &4 i 1 A=
Koo BRI T S g i g 10 g
F NGB A LU ER KGR BH I 1F 4141
i1, Cag ART DU i M ER K 17245 5 3 % iy (i 3k
EHE E RN Ak, Bk A B R N fE
PEL T FL, ERK I REALLE a1 1 15 5 1
65 40 J 1 2 A o R rp T S A A .
HIERK /210035 1, ] FAR A BT i (0 1l 7 2%
FE, 05 bR f KRN 40 s A, I T S 40
JHTS, TGS ERK/COX-2/VEGFfs 5l i il i
HEAG BT R 1 A AT I P . Ak,
TEERK /25 5 10 % w52 v 7 0o 40 i 1) 422 22
HM K, MAPK/ERKAE 53 4 35 AL 70 1 e 1)
RAR JE R AR . SRMMAPK/ERK
15 5 T8 8% F5 9 A0 Ay R v P A A A
B RS

AW TR ER KA 553 145 75 /> 41 W Jili i v
AR AT 29 E, AT E o e 4 A Sk 1kt
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1: BHZ8VERO by 2: B Z8VERB by 3: B2 8 ER6 by 4: B Z8ER12 h; 5: B Z80WE24 h; 6: PD98059+ BN
ZAWEFHO h; 7: PD98059+ 2 Z B ERI3 h; 8: PD98059+ &M Z A EH6 h; 9: PD98059+EM ZBEH12 h; 10: PD98059+

JErFZ B8 ER24 h

T7 25 AT, EAE g 40 R R v
KB, ASLEH, thyr 252 LRI 240
i) 5 9 41 AR S G C 7901 FIB G C823 1 2E Ko 1t i
I EFS B MR T, [FNERK R
AT AFE VA B 8 T s, LS RO K &R
i e ERKAF 530 2% 410 1 77 P D098 059 ANH 41l ]
ERK @R /K S, 1 AT LLB B 42 w2 v 2
Xof 5 A e ) A AR A A TP UL
gh UL 2 Zmn] DU (LER KA 5 il %, [
I BEe A1 9 s 4 R PR A7 B0 k. ERKA 53 i ]
A2 5 T B AT 2 PRI AL SR,
BUIEA R dh— 20 1) ] 5.

c-My c Flp 533 RUZ B0 IR N I i Rg 55
AL =My e DA Sy 4 it 358 B 8 42 11 71 30 e v
N, BP0 RA SR TONEE . KE
o, A HG HE, HOR IR T o-My el FI i
ik, T He-My et F 1) It %k 5 40 1 1 & 1
Kotk MR R A R DL R e A 75 5 D) A
Kowlgrh, 2 ZmiEHSGC7901 FIBGC823
Y RERKAS 5@ B, RN i c-Myc & I RIA.
PD98059 1] 143 & I Z 6 SGC 7901 FIBGC823
0 i 0 2 KA R T2 SUEH, JFle-Myc
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MRS, FUTE 540 R ER KA 5 1l % 7E
YT c-My il M A IA 1) ok 7 v 3 LA .
LN AT B S BELWTM A PK/E R KA 53 % i i
FHlc-My i 8 FIAARK N 7 B IR 3 2 A A (1 1
R, M ibc-Mycl R Fiflc-MycHZRIE M
TN BELITM A PK/E R K % AT A6 2 30 i 4]
c-MycFIA, AT B i 40 1) A= K RN 75 3 4
JRLFRIR T, p 533 DRl — P e AU BE A, 2 s 1
FR AV IR A% B 11, 6 e ) A KA Sk R Y 1
L i T s PIA MY, Bk, AW I FLIR
Jee AN HF HER2/meudik [ (1)) 3808 R % 3 1ok s
AKtFERKAF 5t % 5 38 A R P53 1 3 51
/b, AR AEHER2/meuid 2 78 FL IR B 5 U5 A
K EHARIT = AEPUE I 2 ALY, ATk
WA AR E R K AT DL i 53 55 DA A (e 9 T4 U,
R, PD98059 AT H {2 3 5 4 1 275 3 1
P53 HMERIA, FRIE AT SGCT901FIBGCR23
A1 () A AR AT 98 T 5 S H . MAPK/ERK
15 Rl B B AR AR %, FHITM APK/ERK
T AT RE e M e HEPS3 L, M 0] 40 i i)
A B A R T

AR ET 0L, A SR — TS S 4 T,

MTHAL F &
o b TG 57 25 4
LR e I
# MAPK/ERKAZ
5l B0 BE T
LA -
2h W KR 0 A &
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HERRR, UG B fIRR. B2 2 LAl ARRFEAZAH R RS AN CEHEAZW)  CEYe 2
SAEYESA A o (LD  GEPHAIEY © CNERIREHSAE) o CAfiEY LY K (E
AR RANUE, 25400 P NRJUREZ5 ) A TR 2y L A gm it (24N ik, Ex &
ml B S R M DR 2, SRR 25 44 QTP 24, 1B S B IRE 25 B Ao ) “an A s ) B B AA Al
BREANSE. 2N ) FH 40 T T B FH (ISR — kS 42 %K), WIALT, AST, mAb, WBC, RBC, Hb, T, P, R, BP,
PU, GU, DU, ACTH, DNA, LD,,, HBsAg, HCV RNA, AFP, CEA, ECG, IgG, IgA, IgM, TCM, RIA, ELISA, PCR,
CT, MRI%S. gD HEENER, SR3C BTRAECT . AR 5 A AUE AT ENTEA4LR b P E= 24 44 1) 05 R g
PUR I (DA S, B3R A 9B, Wi Kistroke, & #fever; (2)F % B0 1A & NARYE TR SC& #Ek
PR 9383, G )\i%eight principal methods; (3)9& T8 H & A 4 SR BAH M IR 2, B BGEDEES, Wfyin, Blyang,
[91BH % it yinyangology, A Hirenzhong, < Yiqigong; PUB P& ZE LA 4 H47 435, Wweixibao nizhuanwan( 5 41 A
%G ), guizhitang(FERG ). 0% /N . (45 6L e SKIEE T 2008-07-18)
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Abstract

AIM: To explore the most effective directed
differentiation medium (MEDDM) for differen-
tiating mouse bone marrow mesenchymal stem
cells (mMSCs) into hepatocytes in vitro.

METHODS: Eight differentiation medium

www. wjgnet.com

groups were arranged following uniform design.
Positive expression rates of ALB" and CK18"
cells in each group were determined using flow
cytometry. The best suitable factors and their
concentrations in MEDDM were then identified
using stepwise regression analysis. Determi-
nation and confirmation of hepatocytes from
mMSCs were performed using RNA and protein
expression and synthesis.

RESULTS: At concentrations of 35 ug/L hepato-
cyte growth factor (FGF) and 30 pg/L oncostatin
M (OSM), the medium yielded the highest
percentage of ALB" and CK18" cells. During di-
rected differentiation using MEDDM, expression
of ALB, CK18, TTR, AFP mRNAs were detected.
And ALB and CK18 proteins were detected in
cells. On day 21, the ratio of ALB-positive cells
was 82.83% + 9.03%, and the ratio of CK18-
positive cells was 74.79% * 8.41%. The differenti-
ated cells produced albumin and urea in a time
dependent manner.

CONCLUSION: Uniform design is adequate for
choosing the MEDDM of mMSCs. MEDDM con-
taining 35 pg/L FGF and 30 ug/L OSM is effec-
tive to differentiate mMSCs into hepatocytes.

Key Words: Bone marrow mesenchymal stem cells;
Hepatocyte; Differentiation; Uniform design
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WAL A %
Lo SON N
am e w BF 50 2B
JE AR 918 i3 4 2k
Wi ot &,
ERZY & k|
B oA kA 2
. Rl HEa
4 pr ik 2 A
BH ik FE S
AGE- &M 37%
AR A el
ST 5% A AR
HREE, MTE
AMAiE SR
0 RN SR
AMEHRAE
B W 3847

B = )25 T A SR AR e I B F A R
R EKF. R KF VAR A R
ol AE AR, i 569 0 B0 R oh AR 6 BT
21 i,

#£R: FGFIR35 nug/L, OSMA30 pg/LE, ALB
B.CKI184 MM mffik 3] % S48, £ AL Rk
R R AR P AN P ek X ALB
mRNA. CKI18 mRNA. AFP mRNA. TTR
mRNA; YAZALB. CKI8% & kik; H21 K&
14K R AL ALB A P 4a B 6% Yo ) 4 82.83%
+9.03%, CK18 a1 4n it e vs) 4 74.79% +
8.41%. 3t A2 P i il & B A&
6, B 50y 18 69 2 K 3G 5%,

it B AT ETAAHTREFFHREZ
#4955 &, vA35 pug/L FGF. 30 pug/L OSM % . #)
FFIERRAR, TR AT BB T T
ARSI 52 G SEAL g 7 2 A% 64 AT 0 PR

XEEE: BREE ST 40, AR, AL, 39503kt

[EiRE, R 1P, §ilF, KEL, BRES, £8, TYE )
S EEERTHREINGC VTR ERIES SR FROVHEIL R
IE. tHRENEIZYE 2008; 16(20): 2217-2223
http://www.wjgnet.com/1009-3079/16/2217 .asp

03I

T4 B A2 A B AT v TR AN SR R ) 1
MM, RN A T ERES T ARG S R e
AR AUk g . Haret o s
I S B P A A T 0 T R R A A
E R i OO AR N = OB
S 2 Bhn] B PEBCAR ZH A S B, BRE T4
MR M R R RS Jh, 4
A KA F-(hepatocyte growth factor, HGF). Jl4f
AEFEYN A= K Kl F-4(fibroblast growth factor-4,
FGF-4). #l1J8% % (oncostatin M, OSM)FIZE 4=
KX 7 (epithermal growth factor, EGF)%5 X} AT
(¥ % A4 R R AR O Z e g, 3K
IR HIFGF-4, OSM, HGFAIEGF4I i 5 11 Ay
P57, B RS B E S BT 40 i (mouse
bone marrow mesenchymal stem cells, mMSCs)
75 b JFF 40 P A i, (ES i A S T 4
JH AR AN T S JH 4 A 4 PR 8 1) DR 3 R i
Y. ARSL, FRATTN 5 A 4 i AR K DR ) A AR
HEAT 23 A, LAIUTRE A8 i it - 6 6 T T 40 i 44
ANEAL 2 ) A AR R T mRNAS>
T, B ARIS, 4 DhRe il e 25T Bos il i 5 1

MR ARAE VRSN B 50T 40 IR 5 D0 ST A A
AL AT AT P B R

1 SRIASE

1.1 ## SPFHIEAC ZCSTBL/6/MNR, A
10-12 g, M T/ 5URFAZ 4.0, DMEM-
LG. IMDM. L-#ZMtI%(L-glutamine) XFCS
) FHyclone’/A iil; MCDB-201. ITS. HiZEKHA
(dexamethasone)~ PUIAIMLER . JiE & %5 (insulin).
T8 % (penicillin). % (streptomycin).
FITC-&E#: 1) %1, PE-EH: M 4. TRIzol
RNA$ PO & 1T B 5 i . HRP-IEH
“ht. FITC-EEM —Hi. PE-EEM —Hi.
TRITC-EH2 1 40 e 21 4 3% #2 25 1 (fibronectin)
YT Sigmadwl; AL 40 A KR T
(thHGF). HA N BIE 2T 44T 4l i A A DR 1
4(rhFGF-4) JirhOSM K FE 41/ FUR B 2B KPR
(rmEGF)TRD2A A5 Hi/ Bl A& A S T
DakoAal; /M RCKI18Hi/AIY FChemiconZy
7]; TITANIUMTM one-step RT-PCRi 7] &6 T
Clontech’/a 7]; Modified lowry protein assay kit
& T-Pierce A Hl; P/ A E A BN T Dako A
Al; B/ CKI8HLAR A4t/ B HNF-3BH TR T
ChemiconA #; $1/]N il B-actinf L 14 T Abcam 24
#]; DAB(diaminiobenzidene) & (457 &4 T-1b
Y A,

1.2 7

121 DREHMARF@pe s s 557 B
LT A0 M PR U 2% W 2 25 SO [14] ik, R
SPFZIEAL ZCSTBL/6/N, o 45 1F T M
R IO 5 865-7 mL, &% T DMEM-LG
FEFRUM, B0 2 BRI D A2k T, Al e RS T
BREH1.077 kg/LHPercoll /& L)Z, ZiR T
212200 r/min%.0»30 min; W HPercoll 4y &K%
TP LS, VEve e A, Gl gt it 5 40 i
T 71, A0S J1>95% A B AE .

I BERE T A0 SR TSR 10 ng/LET4E
ERR AP R SRR, LL540 ¢/L DMEM-
LG, 360 g/lL MCDB 201, 100 mL/L FCS, 1 XITS,
10 mol/LZEKAR, 10 mol/LPLINMLER, 100
kU/LHE 7%, 100 mg/LEE# %, 2 mmol/L L-A 4%
B AE R RS TR R R AMIAE37°C 5% A
FERFRFPRE IR, 3 dJiT 2% BRI BE 41 g 5 58 46t
PHEERE IR, LUE BRE3-4 dB 1. 40 ik 31180%
B TS, TR A T AR A, T8 X G B 1B R
JEA WAl Al B SR T 40 M, B A AR 4R
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JE TFURAT T A MR T AR i 4

SRR AR B T4 e, F 7550 mL/L
FBSIHPBSYEI G, K2 X 10741 il 8T 7420 g/L
Z R HIE0.5 mL PBSHY. {EUKI B 23 )
551565 UAM H30 min: CD29-PE. CD44-
PE. CD90-PEFICDA45-FITC, Ji il i i X 40 g%
iR
1.2.2 i AR 4R A IR TSR 450, B
TR AA R F A4 IR BE AP HEAT 2017, 4187
39 HHGF. FGF-4. EGFHIOSM. 4P 1%
AR, 4y ) HHGFERIFGF-4: 0. 20, 40. 60
pg/L; EGFAIOSM: 0. 10. 20, 30 pg/L. %E%|
FR R Z A HAREH, IF 20 @B A HAEH,
TH 3 A ) R A, FRATTIE R LA M 8L SE e
YIS RUS(44) (M HE: http://www.math.hkbu.
edu.hk/uniform design). DA R 4cHs, Bl 17 T
SN (15 FHEFRAR R, 43 DR B 2k ot 14
FUAEAS R IR AR 2R R AT 5 S 85 9. Bk A 3L )
(R FERIRE FEAR RN, AL 42 V3 IS TR 9K B (1)
FSP T HMAE3TC 5% A 3 B 40 b s
F, B3 ALK, 21 R 40 AL S AT
T4 A .

F IR 2 VR 40 R A S T 5 — it
INERAEA S PUNRCKISH —Hu(FITC-3EH: 1
TPUEPE-IER PR g, R KERS T
it M A TR
1.2.3 RAREFFHREBIFIFRFHART
g e RESE T A R R T F A H 10 pg/L
FIFibronectindb P F 55, BERh R NS
X 10°/cm’. FEfliEE IRk R 540 g/L DMEM-LG,
360 g/L MCDB201, 100 mL/L FCS, 1XITS, 10®
mol/L ZEKH2L, 10 molV/LHFLIA AR, 100 kU/L
T %, 100 mg/LAE# 25, 2 mmol/L L-A 2 .
FHFAIA N FI 4 MR 1 FGF-4 35 pg/L, OSM
30 pg/L; AR5 RO L) AN I ok 4 o K11,
FLREDASEA S IR R RUEATHE 7. AEs Rl R,
T i Olympusf?] & 56 W2 40 i T2 4 1 A2 1k,
SE2 VR A0 3 A i EA T AR DA .

1.2.4 RT-PCRA M| BT 40 4% 5 b A B & ik 2
BB EFmMSCs AR F4ImMSCs. FefE i
SHARFFUmMSCsHRH TRIZo A 3 &
RNA, Jf LA/ U480 B A 2k BH % JE. RT-PCR
KMk, X FALB. CK18. AFPHITTR, H
IR N AR s 50°C iS5 h; 94°C RNA/
DNAZAT AR 11 e 35 4% 55 1§ 35S min; PCR: 401
TEIR, 94°CAEME30 s, 60°CIE-K1 min, 72°CZEfH 1

www.wjgnet.com

min, 72°C FF4EMHS min. 51475101 F: AFP(184
bp): 5-GTGAAACAGACTTCCTGGTCCT-3', 5'-
GCCCTACAGACCATGAAACAAG-3'; Albumin
(148 bp): 5"TCAACTGTCAGAGCAGAGAAG
C-3', 5~AGACTGCCTTGTGTGGAAGACT-3';
CK18(127 bp): 5“-TGGTACTCTCCTCAATCTGC
TG-3', 5-CTCTGGATTGACTGTGGAAGTG-3";
TTR(105 bp): 5-TCTCTCAATTCTGGGGGTTG
-3, 5“TTTCACAGCCAACGACTCTG-3'; Beta-
actin(587 bp): 5'-CCAAGGCCAACCGCGAGAA
GATGAC-3', 5-~AGGGTACATGGTGGTGCCGC
CAGAC-3". A5 g TR A |l I,
PAB-actinfF A A2, 438 =W {E 75 A WAL LEBE
10 o/LE e vk, Fo vk & N IS8 AP R
BAHT.

1.2.5 9% 9% b &M ALBACKIS: ¥ EES
Y121 4N A5 T 458 2 LR IR 4N i 2500 ik
FHA%Z2 5 FIE %3 [ 52 10 min, -20°C FF i) 52
2 minj&, HILEEME =B A b 25T
HIRN: 11 10050/ B & bt =R /E H 1h,
11100 FITCHric —#il h; 1 : 10057/ ELCK18
FpTEIRAERT b, 12 100 TRITCARIC —Fil h.
DA/ BRURT0 A O BH o B, PBSHRAN —BLAE Ny
BH 0 R, 5 f 906 8 B L 4.

1.2.6 X @i KA ALB+A=CK 1 8+48 fitL: 1597
21V R MM EINT S — PPN A E A
PN CKISH —HU(FITC-3 82 ) Lok PE-i%E
B PO A, A K FR S EALSI.

1.2.7 & &Gy bshietem: f£5FAMIESS
Mo MEEE3. 64 9. 12, 15, 18, 21K40
HRE TR, LA/ B4t A A BH ) B, 0 %
MR LAL 1006 B S P/ B A B Er g Aof
A6, BEFLINAT00 nLEUARFE, W E
60 min; % FRWUASS, BRBBES; BEALINA
200 pLdsf PV, 95 730 min, #25 ERWA)E,
DD 3, PR AR R R A LU AR R Bt i (Y
/NS IR, R H110 000 pg/L, 500 pg/L
$7.8 ng/L, H-T-HIVERRUE 2k KR AR vE
KAEALA100 pL/AL I 96 FLAR A (BF— ) £y
HHEAL), WH60 min, B LILABIAIEEYE, ¥
HRPLLL 10 000%F¢ J I AFE S FLA, 100 uL/
FL, 5% 560 min, F& 2L IR IFIEE; IR 5
6,7 TMB 5 5% 30 min; JIIA2 mol/L H,SO, 100
uL/ALZ b B Y, AR {SCILA {EL(T M BAS I3
K A450 nm), 23 2k,

1.2.8 f&EA RS 75K SYRES U4

Wi £ E

T B 8T tm Mk
Sk & AT 4w e 44 4L
BT, @mie
B -FHGF, HGF#=
EGF, HGF##/ %
FGF-43% 8 % R.
fe i b g L B F
4] 44 A8 I A% A VA
T w47 48 A $5 e
FTRESTEL
M. KRG
HEAAEN S L
£ AR ARE.
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[ B 10
K5 B 4k B % it
F3y g%t i
*, TR T AR
FHFEHF TR
AP e94ER, #m
ik R AR T
RERESWGHT
P F Hk K BOR .
R R AR
FHRERSELG
@R )
F am B A2 AR 5D
F oA h BT AR e
feL.

GRS 64 94 124 15, 18, 2URMM4I, 7F
B AR P IS mmol/L NH,C1T37°CHES0
mL/L CO R F-M i 524 h, i H 24 A0
A3 B SO 40 B B P PR B IR B, /N
JH- 2 I FH T B P B 15 R0 T B s L

FirF A [ HSPSS-15.08 31T 4%
TEE IR AT . B SRk EORE P AN FE A 2 B L
Student's test, % ZFEAIYE L4 H One-ANOVA
JStudent-Newman-Keuls post-hoc[L#. #7485 7K
#E: P =0.05.

2 BR

2.1 MRABHMARF@ILAEZ CD29, CD44,
CD45FICDOOE 4y 4t i 2 b ks AT I X4,
B 90% P44 il CD45SHI 1, CD29, CD44,
CDOORH .

22 REBEF TR AT HAMBALBRICKISEH
PERIRZ WAL, A HE X X, -X, 7 444l
WA KA FHGF. FGF-4. EGFFIOSM, XX,
LB RO B AT B ARATT A AR OR: X =
XXX X=X XXy X=X XXy Xg =X, X
Xy Xo= X X X5 Xjo = X X X35 Xy = X X Xy; X,
=X, X X5 X3 = X, X Xy Xy = X X X, Hop X =
X, X X R A X ot A X ) i E ROV, X
= X, X X, R R X X, 5 XA I, AKX
HffE. Y, 0K “ALB” %; Y, /0% “CKI18” %.
oS ACIVE R TR I B W IS R R e i N
S NELALBRICK I8P 40 &, DAl b o B g
AN FEARE I, AR O 0 K I VA, AR SN
BRI 1) S 25 MR KO 58 20,05, XY 1R 07 34 45
S, HAX AR, [BABYY,, = 2.82629
XX, R? = 0.6873, $&RY, HX, A%, HEURK
fH35 ug/LIY, B 25 K. MY,k s L,
AR Y |, = 2.77339 X X,-0.03840 X X, X
X,+1.03535 X X,; R* = 0.9465. 1% )7 Fe i 77
AR R BE LSS AT i 3, FHRAN R 415
TR, 2594 X, =35 ng/L, X, =30 pg/L
i, Y 0K, 35 ng/L FGFAI30 pg/L OSMI k3
TI9R G A B AR &5 31

23 REFFRATHASFTHAR FaMm
2.3.1 FFRE4F AR e A W 8 &A1 54121
FAFHERF ARG FENALB. CK18. TTRAN
AFPHATRIE, M EEmMS Cs &A% S 4106
ik, /N U4 R S BH P R (D).

2.3.2 AFIE4FFHARE M & B KA KT,
AN R IEALBMICKS, ALBZIA T i Al

ALB(148 bp)

CK18(127 bp)

TTR(104 bp)

AFP(184 bp)

B-actin(587 bp)

—_
N
w
i -

1 RT-PCREER. 1: H#EmMSCs; 2: IR EAE SR RS 521
RmMSCs; 3: Fefse 72 Hs 2 801 K mMSCs; 4: /N2,

J 5, CK183&IA T~ sr(1&12). H521 K i\ 4H M
A 75 5 4L A L BBH P 40 e 1) L5 4 82.83% +
9.03%, CK 1854 41 Ha (1] L A5 4y 74.79% £ 8.41%
233 ey it 25 £ 4, M3 d
PUS T 8657 WAALB, JEBEA 175 T I R RE G, 73
WALBRAWIE 2, B 15 KIS, ALBIM WA
By, DUEBEAE J5 IR IE K, ALB Wb
WA D, AR R AR A E K (B3 R 2 4
A M 3 OR IR B A R E R T, Bl
F5 I AR, A BOR 25 1 D e A 7 4 o,
FIFISRIN, JREM G IS 2 E g, DUSEAE T
SRR, R 2 s A ek, R R
B K (E4).

3 e

JH N () R A2 B s B ZR AR BE R, A
e, 2R AR Rl M 12 5 R R
A . NSRBI R A T IRIG AR R, 7EIl
fiv R E L RE R, IR T PR 2R, Rt A
JUAS 2 R A 9058 AR J2 P AR A v T k>
TEE R, FGF-4n] LIE Tk A A ikt 4
BB, 25T W R # A6, o SMIUZE
TG 8 1w e U 6T RO ) % 8 e B A
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payi:l HGF FGF-4 EGF Oosm 4R ALB CK18

1 40 0 10 0 1 47.76 +9.84 19.85+5.12

2 20 40 30 0 2 52.48+10.12 47.21 +8.64
3 0 20 0 10 3 78.95+11.23 69.54 +9.79
4 40 0 20 30 4 47.54 +8.76 39.95+8.22
5 40 40 0 30 B 85.91+11.67 67.37+10.01
6 60 60 30 10 6 29.44 +5.61 47.83+6.91

7 0 60 10 20 7 50.88 +9.53 4474 +9.22
8 60 20 30 20 8 90.43+10.71 57.22 +9.87

30 - - EEa
—o— EiAER4l
25 1 F\I\x\x\ v PR
; 15 o

10 - //

3 6 9 12 15 18 2
t/d

3 BEEDMENN.

YER. 554k, HGFSHFRFIEI P2 Ay 2Bl &
HH AR I F i e i v A S AU, JAth
IS 7 WEGF, TGFAAE IR & Mo A 7
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I A4 AT 5 o A ) 4 A T B ) T A
Y. E BT 40 A A ) T 4 B A S,
HGF"™" HGFHIEGF™", HGFHI/a{FGF-4""14 45
K, AR BT AAT R HAH BAE AR S8R
ANWFFTRHRIE. TEARSN) S5 9744, HGF,
FGF-4, EGF, OSM" "5 8140 4% 4k A T
90 2 A5 A VE 2 AT 2 TR A JEAS HAE 2
TSI H 5L T e vk 22 A8 X evt oy 41t
FUIR T5 15, X Tl 4 i A A DR (9 A8 AR P gk
ATHRIE, LU e 0 1 HA B 98 S A% 40 i A4 41
A At 1) B AR5 AR R IR B RN A
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B 2 SBRAEE. A HER
ABTAH21 dAHIEALB-FITC (%
fB)+CK18—TRITC (4., (HIE
F—3EX A FAEER); B: JF
B SEHMEWALB-FITC+CK18—
TRITCERE R X 1000).

77 —e— iFSA
—o— dFETA
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3 6 9 12 15
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18 21
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0, BT LAFRATTE BCiZ A I 1 AE 4 AN )k i
ACFBEAT 20 8. ALBRICK182 H A 7] Al LA
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A FEALBHICK181E 4274 &, i W FTHGF,
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S — BRI IE A R, HE A AR
IS, A B A S A, T LI E A
s s BRI ARG B, R R A L, #
FEALePE. FEIEAS S, iR A s MR, AbAT
F QAN K, R B AS HAE AT BLZ g AN,
LS B 2K Trs(g-1)+0.5s(s-1)(q-1)"7) A&
S G SR A IEAS ek, TR I AS ELARE
ZWEATHEBL T, S0 AR T 266 1K, HAFF
A SIS O SRR T4 R 32 47K 1 (138
ARk, YA BT — b DL s > R 52 50 Y EK
78 FEYA I S0 Bk 5 S HA A T %, B
R BN Z WK, NS “HSEar Ll ” i
RFE “XME a0, 2 JoBlA o B S5 8 42
T B S8 g5 BT A, %385
KRN U R A0, R D 1 52 56 I HOR B
Z (e BT DRk, SR S8 v ) S AR N
s B, SIS UREUD, TN R A B
ALE R R MM BAER; 8=, et
AR A5 LI DR R A H ARG T A SRR R bR
(] DG 2R R K02 B2 (e a7 [l R AR ), e A
Ji i VY, AR T AR AR i R A s
60 FE Ak B I 9 - S5 DR 3R ) (R 7KL A
2, S S AL 56 T, SRR EIUSR
FEM vl DU FE A 5 R, PIHE www.math.
hkbu.edu.hk/uniform design**".

CAIE A s, BRAT TR S E 8 AU R A5 3 15 9%
PRER, 43 xR AN [ R 2 gt
1T S %, RATEBALBAICK 1 8PH 1 40 i)
B9 FAE AR AR . i e X A AR
FEARTRGE SR R N ALBRICK I 8BH 41 B i 71 4
2. LI B 2k [ 23 B, FRATTRIACK8
(1415 HIFGF 5 OSMA 2K ALBIKRIEHIOSMAT
K. AR ARG R, #4101 F
K R R A R 1 PR R R PR 3
AT AR S 52 56 v 75 328 11 &5 AN IIE R AR R B I
ARG, BRI A Wt S5 T VA A S
Bert iz BRI, WFFTE SR T 5E.

h T HE B AR U5 AR R I SRR
B, BATELRNAKT . B AT LU 41
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AFP, ALB, CKI18FITTRAE A JH-4f B 7 b
AF P PR JZ 7340 LR JFE 40 PR 5 30 0 b i
ALBYESG M TG IE, 40 M ik B
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GEWR LW, i LIFGF-4MO0SM25% S 1 1 4
TSI PR R B FR, BB EL T 40 e n]
DU Ak B T 40 BB S, 45 K6 F0 D e i 40 i,
PR R . R, i SRR R
FIFGF-4 35 pg/LAIOSM 30 pg/Li] L3kt
5 el R, AT O BRI 2. 1245 R B
TILAE N T SCRE Z 48 DA 40 M 3 10 )
INAGER

WA BT S B8 U5 vk T LAAT A0 o H R
ST 20 AR A1 5340 A T 40 i P e AR S 5 1R R,
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Abstract

AIM: To investigate effects of kidney-tonifying
liver-emoliating formula (KTLEF) on expression
of connective tissue growth factor (CTGF) mRNA
in dimethylnitrosamine-induced hepatic fibrosis
rats and thereby to elucidate its therapeutic
effects and its underlying molecular mechanism.

METHODS: Forty male Wistar rats were ran-
domly assigned to normal control group (n =
10), model group (n = 15) and KTLEF-treated
group (n = 15). Except the normal control group,
all the rats received intraperitoneal DMN injec-
tion once a day for 3 successive days for 4 wk.

Then only the model group was given KTLEF
for anther 4 wk. Rats were all executed at week
8. The serum liver fibrosis markers, such as HA,
LN and [V-C, were measured using ELISA and
RIA. The Hepatic inflammatory necrosis and col-
lagen deposition were determined by HE stain-
ing and Sirius red staining, and CTGF mRNA
expression was detected using RT-PCR.

RESULTS:
duced by DMN was successfully constructed.
Serum HA, LN and [V-C levels were significantly
declined in BSRGF-treated group compared with
those in the model-group (HA: 319.75 + 63.23 pg/
L vs 434.44 + 98.81 pg/L; LN: 44.83 £ 4.09 pg/L vs
70.6746.32 pg/L; IV-C: 52.79 + 5.71 pg/L vs 79.39
+10.52 pg/L, all P < 0.01). The expression level
of CTGF mRNA was lower in the KTLEF-treated
group than that in the fibrosis model group
(CTGEF/B-actin: 0.76 + 0.10 vs 1.08 + 0.17, P < 0.01),
and the least in the normal control group.

The rat model of liver fibrosis in-

CONCLUSION: The expression of CTGF mRNA
is increased in the hepatic fibrosis rats, and is
supposed to be one possible mechanism of he-
patic fibrosis. KTLEF can significantly inhibit
CTGF mRNA expression and then effectively
counteract hepatic fibrosis.

Key Words: Kidney-tonifying liver-emoliating for-
mula; Hepatic fibrosis; Dimethylnitrosamine; Con-
nective tissue growth factor; Animals; Laboratory

Zhang B, Wang LT. Expression of connective tissue
growth factor mRNA in hepatic fibrosis rats and the
therapeutic effects of Bushen Rougan Recipe. Shijie
Huaren Xiaohua Zazhi 2008; 16(20): 2224-2228
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BH: A FPHAFTAREF T =F R
T 7 f(dimethylnitrosamine, DMN)#$ X
R e iR 4 4a R A KA T
(connective tissue growth factor, CTGF) mRNA
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FiE: & Wistar Kk R40 R, ML A 5 2 B4
(1 =10). BAR AN = 158857 A0 = 15). &R
287074 97 4810 mg/kgt) Il E A IEHDMN,
FRIR, FRESS d, 24 wk BRI 2L
s R G AR B oKig, Wb T R AR R
JG AN B TR T igitATiE 7 TR, A 254 wk. %
SR A A st a3 KR, AR LIERAANE T
Homl IR R A HA. LNAIN-C#42; A
HEFe RARIZ LT 4 &, 32 LR AT 40 4R 04 K 2 B 4
%38 A WL, R ART-PCRFZ &7 ik, 383
K FHF 20 25 CTGF mRNA #9 %A K -F.

GRS AKR—RKRER BT TN A,
EFARALLT, AL T FEAH40%, &
IF LA F20%. A LA f R R R A HA

LNAN-CHAZREFTARTEIE G, SIT4
B MR X FHMHA: 319.75+63.23 pg/L
vs 434.44+98.81 pg/L; LN: 44.831+-4.09 pg/L
vs 70.6716.32 pg/L; IV-C: 52.79+5.71 pg/L
vs 79.39£10.52 pg/L, ¥P<0.01). DMN T ¥4
AT R BT Yete, AT L CTGF
mRNAFK P RIG3R, P24 5 7 iby7 A 5 4EA
2848 PR 2R 53 (CTGF/B-actin: 0.761+0.10 vs
1.08+0.17,P<0.01), o B BB LA R A4 ).

£Ei8: CTGF mRNA# & ik 7T 46 5 I 4F 44k e
KA ZE Ak, ¥ Ao ANR AT 7 AR BT
8 FRF LT YeALAE R, 7T VA B 5 4 K R T4
CTGF mRNA#) ik .

FEE: AN RFF; gL, PR, &
GREA AR BT shd; B8

KIE, TRE. MERON_BETERESAETFA4L
[BCTGF mRNAZIABISIA. BFRELNTHIRE 2008; 16(20):
2224-2228
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0315

JHF T 25 AR i RS % Ao st D] BT SO 452405 1 61
P G S N, IR A 4 4l A 2309 1E 5
R 20 B R I I LT AR R A T A,
HOE AL K N1 B(transforming growth factor
B, TGF-B). <&t Mg 20 234 K 1 1 (tissue
inhibitor of metalloproteinase-1, TIMP-1)F1IliL /M
PPEAE KK F(platelet derived growth factor, PDGF)
8, AT EAEAE R TR 40 i (hepatic stellate
cell, HSC)RIFF 41 sk, AL fIymAb 7. R4
gk, NATTRE 27 4E Ak 1R T8 B 5 A T 4E
ghiai N 23 4K K1 (connective tissue growth factor,
CTGF)s&#5 4k : K K ¥ (transforming growth factor,

www. wjgnet.com

TGF) R8N A5, W] 155 21 4 B 21 i 40 i
HME TR IR IS, 28 A F DO ST T4
R R BED) BT 2 R R,
I, FoAl1is H = AL WP A (dimethy Initrosamine,
DMN) 5 5 K BUTFET4ERL R, WSECTGFAERT 214
PR BTN AR IRDL, Ifda RIANFF 2RI 7
(kindney-tonifyis liver-emoliating formula, KTLEF)
BEATIRIY, AR SE R 25 5205 B R 44 197 2%,
I3 HT S IR

1 SRIRTSE

1.1 A & Wistar K 405, i, AR 150
+10 g, W TR sz sy, #h B 3
5 (B Al R B 5O RS %
Flebr2yy), i b B 2 K2 B I ' s e 1 7
SR IR A2 1.6 ke/LIVE T HE
DMN, 4 H H ARG b Dbk t; 350 i
FRHA). JZF5E 8 (LN A IV R R it 751
Ve B b 2 R AE SO AR R R . E
MRtk 19880907), 7r#rli, Mk T) 42
B FTEIR . TOK SR, Sy Hral, 1 i1k
FRAERA T, AA-20053H7 K, DenserefX 4
Al HAr7020 AT #0501 bl
(RM2035). K&V HL(CMI850). H112204% Jv
Bl HI12101E# /KA, Y08 H 44 E Leica s .

12 7%

1.2.1 #AER 520 Wistar K BN 4H, 155 %t
HEAI10 0, BIRLALRA T 400 515 3, XAl 4
AATT AL TDMNIE B, SR ESE3 d,
Kip DMN 10 mg/kg, 34 wk, 1697 AL R4 wk
JE4 T ANE T J7ig, HIHE10 mL/(kg-d), 5897
4 wk. BFFCIE R R 56 8 il A A HE A= K B, B E .
T M AT GRRAR.

1.2.2 RT-PCR¥ & &4 A 21 22CTGF mRNA &
i A BOE R A B FE YT 4 &3 4L
UEATHESE, CTGFS [Py e 7 2 B e &
B, 74383 bp): _[iiF5-CTAAGACCTGTGGA
ATGGGC-3"; Fiif5'-CTCAAAGATGTCATT
GTCCCC-3'; B-WL3h & [ (B-actin) 5|1 ¥ = 4,
P P R T R R LA R, 300 bp), R
5“TCACCCACACTGTGCCCATCTACGA-3'; F
J#5'-TCACCCACACTGTGCCCATCTACGA-3'.
TRIzoMI#E T 41ZIRNA, HEATRT-PCRY 1. PCR
SVARZR K20 pL, § G54 94 CHIAE 3 min;
94°CA 30 s, 54°CIEk30 s, 72°CE 130 s, JE
30-35MIE R, feJE72°C 417 min. BHKPCR X
I3 153 DL TG TR 75 AK AR RS ¢ DN ARSEAR A1 by BH 1 5

Wi £ E
AR A 28 AT A A
RAE S, ANE R
T VA R B
ERF A KR
# I R A7)
FF 45 Y e o & &
Fo % e, Z KR
o A
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L AEE x 1 SEARIMBHA. INRIV-CRADEIZE (mean + SD)
ABRIERN T
BT REE SR

BT 4 Yk, 3T R
BT 2027 F 84 45
AL AEKRET
) R R 34T
B, BTt —
W 1 U A et
W R AL, B AT
AL B TR AR
B EIF 7 HT L
A AL 04 57 AU

pax:] n HA(pg/L) LN(pg/L) IV -Clpg/L)
IERAE 10 252.90 + 26.59 37.90+5.97 21.40+4.17
fEAUE 9 434.44 +98.81° 70.67 +6.32° 79.39 + 10.52°
Y Rgas 12 319.75 + 63.23° 44.83 + 4.09" 52.79+5.71°

°P<0.01 vs [EE4H; “P<0.01 vs T,

1 BERBAHALIRIBER(HE x 100). A: TEHZH; B: 15
HIZH; C:IRITAR.

TR LA, BEAT G vE 2R A

1.2.3 AALIEAFAM A BRI A LA KA
JH W R i, T M RO I, 2500 43 3 LY . T
SR 2 R ) 6 U7 ARG D L R IR A/ HA . LN
K V-CI 7 it HE 052 T 40 23 RV B0 1
W, RISPRET e to WA ER LT AR RS, 9%

2 K Knodell HAT! ek 2T 4 4k 5 B 54T 4] b
St A0 S50 K0 Llmean &+ SDEE R, W
FISPSS10.048 VI 4R AF BEAT A 56 I J7 2 53 BT

2 BR

2.1 K A—AH U IEWAKNRAEKIRE R, &
JFUEIE IR, KB, W, B NE
b, REAREEEE, S0 T, SR>, ARE RN
Wb, PEREHT R, KB, IREE, FE
15, WAL BRI B TR A R 558
PRI R, IE R ORRUJCAET:, MK R IE
T2 040%(6/15), 097 4LAET % K20%(3/15),
PR BRI s 0, 1E R R K, B
2K BB IK & AR 60%(9/15), 697 41K U
KR A H33.33%(5/15). A W, VAT 41 SR
HA BENEZEF@P<0.01).

2.2 i SRR A R A IS R HA
LN IV-C )£ s E 5 AR 38w, 5
EH AR 5O ER 41,72, 1.864 3.711%,
R W LT AL RRIE. 259357 41HA
LN, IV-CHJRBARIY B3R, 2 58 155 4l
M1.26+ 1.18. 2.47%(K1).

23 REARFEE EFHA: L IER,
T MPE SAE K AT 4L SR R HESREE, DA
S A 0 5 RIS, A M TG AR
INBE. BT HE N ST AL (Rl BRI 2 3 58, 110
B DRI v e i DX e ) L E AR, /NI P e
ik it 25 B8 2 40 B R HE 51 5L, 2D 04 i
M, BAEAS IR BE IR/ ik SR AE 1 AL
WREEIRGE. ¥a)7 4 WA - e an 3E T, Tk ok
B4 5 40 MR HE S e IE R, 40 AR
WY e, 18 0 ROIRIRZE, A A i, T
DXAT RAEAN N (B ). R TR 21 G (9 &5
FHEAT A1 AR A W 5 41K BUR 42Uk D
RYEa AR LR (R2), Hhimir s R E R
FUF TR (P<0.05).

2.4 FF4R2ACTGF mRNA# & & BIMACTGF/
B-actinf¥] LL{E }11.08+0.17, 97 4140.76 +£0.10,
WE AT P2 S (P<0.01), 1 IEH 44X 40.28 +
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12 3 4 5 6 7 WL WA

8 i R4
-+ 4+ A+

IF=E%H 10 10 P<0.01

BEA 9 0 0 4 2 3

BITE 12 0 0 6 5 1 P<0.05
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Abstract

AIM: To investigate the effects of ginsenoside
Rg3 on the expression of Pim-3 and Bad
phosphorylated proteins including pBad (Ser112)
and pBad (Ser136) in human hepatocarcinoma
cell line SMMC-7721.

METHODS: SMMC-7721 cells were exposed

www. wjgnet.com

to 0, 5, 10, 20, 40 and 80 pumol/L ginsenoside
Rg3 for 24 h. The effect of ginsenoside Rg3 on
cell proliferation was measured using methyl
thiazolyl tetrazolium (MTT) assay, and the
apoptosis of SMMC-7721 cells was evaluated
by inverted microscopy and flow cytometry.
The expression of Pim-3 and pBad (Ser112)
and pBad (ser136) were measured by Western
blot.

RESULTS: The inhibitory rates were 4.69%,
15.53%, 22.17%, 50.97% and 61.65% respec-
tively, after SMMC-7721 cells were exposed to
5, 10, 20, 40 and 80 pmol/L ginsenoside Rg3
for 24 h. Marked morphological changes of
apoptosis were observed following exposure
to 5-80 umol/L ginsenoside Rg3. Flow cytom-
etry showed the apoptosis rate was 0.39% in
the normal control cells and 16.49% in the cells
exposed to 80 umol/L ginsenoside Rg3 for 24
h, indicating a marked elevation in apoptosis
rate (P < 0.01). Ginsenoside Rg3 had no marked
influences on the total Bad protein expression.
Pim-3 expression was decreased with elevated
ginsenoside Rg3 concentration, and the pBad
(Ser112) was increased with elevated ginsen-
oside Rg3. But the pBad (Ser136) was not ex-
pressed.

CONCLUSION: The anti-cancer action of gin-
senoside Rg3 may be associated with the de-
creased expression of Pim-3 and the increased
expression of pBad (Ser112).

Key Words: Ginsenoside Rg3; Hepatocarcinoma;
Serine/threonine kinase Pim-3; Apoptosis
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Pimiftas 7 ik: N —— L i
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#Pim E A%, He4
HIA R 2 A
APim-1, Pim-2,
Pim-3. % £ % &
RSN
BREHERR, L4
M5 R LA
2 &6 EE. Pim
BB R AR
20 i & K8 3
AL GEAE R 0 &
aRaFTReL
| 3 R 7R AR A
1, FFiBE RE T
pl3k-Akt-mtor#y

B —HiB I, ARt
e vy & A e
7.

Rg3(pmol/L) AE BER(%)  HIHIER(%)
0 0.618+0.038 100.00 0.00
5 0.589+0.070° 95.31 4.69°
10 0.522 +0.036° 84.47 156.53°
20 0.481 +0.057° 77.83 22.17°
40 0.303+0.029° 49.03 50.97°
80 0.237 £0.015" 38.35 61.65"

°P<0.05 vs NIBZH; °P<0.01 vs NIIB4A.
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WL R BoR, NS 2AFR 30 2 P s 44 il
HIER . N2 iR g3 nl 3 358 0 e 4n i 11
Bl ARSI I R A SR
HUR g3 e B2/ U K 40l (rat ascites
hepatoma cells MM1). B16FE72 {02, A/
0 St (OC10) M JE e 40 B (PSN-1) ) )2
i NS BRI BN B AR
JE A fL(B16FET7)ifi % # K Balb/c/I™ il 45 17 4
fa(26-M3. )il B HAT /e Y. AHFFCR
HMTTIj AR UE S N 2 2R3/ SMMC-7721
i A S T AT EIVE L, 9 H20-80 pmol/LI)
ANZ B RgIA AL 1S FSMMC-772141 I JE2 Jik
SRR TSR, IR A R, A
Z AT R HLAT I e 40 Jifa 38 5 0 1 .
Pim-3 /& — P 22/ 95 S IR A 1 R Pim 5 I
(R 3. Pimil & 2E0E i LR g ok R LR
YA (DIHIB el-2 5 iR I RTIH T- 3L [N Bad,
BH1-Bad-Bel-x 1A FAE R, gt )M
1% R PR IR P TP-U2S TR 1L, 4101 FL 1 12 it 11
SEPE, M BEL L4 M R T R AN 3Rt b IE]
BB el-2 KR PUIH TR A B ThAe, HElan
HLE T () 2R A . W95 e BLP  mi ity L
A7 N3 AN P R AR R N (D2 1 IR AL,
PRAE ORI B4 Bk A 40 B i B, (2)BE Cde25A,
fEHEAN B I G ITERE; (3)MHIC-TAKIF 35 1,
TEHEG,/MEE I, (4) G STAT3 (5 5 4%, k4l
MG /ST R, Ao P AR, AR
N Z 2 AFRGI A FESMMC-772140 124 h)m, A
[k g N2 B R g3 FISMMC-772141 /{224 h
J&, Pim-3[RIABE N 2 B R g3 FE ¥ 39 iy
BWRSY, MipBad(Serl12)fKiskE NS 21
Rg3UR JE IR M i % 5k, pBad(Ser136) A4k,
Rk, N2 2R3l (e dkBadif B —

S —— . N
(Ser112)
[ e ] -

pBad
ERENIES Sat WS T e
3 ASSERINSMMC-77214BIRPPIim-3 AP
p—BGdﬁiﬁm%ﬂﬂ 0: 0 umol/L; 1: 5 umol/L; 2: 10 pmol/L;
3: 20 umol/L; 4: 40 umol/L; 5: 80 umol/L.

R AL Bad ¥y T B M 5 3 e 40 I i T, 90
I T 4 L 1

S, Pim-30] BN IR VR T I — AN BT R
AR EE R, JHIPim-3 )R IE T LN S
BHREST ANHEAESMMC-772141 B8 T,
T LR BE 11) J5 DR 2 —
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Abstract

AIM: To investigate the effect of curcumin on the
expression of vascular endothelial growth factor
(VEGF) in hepatocellular carcinoma cell line
HepG2 under hypoxic conditions.

METHODS: Hepatocellular carcinoma HepG2
cells were treated with different concentra-
tions (0, 1, 2, 5, 10 umol/L) of curcumin under
hypoxic conditions for 6 h. Cellular viability
was detected by MTT assay.The level of VEGF
expression was detected at protein and mRNA

level by Western blot technique and reverse
transcription-poly chain reaction respectively.

RESULTS: The levels of VEGF protein and
mRNA decreased significantly in the cells co-incu-
bated with curcumin at 1, 2, 5, and 10 umol/L for
6 h in a dose-dependent manner as compared
with those in the control cells (0 pmol/L cur-
cumin treatment) (VEGF protein: 2.12 + 0.23, 1.59
+0.13, 0.82 £ 0.11, 0.33 + 0.05 vs 2.85 £ 0.37, P <
0.05 or P < 0.01; VEGF mRNA: 0.60 £ 0.05, 0.54 +
0.04, 0.16 £ 0.02, 0.06 £ 0.01 vs 0.81 £ 0.07, all P <
0.01).

CONCLUSION: Curcumin can decrease the ex-
pression of VEGF in hepatocellular carcinoma
HepG2 cells.

Key Words: Curcumin; Hepatocellular carcinoma;
Anoxia; Vascular endothelial growth factor
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B BP0 &35 25T s R4 T AT & 40 e
HepG2 ¥ f & W B A K BT (VEGF) & ik #)
EACE

FHik: 2% FO. 1. 2. 5. 10 pmol/L)& 22
AL T HepG2am 6 his, KA wek 3
(MTT) %M HepG2 48 it 7 £ 69 T 4L, Western
blotWL I VEGF# %& & /K -F % 4L, RT-PCRA&M]
VEGF mRNA % ik /K- E 4L,

ZR: HepG2#mf 1. 2. 5. 10 umol/L#) %
e&%kﬁﬁ, VEGF%& & femRNAK T 15 34 F&
Z0(0 pmol/L& % Z 4 32 ) LA 9 B IAK(F 9
2.124+0.23, 1.59+0.13, 0.8240.11, 0.3340.05
vs 2.85+0.37, P<0.053P<0.01; mRNA: 0.60
+0.05, 0.54+0.04, 0.16%0.02, 0.06+0.01 vs
0.81£0.07, 3P<0.01), B4 E 5 5%
F AL TR E W HE i K
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LA 37 2B 2 S bR 2B R RS 1 5 vk A 1
M55 W A=K K F(vascular endothelial growth
factor, VEGF){E A B 1L 5 A s e 2E X, Rg
i T L 55 20 WA AN [ A3 A IR AR S LA A R, AR
HE g A, e R i BT A Gk 24 R
PR e T I E e 2 P Sk w A
SR B IR T 24t B Ay I 98 I ¥ 0T 9 AR )
PR 220 3R A T AT AE I R AR T AL
H W, REFEPUM IR IR A e, S0 PR A0 A 154 B
AR A 10 2 FLAT BRI R 55 1R i T
FAGEEVRIT 298, i 2 0 DL ) SE AR 2% %
PEMPR 2 —, LERMRI AW P 512 = Suzuki
et al"RILVEGFAE & & & T AL 20 3%
i, HL AT F IR A0 DX R B 4A 0 5 0 i v
FEE et al M SRMEE R, N4 i HepG27E
B &R, VEGFINRIER AL FEET
PR 22 TR B T R S AU R 40 i N VEGF
(16 2325 I T 9 20 397 A 1 A ) T B 2 H iR %
ARE AN WL, %511k, AR SEH6 U BN T
HepG241 IAE WU 5, WLER2E 38 Z0 A 4
£ B HepG241 il I VEGF K& [1 52 1.

1 #RRITSE

1.1 A4 AT Hep G241 L A [ 5 B2 Bt T
WL HT B %%, DMEM @& 8 55 7 26 R i 4 v
(ZHEGibcoAH]), ZiE. FikEh(COCL)M
MTT(GE ESigmaZs &), CO,MHE 4N A 7246 (H
ASanyoA ), Spectra Max M24>REMFARX (3
[ElMolecular Devices 7]), T A VEGFHLA(GE
[ESanta Cruz/a]), FPio-tublinBiAFIBAR i
ANYBEARC PR Pt (G2 ESigmah 7)), &
Mo B H KR #5556 E (35 [E Bio-rad
A F]), B ROGFI(ELC)F 5% & (e [
AmershamA w)), B0 (9E E F UK T667 I
Jr), B Je B 9 995 75 (M-MLV )t e S ik
7 (& EPromega/s ), Taq DNARK &ML H
MBIZA ), B-actinflIVEGES |4 1L 5T B A EY)
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FeARAG BR 54T 7] A, PCRACHT G 43 BT (1
[E|Biometra/A ).

12 7k

1.2.1%m A3 F B AL 22 Hep G240 M /b il A 5550
mL/LJAZE L% M DMEM i B 1 F2 5L, & 150
mL/L CO,. 37°C. VLRI [0 A A B R 740
PIRE R, 1 20 00 R 2 42 80%e I 5 450 37 fef G
MR FRHE, k89724 W, 0 i, b
T AR BB R B, R IR A I 4250 mL/L
CO,. 950 mL/L N,. 37°C. MR mEsa 4
PF, IR R TR TS minfEEEFRIE AN
IR E300 pmol/LIKICoCL™. 4il 7 B4 45 77 4%
PER, S BIIMNEIREE T, 24 5+ 10 pmol/Lff)
L RAEH6 ho AR 58 S W AR 4 i, S H 4 i
FEAFImMRNA. LLO umol/L3E 3 Z 1E H] i HepG2
A A Ry o) R

1.2.2 MTTAm] 2 je & 77 Hep G241 Bk i 1
FEFL10N G f e Fl T 96 4L AR b, A FLAAFR200
uL. F2SER ZHE I NAS [ R B 22 08 2R, AR A
NRiFE6 h, FEAFIEA N AL, VEH 4G
FEERFRAE, A1 HIPBSYE3 IR, BEFLIIA200 puLH
0F TC ML 17 953 220 pL MTTIR (S g/L), 4k4t
¥ E4 hJg 2855, NI AL RE R 3,
FLFFINAL50 pL = FEW A, $=3%10 min, {4
bn AR, E B EEFRA - FH490 nmi K%
FLOGW AR, IR FL 5 0 AL RO R E 4
FLAR 24l U ).

1.2.3 Western blot % J& ¥P i ix#- M VEGF #9 %
B AR KR A i FH 20 i SR AR AR S P A
A0 ) L B SR B R EE T R — S
HILVK A B9 G . A M0 ) (R I 41 4 2% 5 5.0
g/ LIV Wk &2 v 8 DA 4 °C 5 A A, I — e
VEGF(1 : 200) = IEFEIFE2 h, Tili30 min)5
I=Hi(1 2 8000) =R IRFEHF A 1 h, FFUENE30
minfR 2 ARG 1 P, W WY, R RN A
MELCIRFIGA, 2% 5000 5 H B 8RR
i3, WS % Ha-tublin. Biometral&I{8 2> {306}
ARV B EAT 52 F 43 M. FIVEGF/B-actin
FKRVEGFEAMAIN RKIA S, BALRHAEL
3G R

1.2.4 RT-PCR¥&MVEGF#mMRNAK-F: 41
TRIzol ¥ I 77 42 40 fil ARN A, MILERNA
WL FIGERE . 4825 pLisidhsk e Ak &, DA
1 pg M RNANBR, LAREHLS [ Random 9mers
h 519, FAIM-MLV I # 35% FRfFmRN AT 4% 5560
cDNA. (3 pLiifesg”#cDNA, HTaq DNA

A7 B A 5
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E R
BIT N E B Rk
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BarE Ak T
ES E T r i W N W Wes s VEGF
& 4 i, VEGF & e —— e (1o} |1}
M AL D ‘2*& il VEGFEE VEGF mRNA
WHREN. AL ) .
WET KRR A E (umol/L) (VEGF/a.~tublin) (VEGF/B-actin) B 2 EBEEREEN TIERTHepG2/BIRMVEGFEES
EEEEAT, A 0 2.85+0.37 0.81+0.07 TRIRINE.
ﬁ;#%érﬂﬂéﬂepm 1 2.12+0.23" 0.60 +0.05°
B IR B ¥ +013° +0.04°
VEGF A i # % 2 1.59+0.13 0.54 +0.04 Marker 0 1 2 5 10 (umol/L)
o, ZILEE R 5 0.82+0.11° 0.16+0.02°
Hp 40 B 3 2m L 10 0.33+£0.05° 0.06+0.01°
VEGF# mRNA#w VEGF
*}":é};ﬁxﬁ, _[‘].i" a b 70
2 WA B <008 F<0.0Tvs ORZE(0 pmol/L).
120 -
100 - — e i = P I B-actin
< 80F _
2 3 EHRRERAFRMHFTIERTHepG24BiRETVEGFEY
% 60 - MRNAZRIEIKIE.
E 40
FEHa 1 umol/LE TR AP Hep G241 /i 1
20 446 WS IVEGF R FI A W i T B4, 50 IR ALH
0 b2 S AT GE v 24 7 L (P<0.05); 2. 5+ 10 pmol/L
0 2 5 10

1
FEF5E (umol/L)

B 1 EERXHepG2MBIRiENEIRN.

OB TPCRI N, PCRX M ARFI2S L. LA
B-actinfE A W Z. BIMF4IUIR: VEGF: Eif5]
Y5'-GAGGGCAGAATCATCACGAAG-3', Fiff
51¥)5'-AGGGAACGCTCCAGGACTTAT-3', §”
B K 402 bp; B-actin: _EiF514)5'-CATCA
CTATCGGCAATGAGC-3', Fiif5|%5'-GACAG
CACTGTGTTGGCATA-3', 3" 8 7= #) K £ 156 bp.
SN FA R 94 CTAEYES minfg, VEGF: 94°C
A 145 s, 60°CIE k45 s, 72°CHEMH35 s; B-actin:
94°CAZVEL min, 57°Ci k45 s, 72°C LT min.
30/MIEIF 5 72 °C 4EFES min, PCRFZH)Z15 g/LEK
JEBE R IS FELUK, I AR R GEHEAT - 08 T AT,
M VEGF/B-actin/~n VEGFHE K I AH X 1A .
TSI FE R IR H ST =

Bt S8 EE A mean = SDFE R, fiff
FHSPSS12.0%k A1 14T 20 18] J5 225347

2 BR

2.1 £k F a8 R &M T HepG24m s A w9 h
1. 2. 5. 10 pmol/LZE 3 F A BE ) Hep G241 i
A ) 5% 410 pmol/L)FHELE:, 2 RIS
TR SL(E).

2.2 £k F RS THepG240 i A VEGF#Y

LW RN FHep G241 i N VEGF & 1 K&
AV B RE R W, &A1 ) B AR L,
ZE S G R L (P<0.01)(F 1, KE2); 1-10
pmol/L3E 6 2 AL BT He p G241 M Bt 446 hJm 1)
VEGF mRNAEX/KFHIE N, Feadhy
HARIE B —5, B— FRERY C
R, SHEA S RAMLL, ZRAgEE X
(P<0.01, K1, K3).

3 11e

JI IR 1) A2 ) 2 R T 2 TR 4 P PR A K
FHAEEBEMORBE IR . B4 A IS 22 P
Az IR T IE, AR I A R 5 DO, g o
B SRR A K RZE. FRORTEE R
SRR OCHE, &R VA YT MR S, VEGF) 259
AT NARP, 155 I8 = A28 A 1 (1 32 2
MR ¥, VEGF 0] 5 5 i OB AR s i 8 T 1,
s AR 78 43 1 FR 48, () EF BE H n Ask if
EIIEENE, BT R4S R B A e
BRSO NG IR R i, i 3 9 4
(R G R R AU i A4 VEGF IR R IA
B R I T8 1 184 B G 1 AR AR AR A
AHSCPES T 3V EGF A I W4k L 3
FUIR IR 1 —FF, 202 W1 40 g S 7005 0 1B
(0 E e baUC R, 0 VEGFIIE AT LU
Sk 9/ i A A SR 8 T S 4 A ML K
FEBUFAE .
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EHFIEL. X 5Bae er al™ I 4R —5. [
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Abstract

AIM: To observe the effects and mechanism of
L-arginine (L-Arg), the donor of nitric oxide
(NO), on spontaneous contraction of rat colon
smooth muscle in vitro.

METHODS: Effects of NO and influence of

www. wjgnet.com

L-NNA, ODQ, aminophylline, atropine and ace-
tylcholine on NO were recorded in terms of ten-
sion change in rat colon smooth muscle stripe in
vitro using tension transducer.

RESULTS: L-Arg inhibited spontaneous con-
traction of rat colon in a dose-dependent man-
ner at different concentrations ranging from 1 x
10® to 1 x 10° mol/L. The contraction amplitude
was decreased by 38.0% +4.2% and 55.7% + 4.4%
respectively when 1 x 107 and 1 x 10° mol/L
L-Arg were used. 1 x 10® mol/L L-Arg showed
no significant effect on spontaneous activities
of rat colon. Inhibitory effects of L-Arg on colon
muscle stripe were decreased in presence of
ODQ (1 x 10° mol/L) or in presence of acetyl-
choline(1 x 107 mol/L), but markedly elevated
in presence of aminophylline(1 x 10 mol/L) or
in presence of atropine (1 x 10° mol/L).

CONCLUSION: L-Arg inhibits the spontane-
ous activities of mouse colon smooth muscle by
the path of NO-sGC-cGMP and the pathway of
M-receptor involved in this effect too.

Key Words: Nitric oxide; M-receptor; Smooth mus-
cle; Spontaneous contraction; Colon

Peng SQ, Gong HP, Yu SB, Xiong ZB, Zhu L, Hu HZ.
Effect of nitric oxide on spontaneous contraction of rat
colon smooth muscle and its mechanism. Shijie Huaren
Xiaohua Zazhi 2008; 16(20): 2239-2243
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BJa, L-Arg(1X 107 mol/L)FiE i 77 79
H138.0% + 3. 2% £129.7% + 1.4%. 45K HER,
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Abstract

AIM: To explore the expression and clinic
significance of Beclinl and Nuclear factor-
kappa B (NF-«xB p65) protein in primary human
hepatocellular carcinoma (HCC).

METHODS: Fifty pathologically-confirmed HCC
samples, 30 post-hepatitis cirrhosis samples, 30
hepatitis tissue samples and 10 normal hepatic
tissue samples from January 2003 to December
2007 were collected. The expressions of Beclinl
and NF-kB p65 in liver tissues were detected us-
ing immunohistochemistry.

RESULTS: The expressions rates of Beclinl
protein in cancer tissues, cirrhosis tissues, hep-
atitis tissues, normal tissues were respectively
78.00%(39/50), 26.67%(8/30), 53.3%(16/30)
and 10.00%(1/10). The differences among the
four were statistically significant (y* = 28.31,

P < 0.05). The expressions of Beclinl protein
was significantly higher in HCC tissues than
in cirrhosis tissues, hepatitis tissues or normal
tissues (x* = 20.39, x> = 5.31, y* = 14.41, P < 0.05).
The expressions of Beclinl protein was mark-
edly higher in hepatitis tissues than in cirrhosis
tissues and normal tissues(x2 = 4.44, xz =412,
P < 0.05). The expressions rates of NF-xB p65
protein in HCC tissues, cirrhosis tissues, hepa-
titis tissues and normal hepatic tissues were
74.00%(37/50), 36.67%(11/30), 30.0%(9/30)
and 20.00%(2/10), respectively. The differences
among the four were statistically significant (y*
=22.00, P < 0.05). The expression of NF-xB p65
protein was markedly higher in HCC tissues
than in cirrhosis tissues, hepatitis tissues and
normal hepatic tissues(y” = 10.89, > = 14.85, y*
=8.44, P < 0.05).

CONCLUSION: Beclinl expression is positively
correlated with NF-kB p65 expression in HCC.
Aberrant expressions of Beclinl and NF-xB p65
are closely related with HCC development. They
may play important roles in HCC development.

Key Words: Beclinl; Nuclear factor-kappa B; Im-
munohistochemistry
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BH: 24 -k HBeclinl fo4% B F NF-
kB(nuclear factor-kappaB, NF-kB)/£ & & 1
AT 20 B M AT % (primary human hepatocellular
carcinoma, HCC) ¥ #4 & ik & H s K & L.

ik KRR H — AR E £2003-01/2007-12
F AR 2R FIEE HCCS0%), I X G
FFRRACF Atk K & H AR AR 300, BT & H AT
JIE 5 ) 28 47304 Fo EH AFLLL2104]. 5 R £
& AAAS-P ik A M AT 28 22 F Beclinl #2NF-xB
pO5%E G g Fk .
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FREK, . Beclin1AINF-«B p65EAFBIIRIAREIBREWY 2245
KA EFIFALR G Beclinl & G Rk Ak NI, IS ILIG R X mahAE
% 455 2.78.00%(39/50) . 26.67%(8/30)- i?éi?ﬁ%%i

53.33%(16/30). 10.00%(1/10), w9 % = ] &) £
FA %t FE Ly = 28.31, P<0.05), HBeclinl
R AT Ram A2 AR S T A
FFREACLA LR, IF K 2R 4R, B IF 4L o 6 Rk
(x> =20.39, 5.31, 14.41, P<0.05); feJF £ 2847
KA R & T AL, EFFALS T E
(g’ =444, " = 4.12, P<0.05). R E NI 28 je
PR AFARAL, AT K Fo B BT 2120 69NF-«B
p65%& & A& ik £ 5 552 74.00%(37/50)
36.67%(11/30)« 30.00%(9/30). 20.00%(2/10),
v E X A6 £ A % E (= 22.00,
P<0.05), ELNF-xB p6512 R Z AT 20 JL AT 95
LA R & T AT AL LR, AT K 4147,
B RFLALR F o A (y” = 10.89, x* = 14.85,
= 8.44, P<0.05).

#5182 Beclinl #2NF-kB p65£HCC ¥ 44 & i& %
%%, ZEAX; Beclinl #7oNF-xB p65-+ %
(KR B5HCCH AR Z ¥, FHCCH R &
FA PR T ZGER.

X8213: Beclinl; ¥ RF F«B; fEd Mt

REK, EHE, BvVh, BF 2, BeclintRINF-«xB p657EAT
FEPEVRA REIBRE Y. HRENBAAYE  2008; 16(20):
2244-2247
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AT 41 ffud& (hepatocellular carcinoma, HCC)&—
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FHXUG 1A Gt 25 AT PEAY, Beclinl & 1Al
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Beclin1FINF-«B p65 ZEAREFFLRLRDDHITRIAISP x 400). A: Beclin ZEFFREALA T IFIE; B: Beclinl ZEAF RALRTRIFEL;

C: NF—«B p657EFFEAZHZIFER; D: NF-«B p657EIE R,

& 1 BedlinlFINF-«B p658 B S ERFARPRAET

Beclin1

NF-«B p65

I -
FEIFALRN 10 9 1 10.00 8 2 20.00
12T 30 14 16 53.33 20 9 30.00
fixicdidl 30 22 8 26.67 19 11 36.67
HCC 50 11 39 78.00 13 37 74.00
7 2 BeclinlFINF-«B p653Rik 5 HF4RIR M AT EE IRARR = 3 50fIAT4RIRMEATRE 4B 4RBeclin1FINF-«B p65&H
BSHXR RIENER
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i NN Shdbdb 4 0 0 3 1
fem) Bt 50 13 14 18 5
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FRIE 36 8 28 11 25
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Fak, PHAEGN ML o A RRIBE . /N HUR B
TE3 A (B 1); NF-kB p65% [ BH PE 1A R 43 ) &
74.00%(37/50)« 36.67%(11/30). 30.00%(9/30).

20.00%(2/10), VU 2 [a) () 22 S5 A7 Geil 2 L (y
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21, FFRAL, IEH AL ERIE( = 10.89,
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JEAN E AR T . R 4R0E 75% 00 5198 . 50%
FLIRIE LA S 40% i 41 i h AE /EBEC N1 A )
B R RS AR R, L s v W s ) — LAY
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S 48 R AT S B eclinl £E R4 gk
JHg TP AR A B X, A B TR 2
PANEE R <V =

¥ K F"NF-kB(nuclear factor-kappaB, NF-
) B) AR 5% T IR AR 1) v ORR f D e B S i 8 A
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DL TN F =i B fif 0% 18 42 0k 22 S IR sV 3045 5
FBRESE TN S SOE R VAR CEE .
9993 B AH G I DRI Ji e i DR RN 098 6 K1 110 7 5%
FIk AE g AL S O, T 4n e oA
T, (R4 A, 5 T I R AR R R DA
KO AWFIE IR BRNF-k B p651E 5 &% 1 4
PRI 98 2 23 30k B S v TR A A 21,
M, IEFH AR RIS, 558, A2550
9. HBsAgHERITEHR, S BERKINE
K, FGE R . X REHCCh Rk HATHY
S, K A HCCIATT B LT I HE 2.

o HBeclinl 5 NF-kB p65[#) ¢ &I R,
Beclinl 5 NF-kB p657E JH-i A& J ik 74 v 5 B
SHIEAE@E = 0.794, P<0.05). HEM — % 7] fe
JEF 400 6 P 8 1D O A e e SR R R P T A
FH, AR AR VRS HLE] WA A8 AL AT REALHI
AR IUA T (1) 2440 i 52 2155 8 25 (4
fhy BM/FREE . TNFa. 45483, StEes
PRI, SR fRiB i M2 mE (M TP) T,
LRI AR, By c-cZIH TN 1. BRI, 40
JE B WK I B S A 2 R A, G R TR R
JBORE NS, (7] IR 4 = 4l AU i 52 0,
20 f ke B e R E . X 28 Ah U 5 A I
% T NF-«Bf5 5 2%, ff1f$Beclinl 5NF-«xB p65
kB M. (2)Beclinl 5 NF-xB p65# 3 1l fE
ST A RS0 Liang er a/if W Beclinlifi id 55
bel2ATHAEH, 7a18 £ PRI R4i41Sindbis
I B AR ML AL AR, HEBeclinlSbel-2%
WA T AE A K, R oAbel-23E R -G« BAL
1, 2 5NF-x BEUS 5 BT Mo g ol 7%, 4
SR T, A WA AR AL, D0 R A Bkt
B, BRI 52 0N B, HANRE RN B
PN BZ A K 1 SR 40 2%, i 9Re 4 i v i de
B M TIEIRBE. T A WS A R R K gy
TV T ARG 400 T 8% 12 A6 e 4 i 2 A7
BT AN ot I O A e R 1 B2 N O e o

www. wjgnet.com
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(class] P13K), {fiPIP#; IR 1k A PIP3, PIP345 &
T AKI/PKBFMib 1135 444> PDKI. #i] T mTOR
PR, (3 T . (S)3AAE AT IR AL 5 41
Mgk, ATREIZ 5 T MR, AL 20
1) 925 JEIE V.

184, W oR BWRE 5l 5 NF-«xB p65
T e O 2 R AT AR ey Y R [FI AR
Tk MR I R A R TR IEAE . AL Bk
BLUHI AN 28 IR A5 Beclinl, NF-xB p65 P &
Z IR 58 20 ) B I A R B I B A TT
R IETT T B AL B AR

4 SEXW

1 Liang XH, Kleeman LK, Jiang HH, Gordon G,
Goldman JE, Berry G, Herman B, Levine B.
Protection against fatal Sindbis virus encephalitis
by beclin, a novel Bcl-2-interacting protein. | Virol
1998; 72: 8586-8596

2 Aita VM, Liang XH, Murty VV, Pincus DL, Yu W,
Cayanis E, Kalachikov S, Gilliam TC, Levine B.
Cloning and genomic organization of beclin 1, a
candidate tumor suppressor gene on chromosome
17q21. Genomics 1999; 59: 59-65

3 Sen R, Baltimore D. Inducibility of kappa
immunoglobulin enhancer-binding protein Nf-
kappa B by a posttranslational mechanism. Cell
1986; 47: 921-928

4 SRHERE, UK B RAT-NF-BRIRTSELIR b R
Al s A TR 2007; 27: 110-114

5 Kihara A, Kabeya Y, Ohsumi Y, Yoshimori T. Beclin-
phosphatidylinositol 3-kinase complex functions at
the trans-Golgi network. EMBO Rep 2001; 2: 330-335

6 iEAEE, BRIETE. B S R, SRS 2006; 21:
482-485

7 XUBE ORE, TEE, B AT Rel/NFxBS
ZANT R EE. TR NIHRE 2004; 12: 145-148

8 Pikarsky E, Porat RM, Stein I, Abramovitch R, Amit
S, Kasem S, Gutkovich-Pyest E, Urieli-Shoval S,
Galun E, Ben-Neriah Y. NF-kappaB functions as
a tumour promoter in inflammation-associated
cancer. Nature 2004; 431: 461-466

9 WkERE, VNE. BERTF -« BRI EUE S OE R
QR AMPTIUE . s ESEANEE 2006; 23:
1862-1864

10 Fsoss, A58, PIVERSE. NF-«BESHRIARIE M Rk
EER AR AL 2007; 27:197-199

11 Djavaheri-Mergny M, Amelotti M, Mathieu J,
Besancon F, Bauvy C, Souquere S, Pierron G,
Codogno P. NF-kappaB activation represses tumor
necrosis factor-alpha-induced autophagy. | Biol
Chem 2006; 281: 30373-30382

WA R

AL NE4E, L
H— R85 A,
A b Ao S b



HREARMLRL®
wcjd@wijgnet.com

594

HFAL N EZLE 20085E75188; 16(20): 2248-2252
ISSN 1009-3079 CN 14-1260/R

& AT % CLINICAL RESEARCH

hPTTGIESEBEERRRIZEEIGKE X

SR, 5 R, FRAE FRX, B E, BEN], KILE, 5Kk, KL

[ L ks

40 R LAY
T WA E 2 —,
FREFTAK
EERFTE, 12
#LEERE S
LA K RHEEAS. H)
W B HRATH A
KB A e,
Bonr i R B K
J7, *F T Dukes A,
BHwy & LA
TR FRELM
B R A A TR
J& F) BT 64 4 F 4%
EFI LR
&L

W@ 5 #RA
IR, 3 #HIt,
ol K e =
E R il 4 A 3
P, 8l EAEE
i, EA KM
EH_FEXF
T & K AR B 1% 5
SFF

IR, FERE, B E, GEN, SKEFE, skBEE, BRWL, 5
FAAREBERABEBECAR, THEEEZFEFHRN T
Z BT M 510080

OR, FRAARERMNB P SMHBAF STRE T MNT
510080

EREN, THAAAREREFRRYS AL MNT
510080

SR, 2003FEPRI KSR FIESGE L, BIEEEIN, £
BMNBEAIDBOYIGARFIETHIAR.

& R SENSERNI S ETERBIYE, BB
KW, S, BRESRERERT IHARIEBREN, =R
£ RN, XOE, GQiSHI, K RSKEREIRIETEA, BB DM
BRENSZFHNTTN; AN EERRIE ST

BIRMEH: 2, 510080, [NHHLITK106S, [ REAR
ERRRREOBICARY, | IRBETEZARA.
wubinwengd@yahoo.com.cn

E313: 020-83827812-70511

RS EEE: 2008-04-24 {BOEHA: 2008-06-05

BZHE: 2008-06-12 L BhREER: 2008-07-18

Expression of human pituitary
tumor transforming gene 1

in colorectal cancer and its
clinical significance

Bin-Wen Wu, Dong Ma, You-Jia Li, Dong-Feng Li,
Gang Deng, Zhi-Gang Zheng, Kai-Jun Zhang,
Ying-Hua Zhang, Qing-Shan Geng

Bin-Wen Wu, You-Jia Li, Zhi-Gang Zheng, Gang Deng
, Kai-Jun Zhang, Ying-Hua Zhang, Qing-Shan Geng,
Department of Gastroenterology, East Section, Guangdong
Provincial People’s Hospital; Institute of Geriatrics, Guang-
zhou 510080, Guangdong Province, China

Dong Ma, Department of Medical Oncology, Guangdong
Provincial People’s Hospital, Guangzhou 510080, Guang-
dong Province, China

Dong-Feng Li, Medical Reseach Center, Guangdong Pro-
vincial People’s Hospital, Guangzhou 510080, Guangdong
Province, China,

Correspondence to: Dr. Bin-Wen Wu, Department of Gas-
troenterology, East Section, Guangdong Provincial People’
s Hospital; Institute of Geriatrics, Guangzhou 510080,
Guangdong Province, China. wubinwengd@yahoo.com.cn
Received: 2008-04-24 Revised: 2008-06-05

Accepted: 2008-06-12  Published online: 2008-07-18

Abstract

AIM: To investigated the expression of human
pituitary tumor transforming gene 1 (hPTTG1)
protein in colorectal cancerous tissues and to
analyze its relationship with clinicopathological
parameters so as to gain more experimental
evidence for hPTTG1’s clinical value in
colorectal cancer diagnosis and relapse.

METHODS: Sixty colorectal cancer samples and
their corresponding noncancerous tissues were
examined for hPTTG1 protein expression us-
ing immunohistochemical staining and Western
blotting analysis. Subsequently, we also studied
the relationship between seven clinicopathologi-
cal parameters and hPTTG1 protein expression.

RESULTS: Of 60 colorectal tissue samples, 50
samples of hPTTG1 protein expression were
positive (93.3%), but only 8 corresponding non-
cancerous tissues were positive and all weakly
positive (13.3%) (x* = 77.13, P < 0.001). There
was a significant correlation between hPTTG1
mRNA expression and serum CEA level, and
CEA = 5 mg/L was significantly higher than
CEA <5 mg/L (5° = 30.886, P < 0.001); hPTTG1
gene was expressed significantly higher in
Dukes C, D stages than in Dukes A, B stages
(¢’ = 9.87, P < 0.001), and significantly higher in
colorectal cancer with the lymph node invasion,
liver or other organs metastasis than no invasion
(x> = 9.87, P < 0.001). The hPTTG1 expression
was not correlated with age, sex, tumor size or
histologic types.

CONCLUSION: The hPTTG1 is overexpressed
in and closely correlated with the progress of
colorectal cancer, therefore hPTTG1 expression
may be helpful for the judgement of the progno-
sis for colorectal cancer patients.

Key Words: Colorectal cancer; Human pituitary-tu-
mour transforming gene 1; Immunohistochemistry
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Ik FEAGIT, X Dukes AL BHIEEI
N R T i e R RN TR A
I3 TR AT B A I R T S T AR B AL A
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g B aRIA. 455 BoR, 6019 45 H i
HL P56 BHTERIE, FIYER593.3%; 1Mk
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Abstract

Non-alcoholic fatty liver disease (NAFLD)
represents a clinicopathologic syndrome,
characterized mainly by macrovesicular
hepatic steatosis in the absence of significant
alcohol ingestion and excluding other liver
diseases. With the improvement of lifestyle,
living habit and dietary choices, obesity and
diabetes are becoming epidemic, subsequently
increasing the risk for developing NAFLD. But
the pathogenesis of NAFLD remains poorly
understood yet. Recent research indicate that
hepatocyte apoptosis and related factor such
as Fas/FasL system, tumor necrosis factor
(TNF) family, Bcl-2 family, Caspases, nuclear
factorkB (NF-kB), cytochrome C, and cathepsin
B are abnormally over-expressed in NAFLD.
Apoptosis is one of the most important
mechanisms leading to hepatocyte elimination,
liver injury, inflammation and fibrosis in
NAFLD. In this article, we reviewed the progress
in the role of hepatocyte apoptosis in NAFLD.
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1.1 #3217 (apoptosis) & 45 hy 4E 5 Py I35
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AL AR RS E SO
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Abstract

Inflammatory bowel disease (IBD), including
Crohn’s disease and ulcerative colitis, is a group
of non-specific chronic inflammatory condi-
tions of the gastrointestinal tract with unknown
complex etiology. Epidemiologic data indicate
genetic contribution to IBD pathogenesis, which
include familial aggregation, twin studies, racial
and ethnic differences in disease prevalence. The
most widely adopted approaches to identifying
susceptibility genes in IBD include linkage stud-
ies, genome-wide association (GWA) studies and
microarray. The first two technologies have con-
firmed NOD2, IL23R and other genes implicated
in IBD pathogenesis and advances in microarray
technology makes it possible to diagnose IBD at
gene expression level. This article reviewed IBD
related genes and introduced application of mi-
croarray to IBD research.

Key Words: Inflammatory bowel disease; Crohn’s
disease; Ulcerative colitis; Susceptibility; Microarray
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V%, EUGENIBD By AL R T 165 B fA A
22 R (16q12) )5, *TBD Sy AR P ¥ i 5
Y J5 A OB ok, B9 T Bl & OB A 5,
MIEB 3 HT(linkage studies). A3 2 4>
HT(genome-wide association, GWA) 2| FE K55 F
(microarray) iz, U4 — R5E H S, &
SO AE—2RiA.

1 EBDO

HE TR R0 5K R N LR R B A, B RE
SEFRIR A CTE D T YL (AR 10 MbZE A T Y,
L FL AR IR B0 S R BT SR T K RS
S, e Ay s BEAE TAE. BB AT KR E R
Joa R HUBZ SN SE DR ¥ o, AN e R IR B0 =
SUBEDR, 0T 52 22 B DR o 1) 5 % 9 03 AH DG 3k
DRURTE TS0 B A, T 5 9993 11 B I S IR
P O G WASE T B AR, R I 1% T BRI
CDFF 5y AL DX )2 A7 B D 1AL [R] B g ik A
JEMIBD3HNOD2. HLAJER, £ A5 {Et Fy
B P R4 KB AH I RN T REIF 9T, A SO0t I
PR3 DN — MR

1.1 CARDI15/NOD2 £7 J16'5 QA AIBD 14 5
) I A B 5 [ 48 57 I S 1 15(caspase recruitment
domain family, member 15, CARD15)/#Z% iR 45
A F W 2(nucleotide-binding oligomerization
domains, NOD2)J& P& 55— M K IR CD &) %
SEUUVH LR T 8 0 A 340 08 R A% I
T-B(NF-B)[FiG b "IN OD2 548, T 81112
NGB T H(Arg702Trp, Gly908Arg)Hil—ANA
It A N5 B B 1 5€ A8 (3020ins C) 25 -
ANCA Sty B P (002 IR 11 T 52 71 ) R 11 DX
AELeul007ProZ SE IR i, 24112t 14w, Al
HEAERERIEIB3ANEIER T ENF-«BiG 1)
BEAEG, ML SE RGN, AT 75 S A LA i 1E
20 PR S A 1R 4k R B 92 I NI 51 S C DY
SRNOD2IE K 5845 CUiIF ] 5 CDA K, HAEAA]
NFfe, JCH A R 5 i A DGR PEANTR]. 4l
BAPGYET B RN KA 2 CDE A Hh3Fp 32 21
SRAR A 1) Wk 2 8 v T s i AR CD R
Arg702TrpFGly908Arg 54847 %, 1M 5 Leul007fs
TERPH R AE ST 2 ABEF Leul007fs U] 4 3 2258
AR F R P01 R RN O D254
CDIY<%&. HETATCARDIS/NOD2IE R 45K, T

e S ILAECD AR AL E R A — o T i),
055 T At A0 e DR () A A P AR 028 52 31 DG,
Linderson et a/™"Wf 47 K HLCARD15/NOD25 % —
AN ) S R TNE- (56 2 2 Pk ) 7742 M
HAEH, IR — e R BRem N 5 A FIC D
FIZEI LR, Gazouli er /N JCARD15/NOD2
MITLRAEGCD 1422 [8] (A0 . AF H AT 55 InIB D,
JUILJE CD YRR f& 6 1. 754 G W50 T 753G
CARDI15/NOD2 5 HoAth X AH HAE FIHLI, Ak
S AR AR LA I B T e Rl 7, (048 B8 K 4
[ESEF L R IR

1.2 HLA JES 5 A R 38 3 DR T A8 E S T
6 Yo ARG (6p13)BEIB D3 [X ek ) 3= B 41 21
A7 E A 8 (major histocompatibility complex,
MHC) XA APt (human leucocyte
antigen, HLA)5UCKCD¥H %, HLAKL KN4
FiHLA-1 . HLA-II XHLA-II, HmELd
PE. AR R B THLA-BUi 46 Kbk fIEZ
[ BRI, IMHCIZEAHGIEFAMHC class 1
chain-related gene A, MICA)FIMHCIZEAH K FE A
B(MHC class I chain-related gene B, MICB), 5
IBDAEAE . MICARIMICBZ)y 15 H &k T
NK4i L. T4 F E g 40 2 ANKG2D
ghity, JLIRSOR PR M TE T, 40 B R
SR YL LB G N, PR TR AL RE DR ) RAR,
A 5552 AANK G2D 1 45 6 1 ] B2 MR S s R0
Wb AEXEE IR B AESEMIC A-AS TR
MICB-CA18 5 [EH ANUCH K.

HHLA- T JSIERMILL, HLA-TT IR S
IBDX R W A%Y). HLA-IL 8 T g sk E il
FEDRI S5, KT 0 M S A% 2 S B4 A ™ 2B HidA
YA EE/ERN. At 23~ HLA- 1T 2K3E R
X =A5IBDAH KA £, UCSDR2. DRI
K 5 DRALH] AN, CDSDR7. DQ4AH
K, ME5DR2. DR3TCHIEAHCHE, (HHLA-11 28
JNXDR. DPFIDQ 34N S5IBDAH KA 5, {E
HLA- T 285 [N S B, 1y A A7 e, WA
LR A, WA R IR FAH K Wi A5 1k — A BFI

HL A-TIT DX 335 2 5 i 98 S8 8 A - TN F - Tl
Rz KA, TNF-ot—Fh B A 2R AW
PE R 28 40 i DR~ A0 S A3 15 7). TNFAE A S
B XA 64N A% 1T IR 2 & PE(TNF-1031T/C,
-863C/A, -857C/T, -380G/A, -308G/A, -238G/A)
5 1B D A% by I Ak AR AN RN rp i A —.
Cucchiara et al®™E & KFIBD & # h &K I TNF-
308A 5 CDRXUCH AL, 15 TNF-C857T
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B S 5 R ARGy T, SR TL 1240 i PR SR 1
WO, IL238 T S1L124%8 F 52 4K 57 1147
FI2RPISL, AT — A H SR I 52 A S A7 /)
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Hampe et al"™ W58 KB, 7 T ATG16L1 K [ANA
HtWDH H 45 Alal 97 Thra LR £ AL
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Abstract

As one of important defensive factors, trefoil
factor 3 (TFF3) has considerable relation to the
lesion, recovery, proliferation and malignancy
of gastrointestinal mucosa. Furthermore, the
correlation between TFF3 and tumor, including
its pathogenesis, progress and prognosis, has
been reported remarkably. However, the binding
proteins of TFF3 remains to be confirmed and
the research of TFF3 on the mechanism of action
and signal transduction pathway is just initial.
This article reviewed the progress in TFF3
research.
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NG PSR S keSS A 1 R i N e
2k, SRR = ik(trefoil peptide). 7EMTFLBN
WABATT AR ORT B I 40 2 i
RRAE BT WITHRMET-%ET6e. B
LR FL SR A AR = SR AT 3 A, RIS
FHZ Ik (the breast cancer-associated pS2 peptide,
pS2/TFF1). fift4% % Jik(spasmolytic polypeptide,
SP/TFF2)A1Hi% = M- [XF(intestinal trefoil factor,
ITF/TFF3). H:ATFF3-1-19914F 1 Suemori ef a/ 1§
UAER R I BN, =R SRR 2 5
AR P A, JEH H138-39 MR AL
J8, T8I 64 i FE LR ST R 2 Db 2 R R AL 28 i 3 A
3§ A IR A BRI A AN IR AL 4 B
TR = IR E5 44, =ik i s iy 44

1 DFEMRRIEEN

TFF3 T SO R IE R AL %, & 11-P&h f i,
SRS M1 2% WA TFF 347 7E B SR AA K — SR AR Rl
2. RS TR 6692 kDa, —JEAKS: 1 it
oM 13 146.8 kDa, AP BAA L H2/MCyss8
T JI) 1 1) i B e i . TRF3 3 28/

[ L s

TFF34E 4 § W 45
B —ANETEH
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ik, TFF3 &k 89
#A¥ . TFF3 %5
w flE 5§ R
TFF3 5 M % % %
A7 & 3T TFF3 8%
B9 A — 4%

.

R PR(EEAEZE N E D21 2 [8])rl WL TFF3%%
R IL, HARRE T IR AT WTFF3 4 k™,
BEAh, WER R TER3ZE AR . ME IR, JH
BRON A RS BEET. - iR
EU SR R RN AU A
ML A K TRIE, MBS, TFF3
(RIS R AE T W g,

2 &1BIRE

2.1 BRI AN G SRR EAS S B
AR SE (1) I8 IS 525 W o0 s R BURE IS 2, /b '
7B CEIEER== /W IR INIE S SOE - i)
s, WFFERALE N FHTFR3 G, ] B S84 n S
TE R T R o s B IR I LR N, 4y
Npo M NKMEZ IR N =T,
B ] Wl AR AR R 29 WOk B 20N
BRI, Kjellev ef al A\KIIDSS(T 1 —
V- ERRHR ) 51 A 1) /N B 2 1 98 TR F3 I &5 8
RN L 9 R AR, TRF3ER 1A W 14 5 Ak,
W ANEVETFF3 A5 -Gk I KR,
RING W 2 SBALTFF345 & W B34 2, FFaeims
RIEMIFEE, P HTFF3X) 145 17 6 5 1) o 2 vk
HA W EER/ERY. (ATFF3R AR N H I
TRIE I, RS R, TFF3 & &2 T
B 1)

— ik 5H AL e E R S
TPz g AT fig 5 3R B AR KB (epidermal
growth factor, EGF) %1k 4= K] *(transforming
growth factor, TGF) W} [A/EH Z 5 Hidh 412
B A R, Rk 52 458 2 [ 56 4 1
A 1) 4537 &6 IR R R, 78 55 T AL 2R B 4 &
B SR, (R IFFARAT 40 i 5> 2L, TFF3 e 41 fit
IEAEMIVE FIBLEI ] BEREGFAN[H], J@ I TEC-18
1 M 5 405 ST AESEG, RN TFF3 )5 41 i 4
JORIEAE, 40 M 18] B AR /N, TMEGF 5 1) 4i i
A JU) 52 9 250K, At i A a2 ) TR] B AR R, A
W — LA AT R A L2 R, TFF3%EGF
BT RERE A AS R AT, sk b R B )
A TR T R S AR, 0 5d i
BN SRR s 5 I i O ST B 7N e 1
AR SZEL; seAh, TFF38 0] L bk 40 i
Hitightening claudin-1[1{ &, T iiltightening
claudin-2f¥) & &, H9& 240 APy BRAC
L s ERIE RIS S B 1R S
LW, TFF3 0] AeiE 4 inVangl1 JE K 1 Rk,

H, AL, MIEC-1841 bk bk T Vangl1 A )5,
40 06 TFF3 AT A S A B S5t T B, 3K 13 A
Vangl 1 45 [ 7] GE 2 TFF3 [0 B 1 2 P,

2.2 MfaARA . oAl FEIEC-1841 ko=
FEP AN INTFF3, REEHEIE C-1840 i 1 R 4 AL i
2097 A, BRI A B R A e i, H
ARSI - 255 S 1 BELBT 7N S -398 B 1% BH W7 ax i
YR, mtHES, TFF3 ] B8R (e Bk A A AL -2
B, AR AR TR 2R -2 28 1, SRR HE 4 R
e

TFF3 0] {2 1 6 51 40 e G B 5% 266 5+ 4
fi SCE B L, XFMER, 52
TR BGF-RAZ A& AR A S I,

HT29 40 i 5 Hh A7 75 45 b I 08 1k L A
(APCOMH G RIS, {H gk 155 1) L B2 4
MRS & -85 5 H 2 &%), Efstathiou ef a//x ],
rTFF3 0] 5 | REHT2940 M85 46 55 11 1 1, 4655 41 i
LU, ai i RS 2 M RGP AE A, R
APC KB Fi -5 8 R0, AP C I 4H i
R 4N A% Hp O A g
2.3 A2 R KR ENRE E =55
) 41 A 7 AR e Al B B & T FF3.
Derbyshire et alfft 5% &k M, TFF3FIREBOIFANGELR
HEARE = AP TORE U 3R, (RN RER EFos R
FUT B A, T osER TR M= P4 ooHh &
BURFEAE S A, XU TFF3 A vl BE1E N
T AR 3 UL EE R T R A Th e L
Hp Ot B AR M. Ak, AR SHROE R TFF3TE
N/ UG R Bk A, n] B A — e BT EAE
WD HRTFR3AE M RGN T g —Fh iy
15 45 IR 3 S ™.
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3.1 TFF3& Kumsm % P ey ik B, 4hE
I 9 hE ] P EATFF3RIA/K V4 5. Taupin er a/
o ) A B R R S A RE AR AR 4k SR FH U
G BEM 5T a8 B3I B s 20 Ak 7 VA K B
B AT TR & i, K4 diN S R TFF3
FIL/KCT- RT3 =, 140 diF, TFF3[ERIAK
SO T A, R, AR AR AR St ET
TFF3RIAAKF3G s LA G, LS Jhik 2
A A A R0 R S R A S B AR A, AT
A LTFF3RIEACT- 38 i B0 8 ik i & i
G, B EBATE. AN RAER R AT
MBI TFE3FR L AT =, s, 299t %
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I, VI I TRF3 R IA KT BRI, &R IARIA
KPS, BEITFR3X KRR e = —
¥4 FH

WFFCR I, B4k 1 JE A 2% BB 3 TR /NI A o
BIAFAETFF3 R B, X P TFF3RIA B R AE
PR 3597 R AR LA R vT i o AT T A
3.2 TFF342 3% o % P 64 ik 18 PES 7 T X
SATFAE — ANREAT TR 254, RIS 3 AH DG 41 i
& % (ulcer-associated cell lineage, UACL). ¥4k
et Bz k45 & J Crohn i I 3] Hi B
UACL. UACLE Rl IRFESS by, BV T IR B
BEHELER 0T AN B RE. UACLIRAA AT DU b 7 24
WA, 5T BB RN, DEEsme
2. UACLRIERRARKKN . HAERKETF
oY RSN =0 K (PS2. hSPHITFF3)
DL —EEFH I ZE & [1(MUCSAC. MUCS6), H
i, TFF3RIMUC2L R #1552, TFF37E I (ki 1g
POz AR 2 WA IR T, AR M B AT
IR, TFF33IA N [%. Longman ef a/ \id it
WG S W v g5 W R B P TFF3, RILHLER
BN, $EORTFF3ARIE R B nT A8 45 1 3
BT/ E S

4 TFF3ZRIXBVAT

4.1 TFF3&iA o9 £ 2AF TFF3MRIEZ K E
i, FAEP A ARG ) LA AR 5 AN Mashimo
et al RILTFF34E BAE /N UK B Wi A7 £ Rk,
I3 44 B A 38/ B B i 1 JE 15 5Y. Otto
et al%fJifi )L TFF3HIRIA AT T 8h AWM EE, KN
TFF3 TR 13 R UR 4 B 3RiL, 15, 16 difR
KA IR, 17 GETFE3MR R &L T/
Fe At B ghAh, TR R R YRS 20 K5
TFF3 4 R IA B B3 &, i 72 iR FLH RS A
XA

4.2 TFE3R AW mERAF (1)L T2 i
Matsuda ez a/¥ill T /8 4Ly [ TS F B ATCC
43504ffAGS. MKN45HIKATOIII4N g h =
D7 e o B (AR A, 4 R, = Fp =R
TG R 53 WA SRR B 1 v, X AR T W BT AT
A B TFR3ZRIA MR £ 2 —P7 ) fiE
P IRG A A UR G R G R AR TFF3
Tk AT =, 3) MW EE: Walker er al%H
PG E HEPCRATIN AT, 19 017-BHE — e m] il 5
TFF33IA &y, 10— A AU O — B4 7)) s
B BH X MR 5 4E H, s EREE nT RE & TFF3
(R T2 — P (4)Ks . B i s I
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TR BN RN S - R K R A AN 2 2 W3 T
T JAEY RES L TFF3 A B . (5) R
£E R FICDX2: Shimada e a//K I, 7ECDX2
RIS COS-THAGSY i &, TEF3 (%
KOV R s HE D KT R AR ) oy
TR, fE NTFF3ILRE 81, 24742
PL EICD X245 447 i W i 1) A G Sl i % 4
CDX2EIEH A, n] FETFF3HHRIE™. (6)DNA
SEAEAA: RIDNAL G AR/
I, HTFF3MRIA B &, JHDNALZ G H
AR RES AT TFF3 R & U)X, (1) A
#: 1L-4. IL-137] Gl ik STAT6E AL HE AR
A TEF3 A A ™, TTL-1BE I NF-kappaB
1t 1L-6iid C/EBPRIZ IR IR TFE3 &
JEEL(8) = I IR 5 B 7 2 Tt m R L
FURI, AETFE3SEA BRI /N B Y, L4
Ui S Uife 2 3] T Atk s, ok, =i
TR IGEHAB R R WITFFL . TFF2 % 5kt i) 5 1%
M, T AETFF2 6 bR/ LS b, TR 3Ri%
ST, I = IR SO HR (R B
A AT BEAE A AT PR 255 M LAt = BR T 1
K. (9 P AR dE R R PR 16, 16-
- HAEPGE2MIL-1B AT HETFF3 (1) 45k, Hh 2
PRI FFREUBRG e R 3 1 (i R A 28 ) A
‘ﬁ[‘tsl.

5 TFR S MRESHS

5.1 STAT#& 4 TFF37E45 i i/ LI, A7
A eI JE S T IR RS TAT3 Kk AT, W
AR, TFF3MVEGFHHEMLHESTAT3-afl
STAT3-BIBERR AL, AR, il RNATHLM
J7E WIS TAT3 K 1L, Y fE /D TFF3 X VEGF
T4 T AE, FAREA /AR B 5 FHCTS/
ST 2E KH ™, Tebbutt es a/k Bk bk
STAT1/3FIIL-64"F Mgp13015 55 Fi&E M/
B, &5 1l G M AR B 5 A BR T FF3 L AT ) /)N
B ILAHL, $27RTFF35STAT1/3. gpl30f5 5
S RraEE DI RY.

5.2 EGF&Aki& iz 1 NFIFIRE 40 fu ok A0 TT,
IIANFEAINZETFF3, BB HEFO X J1BH 41 A
B-THUE B (1 T B AN M )3 5, FLIk P e e A FH g
BEE GFHRF S 52 4 BHLs 77 e BELIBT, S0 PHTFF3 6
LB R A, HAEME PPN b5z 2F B 40
AL, T IE R AE FH o] REH 40 il I EGF 2 44 (5 5
SRSz HIPY, Rodrigues et a/tff 57 KB, TFF3
BARFITFFL. TFR2[AJE T =R TXKik, HAh

mi:A2E

B A *F T TFF3 &
MR EERRT
¢ 5, TFF3 &£
R A4S 69 B 5 AR
&Y. TFF3 5
MBI R A K
E. WEH—E
wyk F, e Tk
Jy Fi 9 M ) B TR
B EW—ME
BIGAF, B TAEA
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FEL

2 K E GF 32 AR B N E G F I 2 R i 52 44 BHL
Wr771-Z D 18393 1] BT TFF215 -5 1 41 i 12 28 %%
JS, {HHIXF TFF3 5 5 110 40 M 1= 28 2550 G A 2,

5.3 PI3-Ki& /2 W90 KN, fEHT-29. CL.16EA!
M T X 40 M, 4 A ) 5 38 5 R0 g 90 & B
B, TFF3 mRNAZRIEIE N 1 306%, 40/ N TFF3
SRR T 106%, SKAHLY294002(— s 550k
PI3-K 4 il BH Wr 1) 34T FELIBT, R ILTFF3FIMUC2
(125 W R %, b — i SR D A B H T-29
MICL.16E4H i - STAT6/F 41, X TFF3fIRIAF
IR, S, TEF3R AT vl figil
PI3-Ki& 42, 1fij-ESTAT6i4: 421,

5.4 Ras/MEK/ERKi& 42 i Wik &, B Z TFF3[1
INRE B R E A28, TFFL. TFR2[RIA
PR T B, IR AR N I R SR TR A e
L M FEAN SR LA DR 7 1 A B, T O L R Y
AJHE SR I BERE 2 WA BEAC X5 T 1K L R
S5 N 5 DR ) I A 0 1 X A A T ). 3k
—ARFURIL, =M DR RS T 0 s R S A
JH#5#Ras/MEK/MAPK A 5 55 S 4% (1) 3% Y.

5.5 NF-kappaBi& /2 TFF3AE{EHFIEC-1840 i
NF-kappaB p50/p65 i — FAKRMTE M, HAgsy
SEIEC- 1841 M (M HTIH 1268 /1, LAk, NF-kappaB
BELIRT 71 fE 8 2 BRI T F R34 S (W TE C- 1841 it () it
FTZRE ), It HENTEF3 A8 0% 1 58 IEC-18 4T
JHT-RES], MIXFhRE ) 1) BE 2 il I NF-kappaBi&
PRSI,

5.6 PLC/PKC. RhoA. COX-2. TXA2-R#&#
AWFURIN, TFF3EUE 40 M (2 22 F % 1)1
A geilidsrc. Rho-AfGS#HSREN S, I
Ab, AT AR P3RS . BENGREC. &
PO C R E 1 87 32 B0 3R I TOR A AH SG IR 410Kk
AT A 1A P2 4N AR 28 A0 B T 6. Rodriques
et al{EWFF R IN, Rho/N 5 = B i 401 151
F(C3 ML AIE), W NEBECHIHIFI(U-73122), R4
A B (SC-560. NS-398)FIM#4 EKA2%
X HISQ-2951E 18 5 4 FHIBT TFF3, pS2Hlisrc
% S HIMDCKts.sre TP Cmsrc 4l i 12 2B 4E ],
L9 (42 28 F FH e i i 4 38 A2 52 (RSB
U-4661915 %, AEM M RA2ZIAE SH T
W TSR S RARMGE A TR, Ak,
MY A Yesre )T, AN IREFRIE P COX-22 (11
PGH2/TX A2 TXB2AE B9 0, #oii$27s,
TFF3A[fgilifCOX-2. TXA2-R. PLC/PKCi&
P ik A d= 2557,

Kirikoshi er a//Z IR, 15 159 41 J B e 4123,
=R IA B R W] W, TFFI{EOKA-
JIMA. TMKI1. MKN45, KATO-II141 g +h %
ik, TEF2EKATO-II4H i ik, M TFF37E
MKN45, KATO-II40 i ik, 7650 S
ZUbrA, 58.3% bR ARTFF1KIA T B, 83.3%
IR ARTFF2EKIE T 1%, 16.7% AR ATFF3RIA
N EE, M41.7% 00k A TFF3 8584 55", Leung
et al )RIL, TFF31E25% M=o 20 ZUF124% (19 55
M e kAT 21, 75 B AP TFR3MER
KR AW T, R E] T 62%5, Xt
B = R R IR AR T e S B R AR
FEYIRR. AL, TRR3M& R A
T ARk, Gl e U AE I T R IAE 4 B
A R A . TG IR R . AR e s U
WRIRIR T, TFF3ZRIA P& John er alfff 57 4%
el SRR R I, 745 W e v A Y, TFF3
FIE U BEAR, 7 MR v 2R R I R R S
AR, T 7 R0 FH AR T, TRF3 5 etk
AU Uchino et al &I, 17 ANFKIETFF3 [ LoVo
IS W837 4 fizp s 4 i i i ik N R TFF34U44
Ji, AU A B R B, SRR TFF3 4 Al RE
48 B 0 A= K2, A, 7R gk AR A
JHF 0 R JER /N0 B s 35 R LT FF3 v 5
Kik.

TFF3 0] L% SHT2940 B (1 B- 3% 45 & (B-
catenin)fEGFAZ 1A 1 IS Z IR IR A, T3040 i
DRSS (R RO, 40 R IR] 2R 25 Rt 34 KA 1 iz 4 it
FA G, T IH T29 45 s 40 M (1032 4% 5,
FHTFF3 54T A Y, Chan er alif5i Kk
I, 6 B U P TRR3 LB R 1L, JF L ifRat-2
MMup-EHZE . MMP-9[FImRNARIA, FIHE-H
K% S A TIMP- 11580k, AT gt Bk R &
T 25 0 B0 40 i 1) B B AR 28 5 AR AT 5T
HRIETFF3Re 1 9 40 200 e s 8597 4
T e P S0 1T B HR BT S I, X R AE TFF3 0]
RS PUALIT 2 (0 1 PO T 3k 2% 6 6 R FE i
S0 RO N SIS ok A B ) 35 T A )
FOREMI G RN, =R 5% T e 2 —Fh
I A B BRT T ELABATT A 3 P R I A
VERIAA AT Be -5 I P R AR R A AR KA
Totf 4,

TFF331A 5 45 [ ied 153 45 55, Dukes A
W W P TFF3 KI5 B 2 5 FDukesB. C.
D, C&UESETFF3 0 B 33K n] i 25 i 9 4
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HIELo VoIS W83 77E M4 (¥4 K ?. Yamachika
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Abstract

Murine double minute-2 (mdm?2), one of
downstream genes of P53, forms a negative
feedback loop with P53 to maintain P53 at a low
level under normal circumstances. On one hand,
P53 activates transcription of mdm2. On the other
hand, MDM2 suppresses activity of P53. The
negative feedback, which plays an important
role in tumor development, is regulated by a
variety of factors. At present, Helicobacter pylori
(H pylori) is considered as a key gastrointestinal
disease pathogenic factor. Its pathogenic or
carcinogenic mechanism has become a hot
research issue in recent years, and there have
been substantial research on the role of p53 gene
networks in H pylori pathogenic process. And
the P53-MDM2 negative feedback may play an
important role in this process.

Key Words: P53-MDM2 negative feedback; Helico-
bacter pylori; Pathogenic mechanism
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Abstract

AIM: To establish an animal model of
cholesterol stone and to explore the effects of
cholecystokinin (CCK) on gallbladder muscle
stripes of guinea pigs with cholesterol stone in
vitro as well as to investigate the role of biliary
kinetics in cholesterol stone formation.

METHODS: The animal model of cholesterol
stone was established by feeding guinea pig
with stone-leading forage. The guinea pigs were
assigned to four groups: group A (the normal
guinea pigs), group B (stone-leading forage for
4 wk), group C (stone-leading forage for 8 wk),
and group D (the normal guinea pigs with in-
jury of interstitial cell of cajal (ICC). Effects of
10”, 10® and 107 mol/L cholecystokinin (CCK)
on gallbladder muscle stripes of guinea pigs in
vitro among the four groups were recorded and
analyzed.

RESULTS: No cholesterol stone was observed
in group A, and a total of 13 cases of cholesterol
stone were observed in group B and C. The am-
plitude of contraction showed a dose-indepen-
dent relationship with CCK-8 in groups A, B and
C. Compared with group A, there was statistical-
ly significant diffference in group B and group C
(P <0.05). The contraction of smooth muscle was
nearly abolished when interstitial cells of Cajal
were destroyed using methylene blue incubation
and intensive illumination. Although CCK was
administered, there was no significant difference
in the amplitude of the contraction of smooth
muscle strip in group D (10” mol/L: 0.461 + 0.071
s 1.461 £ 0.252; 10° mol/L: 0.608 + 0.118 vs 2.484
+0.283; 107 mol/L: 0.641 + 0.129 vs 3.312 + 0.311,
all P <0.01).

CONCLUSION: Muscular tension is significant-
ly inhibited following injury of interstitial cells
of Cajal. The damage of interstitial cells of Cajal
may be an important factor related to choleli-
thiasis.

Key Words: Cholesterol calculus; Cholecystokinin;
Interstitial cell of cajal

Xiao Y, Yu BP, Wu ZX, Yu Z. Effects of cholecystokinin on
gallbladder muscle stripes of guinea pigs with cholesterol
gallstone in vitro. Shijie Huaren Xiaohua Zazhi 2008;
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76 W3- R B AR L5 M 45 64 % v, S S0 A2 iE
B FE AN B BELE BTG P a9 1E A

ik "RIANEB AR M R R B B4 B AR
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& i (interstitial cell of cajal, ICC)/5 & 4k Az &
WU (DL 89 % v,

www.wjgnet.com



B, % BRNERNBEES OB EBNEE S0

2281

ZR AMAL BER A, BHARCHLA 136 4
LR A AL, BABRCHMACCKE K%k
1@ 3438 m, 2R ZARMME; B. CHLKRME A
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FI8 wk 81(8/10), 451 it % 5 3% i 1% B4
(P<0.01, #1).

WA A 5

feid & % 3h 1R,
35, Rt i A Re
Bk E B R L
AIRAEE fad b
ICCR A LW, =
HZ R MK R

EREIL.

Wi £ B8

MR, e B B4
LR G ML
AR P %+
B IRICCH F
kb BL3E 52 AT



2282 ISSN 1009-3079 CN 14-1260/R WRILNEIZYE  2008FE78H18H 1635 252058
.’3‘]% ﬁ. E 4.0  —— BATEEM wk
e B B AR L 3.5 - —a SIS w
é;%’ "iii}i;fé: C 2.5 —— Kiccdl n [l
— VIR 1=
Z;@ ; éﬁm 5 20 148 EEBRIEEA 20 0 1
BL5r I8 BEERA wk(BE) 10 0 5
L0 BATTRIS wk(CLED) 0 1 8
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Log[CCK]mol/L

1 BIRECCKM KRR B A IBEANFRINGBEIFZNG. ‘P<0.05,
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2.2 R B AR LA A -3k E CCK-8 89 BB
IEHAAL). Bon e R4 wk(BA) & SA
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- BEC CK-8 5 HR IR I W 39 n. 1E 5 24 (A)
N JECCK-8 5 29 44 IH 22 JUL 2% e 4 = 43 1)
Bn1.4614£0.252 g, 2.484+0.283 g. 3.312+
0.311 g; BALA I H111.2924+0.239 g, 1.685+
0.272 g+ 2.08140.288 g; CZH43 4 n1.071+
0.208 g. 1.263+0.238 g. 1.782+0.263 g. B. C
PR AL AR LG, BONA A 25 1 22 57 (P<0.05,
%2, El).
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TR C CK-8 i 25 ¢ JIH T L 4% WA 4 41 s 184 i A
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0.641+0.129 g, [FIE AL (AL AT 22 1k %=
F(P<0.01, 322, KE1).
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TRFEECA RN wk, 2B I ] BER 2 A i I
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TAT LI W, A5 2 A 221 1 JLVL S 0]
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JULEK 7 FIRFC CK I S MR B BEAIC, IH 3P L
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HARZEEM. BRI TS I ) ik
WO, NH B A7 ALy 3 15 Jpt vl A7 1 4
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107 3.312+0.311 2.081 +0.288" 1.782 +0.263" 0.641+0.129°

°P<0.05, °P<0.01 vs AZ.
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Abstract

AIM: To study relationship between depressed
DcR3 gene expression and changes of malignant
phenotype on SW480 colonic carcinima cells line.

METHODS: Using RNAi method, we construct-
ed a small interfering double-strand DcR3-RNA,
then cloned it into vector "pSilencer 2.1 Hygro",
and finally transfected the vector into SW480
colonic cancer cells expressing a high level of
DcR3. The small double-strand RNA was recog-
nized and the DcR3 mRNA was reduced. The
DcR3 low-expression cancer cells were screened
and their growth and apoptosis were measured.

RESULTS: In comparison with that in the con-
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trol group, the expression of DcR3 mRNA was
down-regulated remarkably in the cells trans-
fected with DcR3-RNAi (F1R1). Group compari-
son results showed that the quantity of SW480
cells was markedly decreased in the DcR3-RNAi
(F1R1)-transfected group than that in the DcR3
group or control group (P < 0.001). The expres-
sion levels of Caspase3 and PARP product were
increased in the DcR3-RNAi-transfected group
as compared with those in the control group.

CONCLUSION: DcR3-RNAi down-regulates
the expression of DcR3 mRNA in SW480 colonic
carcinoma cells, which leads to inhibition of cell
growth and enhancement of cell apoptosis.
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Abstract

AIM: To evaluate the efficacy and investigate
the anti-inflammatory mechanism of
Oxymatrine (OMT) injection for the treatment of
experimental colitis in rats.

METHODS: Forty male rats were randomly as-
signed to the following groups (n = 10): normal
control, model group, mesalazine group, and
OMT treatment group. Acute colitis was in-
duced using TNBS in each group except the nor-
mal control. The rats in model group received
normal saline in an equal volume as OMT treat-

www. wjgnet.com

ment for 15 days. The rats in Mesalazine group
were lavaged by Mesalazine for 15 days, and the
rats in OMT treatment were intramuscularly in-
jected with OMT for 15 days. The rats in normal
control drank water and feed food normally.
Diarrhea and bloody stool as well as colonic his-
tology were noted. The levels of IL-2 and IL-10
were determined by ELISA, and nuclear factor
(NF)-xB p65 activity was detected using immu-
nohistochemistry method.

RESULTS: The inflammatory symptoms (diar-
rhea, bloody purulent stool) and histological
damages of colonic mucosa in OMT treatment
group were significantly alleviated. Compared
with experimental colitis, the level of IL-2 was
significantly decreased (102.93 + 21.10 ng/L vs
231.48 + 40.78 ng/L, P < 0.05), the level of IL-10
was significantly increased (50.13 + 1.40 ng/L vs
18.64 £ 0.65 ng/L, P < 0.05) and the expression
of NF-xB p65 was significantly reduced (16.02%
+7.27% vs 43.05% +13.80%, P < 0.01). Compared
with the normal control, there was elevated ex-
pression of NF-kB p65 and IL-2 (16.02% + 7.27%
vs 9.57% + 4.31%, 102.93 + 21.10 ng/L vs 30.44
+12.03 ng/L, both P < 0.01), and decreased ex-
pression of IL-10 (50.13 + 1.40 ng/L vs 58.92 + 3.70
ng/L, P < 0.01) in colonic mucosa of experimen-
tal colitis rats. And the expression of NF-kB p65,
IL-2 and IL-10 in the OMT treatment group was
similar (no statistically significant difference) to
Mesalazine treatment group.

CONCLUSION: Oxymatrine injection is effective
for experimental colitis in rats. Inhibiting the ex-
pression of NF-kB p65, IL-2 and promoting the
expression of IL-10 may be the anti-inflammato-
ry mechanism of Oxymatrine Injection.

Key Words: Colitis; Oxymatrine injection; Cy-
tokines; Nuclear factor-xB p65
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Abstract

AIM: To investigate the relationship between
survivin expression and the chemoradiotherapy
(CRT) response in esophageal squamous cell
carcinoma (ESCC).

METHODS: The expression of survivin in 112

www. wjgnet.com

cases of ESCC tissues were detected using im-
munohistochemistry (IHC). Relation between
survivin expression (including nucleus and cy-
toplasm expression) and short-term response as
well as its relationship with downstage rate of
CRT were analyzed retrospectively.

RESULTS: Survivin expression was noted in
ESCC cytoplasm and nucleus with 65.2% and
67.8% expression rates respectively. Survivin
expressed in cytoplasm was not correlated to
short-term response, but the response of patients
with nuclear survivin expression was signifi-
cantly lower than that with nuclear negative
expression (46.1% vs 80.6%, P = 0.026). In neoad-
juvant CRT group, downstage rates of patients
with positive and negative nuclear survivin
were 7/17 and 4/4 respectively.

CONCLUSION: Assessment of nuclear survivin
could provide additional information to identify
ESCC patients with poor chances of response
to CRT and candidates for more individualized
treatment.

Key Words: Esophageal neoplasm; Survivin; Chem-
oradiotherapy; Prognosis
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Abstract

AIM: To compare short-term effects of treatments
of cisplatin (IP) either in combination with
irinotecan or with 5-fluorouracil (DF) as well
as its adverse effects in advanced esophageal
cancer patients.

METHODS: Fifty-nine esophageal cancer pa-
tients were allotted from July 2006 to November
2007 either to treatment group (IP group) or
control group (DF group). In IP group (n = 27),
patients received cisplatin plus Irinotecan treat-
ment while the control group (n = 32) received
5-fluorouracil (DF) plus cisplatin treatment.
Treatment was recycled every 21 days. Chemo-
therapy response was evaluated after 2 cycles
according to RECIST standard and adverse ef-
fects were evaluated by WHO standard.

RESULTS: The differences in response rate
(44.4% vs 28.1%, P < 0.05) and control rate (81.5%

vs5 53.1%, P < 0.05) between the IP group and
the DF group were statistically significant. The
most common adverse effects included nausea
and vomiting (88.8% wvs 90.6%, P > 0.05) without
statistically significant difference detected; the
second most was myelosuppression with statis-
tically significant difference detected (77.7% vs
46.8%, P < 0.05) and the third most was diarrhea
(33.3% vs 9.4%, P < 0.05) with statistically signifi-
cant difference detected.

CONCLUSION: For advanced esophageal cancer
patients, IP treatment achieves better therapeu-
tic effects than DF treatment. It is effective and
its toxicity is tolerable, which should be recom-
mended for wide application.

Key Words: Irinotecan; Advanced esophageal can-
cer; Adverse effects
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S DLSKAE S48 I B 7 % IR A5 LA (TP J7 &
TRTT WS B, AR e RO R S ). A ST
EFEL F2006-07/2007-11 359451 i 3] £ 55 i H
TR TR, o271 N HIPTT S A4kd7, LR Z
77 555 A 39132490 )3 FH IR A1 156 25 PR W g (D F) 7
SN0 R AE T ORI S TR] [ 22

1 RRSE

1.1 A 59151 i 35 34 26 93 B 2 ol 4 2 A6 2
BN, N2 RS, AT
AL LI B 1) i AT ek (A Wikt . XL CT.
MR, Jrf, TP4H27%1, DFZL3241. @St
B (LR TP 7 412351, DF /5 R 212841), Hid
6151 (1P2151, DF4A), Ho At H 2 70 245 (i g ot
86.4%). JNBE#k B &5 A5 245 (IPZH 1145, DFZH 13
i), FFRESE #2040 (IPZH815], DF4L1241), Milif: 5
1511(IPA1 811, DFZAL7HY), WISk 245575 14
BI(IPLLSH, DFZHOBI), FUbk E 45545 114 (1P4L
615, DFALSHI), H 8Bl (P 4L 55-441), HURAR
R8BI PAL3HI, DFALISH]); 5 PEd6fl(1P4122
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14, DF&H2441), 211341 (1P 5451, DFZH8441), 55
3.5 0 1 R TEAL-T18 2 0], PALAERS S8 .4
% (P 413 58.2%7, DF4158.5%); IR 53 1
BV, ECOGYF430-243; TiH A7 iR KT
2 mobld k. AIMEFL. HFEFThaE. FfA AL
MGG T AR R, o e A A IR I RE.

1.2 F ik IPJT 4 CPT-11: 65 mg/m’ ivgtt&fi1.
8K; DDP: 30 mg/m’ ivgtt¥i1. 8K; £F21 dhy—
JAI, B JEHVEAN T 8. DFJj %41 DDP 75
mg/m’” ivgtts 1 K; 5-FU 1000 mg/m” ivgttsf;1-5K,
21 d— W, B IRV . AdT SR
5 BT LUK AR IR . SR F S A48 7 RUDF M A
HERECISTY T R4 e 5B MR(CR) 522
fi#(PR). F5E(SD). #JE(PD), Hrh et
o> G2 R I A4 Wk s S A A OCHR bR T LU IE.
BRI SN VbR UE: $WHOBUE 259 35 1 [ v
GYJESr MO-1VE.

2 B8

2.1 73 IPTEMALIANECR(3.7%), 11A
EPR(40.7%), 10 ASD(37.0%), 1% %%
BIE12 N, A F(CR+PR)44.4%, ¥EHl=H
(CR+PR+SD)81.5%; DF /7 41 L NJIACR, 9 Nk
PR(28.1%), 8 ASD(25.0%), 17 ¥R BIKIN, 7
B F (CR+PR)28.1%, ¥l (CR+PR+SD)53.1%,
IPTTHMAEDF T ZA A MH(44.4% vs
28.1%:P<0.05) X4 H1 % (81.5% vs 53.1%;
P<0.05), Sy i 2: A W TR,

2.2 &R VAT IR MR AR R TR RE,
DA MK I | I 5 45 R ) RN AR I L (R
2). BFFUR I B R)RE R B A L MK I, TP TS
FI R HN88.8%, DFJT 4 K 4% 490.6%,
oy R TC 25 5(88.8% vs 90.6%, P>0.05); Hiik
i RERNR, 1P AR EZHENTT.7%, DFIT %
Y1 1946.8%, Loy Kl 25 A B EE(T7.7% vs
46.8%, P<0.05); FRICAIETE, IPTT EA K ERN
33.3%, DFJ7 R4159.4%, Loy Aot 2= A7 2
7£(33.3% vs 9.4%, P<0.05).

3 17iE

FEE KA YT H AT LADF T S d5 ok 8, I TR
eI A ) NZ, SCHERIROE LA 305 20%-50% 1], X
JI 88 RN 8RR [ R AT 0. L T R R A S
WX Ik 2 B B . AR, B DU R 2 B,
CPT-11. KL WbRHS 2N H T8
FEIVATT, UL A PE e 0 .

mia £RHE

Ilson et al Al
CPT-11 65 mg/m’
% 4DDP 30
mg/m’, % 1. 8.
15, 22K #%i4, %
6RE R, %4736
1) A % o W A
EREL, BR
# F (CR+PR)i&
57%. Ajani et al &
JA R A o R
ARG L5 R, A
HFES58%, PALA
Z5 8189 mo.

WA % & 5

B ARV AL
BRI A IR 4008
T RE R AR,
ABF R —F ik
ET AR
AR 45 (IP) 5 %
BIR 44 BE A R
wivz (DF) % &4
I3 0B R
AT I A, B AT
¥ T ik &%
B Fe 5 00 R
AR A2 g B p ik
kB & T A
Wit %, AEAFIE T B
A.
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iR EE
* 0 R

AIPZ % (CPT-11:
65 mg/m’ ivgttH
1. 8%, DDP: 30
mg/m” ivgtts 1.
8K, %21 dAh—
JAH), KDFF %
a7 97, 42 R
BHE R PR
& ik R AN
Ao 3R KBTS 89
K Fe BT AL FE

IPF5284R(n = 27, %)  DFF3Z4B(n = 32, %)

CR 1(3.7) 0(0.0)
PR 11(40.7) 9(28.1)
SD 10(37.0) 8(25.0)
PD 5(18.5) 15(46.8)
BUX (44.4°) (28.1)
R ] (81.57) (53.1)

°P<0.05 vs DF.

CPT-114 -5 K P = AT A9, T
202 80FACHIHH th H A A Yokokura et al&
B, &DNAJ I EEI(TOP DA, HY
TOP I-DNAJE A E M E G W, ML W)
DNAMEEANGEFFT 45 &, FHIEDNAK HI ZRNA
A, AT BT R 5 1E L FLVE R R 40 i
FAMASIARE S PE. HATCPT-117 32 N T M 1k
Jd . Mg B SO . OF SRS AV AT
LR W] Celecoxibty HMHEATAEM) & HI W] LI
ST AN B P s A K AR AR er al
FCPT-11 A5 DDP— 2677 e /N 40 i it e
1 80%23%"". BB TR, EA2E# 24R
K IR H T W g, W) SR W L
WEEERA %, L DDPIRYT RN &5
FEASRA P IA %% ™. Shah er al”BF 7R
CPT-11HK-5DDP & VAR BT 8 1 42 50
e (A ROR R11865%, HHALAAF 4 12.3 mo.
Nagahama et a/'"” }¢Endo et al'" %38 CPT-115F /)\

Ilson et al"*JTJCPT-11 65 mg/m’ A DDP 30
mg/m’, 51, 8. 15, 22K, B, SE6AEE, VA
I7 36451136 [ I £ g i, B (CR
+PR)IES57%. Ajani et al'* K FH [RIFE (K )7 2 3R194H
A5 5, 5805 58%, H A7 AEA7 B9 mo. 2004
fEllson et al'"fESEE 5 T — TUARBLI 11 311G
IRWESE, A AR A (R 25 g i, Hod B eien 24
JrROER L 8 RELGEH2 wk, K1 wk). 4553
AR E36%. HIAHCPT-11 65 mg/m’®, il
DDP 30 mg/m’, &, 3% 14 wkik2 wkJj Z50E
2 wkiR1 w7 S0 F- BESRAT 50 5 1A 8%, (R
Ji 2 T M 2 B P B A TR, -1V 8 e
R4 B0 501 A 49%H122%, XA FEIE— 2K
TR AT BEIE TR IE S, 2 R 30 0 BRI B
AR08 30 5 VG 7798 59, 7 RSO I 52 R B R
P75 NHEZE; S 5RIRIL 2 HE LU SZ Kk 6 wkifI 4L,

IPF5%R4A DFf5Z4H
| =i =1V | =i I =1v

S 17° 4° 12 3
T WIX0E 18 6 21 8
D] g° 1° 3 0
eSS 7 0 0

°P<0.05 vs DF.

77 %, ARHESZBR N H TR T3 wki 4.

TEE TR AT AT TR S22, 1Py 524027
ANHAT 1 NIECR(3.7%), 11 NIEPR(40.7%), ST
Il R 3R i 44.4%, 515 P AN RS I 308
30%-50%[AIAHW) . AT 15 &I s N7 1, 38
b EE A IR, TP 888 hn 1 B s 400 1 RO S 1) K
AU B I PR SCFRIRTT, I A
KPR A, B MEE 2.

K2, BRI B R LAS0-70% 2 L, AT
IR 584 5 i BRI Y LU 2 3 (785% LA
)y BEUBEEZ (R 3.5 1 1); 2R
LI bR B0 5« U R il g o L. %k 66 3
T AT, TP 28] 3 e B s A7
R TN 2R, S 55 ol 20 288 70 4 o
Jifdes /NI B S A Ak M DF 5 5 AR Y
I T RE R0 RUIRYS 1) R AR, HIE IR L EE
FERZ, AN Ay W ) A g S T — P %
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Abstract

AIM: To investigate the therapeutic efficacy of
peritoneal chemotherapy in combination with
tocetaxel and cisplatin for advanced gastric cancer.

METHODS: Forty-five cases of advanced gastric
cancer were treated with tocetaxel in combina-
tion with cisplatin by peritoneal chemotherapy.
The tumor size, blood routine examination, he-
patic and renal function were compared before
and after peritoneal chemotherapy. The side ef-
fects were observed. All patients were followed-
up and their survival time was recorded.

RESULTS: The tumor sizes of gastric cancer
were decreased dramatically (72.4 + 22.4 cm’ vs
723 +24 cm’, + = 2946, P < 0.01). The average
survival time was 14.0 + 1.4 months, and the
short-term therapeutic efficacy was 59%. The
peritoneal chemotherapy affected some indexes

in blood routine examination, hepatic and renal
function. The main side effects included hair
loss, stomatitis, constipation and blood urine.

CONCLUSION: Peritoneal chemotherapy in
combination with tocetaxel and cisplatin reduces
the tumor size effectively, prolongs the survival
period, and alleviates the tumor ascites in patients
with advanced gastric cancer. It's convenient and
safe for advanced gastric cancer treatment.

Key Words: Peritoneal chemotherapy; Gastric can-
cer; Tocetaxel
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B0 485 5 45 445 B AU 4006 & BLIE A 57
ZEES PR

Tk 45Ul E IR R & A BAT SR
BY BOR A TR S WEACTT | YOB ALY /6 7
AT ARAR K D, AL, AT R ey AL, L
RIBALTT RS 0 R B, I A 6 2t
AT L5 WL A& AT T

R BT E B EARA RS N(72.41
224 cm’ vs 7.23+2.4 cm’, £ = 2.946, P<0.01),
BE AL A BH A 14.011.4 mo, ATHEMEMLAK
I A FE A 59%. AT 3 B f AL
IR Re P 3o daAnh — ¥R, TERRER
JLABEE . R K L ARALR R

B0 SR A B RO IR AT 697 B
R ST AT, RE B4R YRR, ER B
B, BT FRPEBR, LRAE AR, AR D
KEgia: JREALTT; BIE; S APE
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e, F. DIEETEKSINBRES 65 H RIS RE45H) 2305
0 51 SERE IR I s . DL RRIRAE, WERNE  mie LA

T e A L )V A TE IR R IR, 1S I K 2 K
CHEN S, FARVIERTZ B E 2
TBITFB, R REEATT 12 bk 453 PR 1) AR
AR, HARJE R KA HIE50%-70%, AJaSHEAEAF
FAL20%-50%". (2 FANELA I S B B H AT
TR g S DR, T 3 BRI AR R ) 2 2 Ji A
ST AR P CAFERUNE R LR, DRk, WK
JIEE s U 5 g A0 I S A VR o 3 PR U R e 1 DG B 1)
P 5 AR IT (intraperitoneal chemotherapy,
1P C) /& T AP H AR — Tl e B 6 1 SR A0 9T O
w2k, O HE R T i 1K) A B VR o T T B
FHF 1 ARH, g s 9 AT BB B e g S 38 254
WEE L WARAGTT R AR . AL SR Ik AL ST
BERIVE UK, 2500 015 e i i e, ek
IOAEAR T, A LA 321 54 4 8 i kA7 v
FHEE, B U] W 254030 ) 2 A3

1 #ERSA

1.1 ## 1998-03/2006-02F% i 34 1k N B ia
EJE W i R 450, AT 2 M AL I R A B
HMEREACYT, o WdE30fl, k15, Ek
32-75CT¥HERES6.2£1.7) %, BT B E 40
AR SR I IR R R AL R
S, RARARI I R I il SRS, HIR
IR To T ARV BR AR 48 F R . B ol
Karnofsky VP47 K$-50%r, HANFEA TH 1)L

JE Bl B SRS ARN. T R T 2
I S B VR A5 I s A7, B4 1 s A0y T
T LR,

1.2 7 i AR I IS BUM M, U RE T L
55 3 S v A0 1/3 40 0y ) R, R R T
J, 20 g/LAN 2R DRI 2 BRI, KK AT 24
W2 A2 200 mg B W4140 mg. &5 45 &
AW AR, AT TG IR 35 4y
. 1 moJa AT ISy T, HAT20R 5
37 . S VIR I AT /T B SR 2 s AT )
E ML R L, SR R A S S b
TR, BRAARL = aXb®X0.5(a: TR KR,
b: BUETEEHAR). IREBES BT KE, 1S
FEOW H O SE A Ji1 30 17 R0 7 b ME E AT O
E, SEAZM(CR): ¥GIT R K e R, T4k
£F30 AL B 2R (PR): JEAKIAD50%LL |,
IF4ERF4 wkbh by BB (MR): KRR
25%-50%2 [7]; F25E(SD): /K TCH 38 b ek ek
DA 25%. LLCR+PRA A . R IR ALY
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MKHEYS . (RS, g8 ek Sk JEI T Al
g PGSR RAERS . KT B AT Rl U,
W 5% LA 38 N ).

Bt bR K HISPSSILSG TR AT
KL%, LAP<0.05 K 2 4 G it X, HIKaplan-
MeieryZ vH 55 5 AR A7 R b A A A7 301

2 B

2.1 AR 4T BRI AT 5 R SRR T AL i
FIRRAI B4, BHIBITRTINT72.44£22.4 cm’4d
INBIMLIT TG I07.23+2.4 cm®, B4 A ELEAT Se it
2755 (= 2.946, P<0.01).

22 A B EBALME RHEE AN E A
2-72 mo, HFALEAEHI N 14.0+ 1.4 mo, HR4EE
5 4186.7%(39/45), 14F /L7 N62.2%(28/45),
2AEEAE R N 31.1%(14/45), EA7 hE LK 1.

2.3 MR G INFT B AMASHEE T, IWITIH
K274, WY G KR b 58428
fil 349, o> AR 1301, HEEEMRAN, TRETN,
1 AT 0% 59%.

2.4 s AL AT S AR A . vk 4e
M MR AT BT A BT R R, S AL 2 A
Gl g X, HRE A7 0 g 4 & (s
S, AT AT ST R AR A = R LS
E-0E

2.5 IRt By BT S BE P AST/ALT
oAl 51097 )R AST/ALTELAEBE T LL i, B4 1A]
TGEi2 2 5 (P>0.05). 4bJ7 )5 M iE TBILA Bt
i, ST AT L 22 e S 25 L (P<0.01).
JE AT 5 e M BUN K C ALy 7 Ry A5 7
i, HZE A ot 2 X (P<0.05).

2.6 R RHE R JEREAIT G R EAR R RN R
W& 30%1(67%)~ 115 932451 (71%), {HEFRIH
(20%), IMLJRT7H1(16%), J&FEMIEE %K 151(2%), 15
JE AT R JE P 4L DI RE . iRR IR . &
FAR MM IRYS . Ml okdR . RRAE 5Tl b
MO BT 25 22 5 (P>0.05).

3 iMie

MR ARTT 5 T B & e AR (K BT,
AR ER 5 LY B IR R AT RE AR A9 1k e
IR A 5 T8 4 I 1 R T U 4 2 T 1 e 1
FhE, 2K CAFTE TN R KL, $as il v K
WK, e kR, s R I AT
FFEATIESME . 290, BEFL. BUE P Meta

Xu et alid it i
A NN
M. XF ) Meta
SHBEAAEAT
it SR BEAS
B AT EA
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| B RE XA 1.2 Survival Function
AL IT R AE 8 Lo
P A HEM U
R, FRE BYfe kidBiE M4zl M/ — .

DS 2B E 2 .| o e : 2 08
A B RO 46 A (x10°) (x10°) (g/L) (x10°) g 06 -
TR A= Y B R K58l 59+02 33+0.1 109.6+15 139.1+53 )
REMENILIL (5B 46+£02° 24+01° 1060422 1037+41° 5047
G ZINE L E © o2 |
PR AR F B '
A BEF@A  °P<0.05, °P<0.01 vs LITHI 0.0 1
— A 02

0 BUN cr
(umol/L)  (umol/L)  (umol/L)

WITEIZA 1.22+02 17.0+1.1 62+02 129.8+4.9

WITEAE 1.23+0.1 208+1.8" 7.9+0.7° 1565.3+9.3"

AST/ALT

°P<0.05, °P<0.01 vs {k¥THI.

SHTIE AR LR 4518 0 B R T e AT
AT A .

ARSI e I o I AR T SRR g
JRFU B 45/ K IR, X5 AL
SRR BN I F A B R, Rl TARAE
i 3% - I T s, I AT 2 T B K
I ()47 7, i B4 P 00 152 s o 7 o T 9 1 2
K. Marchettinifff 57 &K WLl il ip2s T 2 M L A2 1T
(Docetaxel)90 minf5, /K 20 EAZREN 254
TR P T Ik 4 249 B 290Uk FE 12500, I /K
IR H 22 R T AL(AUC) &ML AUCHKI976
5, SRR, B SR 2
VAP B U TR R4S 2B Rk B Miyagi
et al""SEI I ip RN AR S8 B RO [ =X
BT RS, 24 hiIRIEE 251 AUCTHE LU ik 2
IAUCHE 1715, IAh, 7 2592 B 4i i AN
PR ELE RO, G R IR N FE I, 3]
ik P 25, A 11 KGR 6 Hh 40 R 5
J P PRV /NG RS AL, Al g A 0

ARSI T N F 9 22 VG52 B Ak 2 S
VTT 2 e A SN 22—, JLE 24
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Abstract

AIM: To determine apurinic/apyrimidinic
endonuclase (APE/Ref-1) expression and to
investigate relationship between its expression
changes and prognosis in patients with gastric
cancer.

METHODS: Two hundred and eight tissue chips
of gastric tumor lesions, nonneoplastic mucosa
and metastatic lymph nodes were accessed and
their APE/Ref-1 protein expression was de-
tected using immunohistochemistry. All patients
were followed-up for an average of 48 months.
Relationship between APE/Ref-1 expression
changes with prognosis was analyzed in detail.

RESULTS: Forty-eight-month-follow-up
showed 64 deaths, 139 survival and 5 patients
missing. The positive ratio of nucleus, cytoplast

and quality of both positive rates were 96.6%,
71.8%, 71.4%, 97.1%, 21.4%, 21.4% and 98.9%,
10.0% , 10.0% in nonneoplastic mucosa, tumor
lesion and metastatic lymphnode groups, re-
spectively. In nonneoplastic mucosa, tumor
lesion and metastatic lymph nodes groups,
APE/Ref-1 expression level and expression
changes were not statistically correlated with
survival rates.

CONCLUSION: Our data indicate that the ex-
pression level or the expression changes in dif-
ferent mucosa are of no statistical significance to
prognosis.

Key Words: APE/Ref-1; Gastric cancer; Immunohis-
tochemistry; Tissue array; Prognosis
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Abstract
AIM: To determine the correlation between iceA
genotypes of H pylori and gastric mucosal lesion.

METHODS: H pylori strains were isolated from
552 patients with chronic gastritis. The iceA
gene was amplified using PCR. The correlation
between iceA genotypes and gastric mucosal le-
sion was analyzed.

RESULTS: Single iceAl detected was 67.21%,
single iceA2 detected was 21.74%, double infec-
tion of iceA1 and iceA2 detected was 7.61%, and
iceAl and iceA2 absent was 3.44%. There was
significant difference between the positive rate
of iceAl and that of other genotypes, the posi-
tive rate of iceAl was higher in severe inflamma-

tory cases than in moderate inflammatory cases
(83.1% vs 10.8%, 85.5% vs 10.5%, 75.6% vs 13.0%,
75.6% vs 13.0%, all P < 0.05). The positive rate
of iceAl in gland analosis, intestinal metaplasia
was higher than that of other groups (P < 0.05).
The iceAl in gastric mucosal lesion was signifi-
cantly different from those uninfected (P < 0.05).

CONCLUSION: The iceAl is the dominant gen-
otype of H pylori in He'nan Province, China. The
positive rate of iceAl increases as inflammation
degree becomes severe. The positive of iceAl
has close relationship with hyperphlogosis,
especially in gland analosis and intestinal meta-
plasia.

Key Words: Helicobacter pylori; iceA Genotypes;
Gastric mucosal lesion; Polymerase chain reaction
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T
BH): BF 5 da 11 82AF 8 (H pylor)ice AL B A 5
B RE IR T A9 AR K.

FiE: APCRF HAMSS2E 12 E X EEE
FEIEEMARA P H pyloritgice AR B 1% X
JEN EFME KR RARZ G A L AL
o G5 I,

HER: ASS26BIH R P, iceAlfrice A2 A H
MRk R A 67.2%, 21.7%, iceAl
Frice A2 A ¥ [t 694 B R7.6%, iceAlFn
ice A2 LA ¥ P M ey tb £3.4%. f£H pylori R
FOgRMRIE, FHELE. BRELS.
W LR A EE Kdrice AW TR R R
BT PERE, BEREEFAAITFEL
(83.1% vs 10.8%, 85.5% vs 10.5%, 75.6% vs
13.0%, 75.6% vs 13.0%, 3#P<0.05). MAk %
A LR AL Aice Al EEE S TH
R 28(P<0.05). B FiceAl LA Mkl K & #
iceAIR AW BRI B EARE ZFALEZ MR
(P<0.05).
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i iceAlZTHHR R ML FB LR LA, miAEE
iceAl Pk F R a2 42 T 3% H1 . iceAl el

TR F/E FEXEHNZIRRE S L
KACE X R E.

KT IR, ice A BRIRRE, RETEHE
SR

KRR, EXE, FF, BER. WIREMRiccARRISSHER
RHMERME. tHFREN IS 2008; 16(20):2312-2315
http://www.wjgnet.com/1009-3079/16/2312.asp

03I

A T TS TR (H pylori) s 2 Mg vk 28 1 32 25
RECEENAPANE 2 = i DI 3 | S A
R e SUh T RBUER T, 5 RH pyloril#&y
B AR S S R0 AL AH O PEWE AR AT A 2 4R
8. ice AJERIEH pylori 5 ' R 40 Mz fd )5 15
FRIEMIER, WificeAl, ice A2WANSF T
K, 73 AL T AR A pyloriEH R, A H
SEH pyloriff X —8Upi 1", HurE W /T
ice AL 5 1 R B AL A O BB 7T 2. Bl
KHIRHALRYI A Giemsa (kLA pylori,
e FE 2006574 [E 15 14 15 R AN 23 5 B2 T 7 2
Pz S AR, o3 BT B B I PR 3 1 1)
H pyloriF i flice ABE RIS, PR H 5 B R
AR AH A

1 RIS
1.1 ## FBi2003-07/2007-1230 8] 18 1 5 78 H
I B R bR A LSS0, 43 B s R
H pyloriEtk. 28311, 2226941, 16 13-85(° 11
47.6+15.7)% . A8 5 iE4114801, 1581 %
SEAL13661, IAZE4r4113001, g b Ak A:41138
1, A 2 W Hi B B BB A 4 S22 A
A
1.2 7 % WEFHBIGAAL 4B ER. DY
. B AR AR 1Y), %AV ELS pm,
AT GiemsaZ (f, Jjg A 7 4 H20064F 42 [F 12
PEHE ST 25 B W o SR tE, K R ¢
i NH pylori & GG FEE T RAE . TEAITE. %
iR, S R A R A

H pylori WKk (115 77 15 %5 5 B 2 3 e A,
PRAAZ R TR BB MR 55 7 3 (35 7.5% 1000 J
PLAER), T37TCHHTB AR TR FR3-5 d, 708
W&, SWELAS WA RO LR R Y (R
#Z . JEAER . EAE)UESE, %A T-70°C
#H. BRDN AR HI 42 H 1 DN A 424
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SRR Sz P

K/ (bp)

iceA1F  5'-GTGTTTTTAACCAAAGTATC-3' 246
iceA1R  5'-CTATAGCCAGTCTCTTTGCA-3'
iceA2F 5'-GTTGGGTATATCACAATTTAT-3'

iceA2R  5'-TTGCCCTATTTTCTAGTAGGT-3' 229

334

F1 5'-GATAACAGGCAAGCTTTTGAGG-3' 349
B1 5'CTGCAAAAGATTGTTTGGCAGAS3'

A B FE R BLER Hit
WE WE  BE W

iceA1 80 73 106 112 371

iceA2 23 25 33 39 120

iceAl+iceA2 3 3 17 19 42

=it 106 101 156 170 B588)

FIEIRIUAATH pylori B FEIA LR ZHDNA, fRA7
F-70°C % H. iceAFERIPCR G ¥ iH(F 1),
A ZE AT PR W) A . PCRR N Rl
25 pL. iceA. cagAM) RN AAE R 10% K v 22
#2.5 uL, dNTP 0.5 uL, 511 51#1240.5 uL,
TagE 1 U, fAXDNA 4 L. iceA. cagAM¥ 1445
f1:494°C 40 s, 54°C 40 s, 72°C 1 min, L3541
PR, PCRY™ 4 =Py et W AR A R W) kAT
WP, F220 g/LIER IR R Fa vk 2 b, F i
BB IO BT BG4 R

et AH R HISPSS10. 08 1 k47 Bt
AbHE, 3541 0) LR o K 56, P<0.05.

2 BR

ice A1V 2R B I BRI HH K 67.2%(371/552), ice A2
VTR TR RR BROBIOR HE R 21.7%(120/552), ice AL
ice A2V BB B RIS HH . 7.6%0(42/552), ice A1 F
ice A2MF RIS BH 14 1 B %63.4%(19/552), ice A1VE
AR 5 AR SE PR AL AR L g, 22 s B
(P<0.05); ice A 1MV 2R i Vi Fig 1 X G4 H pyloriFIAT
PILA T (2). B1-2hiceAl. ice A2
B s gh B AEH pylori &G e e JOE A . 3%
SIPERAELL . BRAEG AR LA dliceAl
() BH P 543 59 4 56.1%(83/148), 55.9%(76/136),
94.6%(123/130)41194.9%(131/138), H:rp L JE #4E
LN TR AP B SO, W LA s

F, LS R4
IR T H AR K,
Tt —F T @
H pylori>¥1g &
K H B A AL SF
& FlE R A E R
H pylorii 7 .
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ma & H % 3 AESNBBEREDCARHRILR 1%

AL EH, 48
XHRRER %
W, AH—EHER
HFNAL.

EgE I MESSIE EIMSE  REERE pERIvE Bit
®7E 5(6.0) 3(4.0) 14(11.4) 15(11.5) 37(9.0)
oE 9(10.8) 8(10.5) 16(13.0) 17(13.0) 50(12.1)
5E 69(83.1)° 65(85.5)° 93(75.6)° 99(75.6)° 326(79.0)
=it 83(56.1) 76(55.9) 123(94.6)° 131(94.9)° 413
°P<0.05 vs OfE; °P<0.05 vs IITRAF . SSEDMSIE.
8765 43 21 B 1 iceAl 1: 8765 43 21 B 2 iceA2.
Marker; 2—38: 1: Marker; 2:
1 iceA1(246 bp)H bP iceA2(229 bpfil
P 334 bp); 3: iceA2

500
400
300

100

246 bp

4T3 X (P<0.05). IRIAZ45 4 Rlg btk
A dlice A1TIBHPER B I s T 41(P<0.05). &
W B 2 RE AR BE N, Hice AIRIBH 1 2632 7
fen, HOR PR EE R B N T, S Rice ALV Y BB
R  ice AT B R0 AL R B 22 S A7
F1E67.2% vs 21.7%, 67.2% vs 7.6%, 67.2% vs
3.4%, P<0.05, %3).

3 1iE

H pylori 338 i B R 5505 (1) IR0 K], I8
PR, JLAORERE BE BT, o5 BEAS A I R IR
AR RAREFE R, NEAH pylori & Gx11]
TELE. AW TERIER B, VG BRH pylori 5 B REE R
FEAS 3 B LIRS ice AL N JEH pylori 5 '8 B
A i F i J5 15 T RIA I BE A, fdficeAl iceA2
AN SEALRE ], 2 BAEAE T AN WH pylori bk
. HorPice A2RE AR SR, 229, 334, 549 bp
HERTRT I B, ice AIERHH pyloriF kT IFAZ
G — AN THREER A, M A sk R
UHpyIMEE A (1%, T8 I DNA FIEAL 7K1
VIO A Y AR AH DG B R DRI Ak, DT ) 22
SH pylorilfBURAE M. FEA R M XA AT 1)
AT, ice AWM BRI N 51—
el Bl o 10 R AR B UIAH G, W e al™ W,
ice A1 518 H R A2, ice A2V 1Y (1 Ak 5518 1k
BRI, BN R IEH pyloriif) X —30
A7, T A48 B 5 22 AH DG B A ik M cag A, 7%

288 BHME; 4: iceA2
300 (229 bp): 5-8:

%88 iceA2 (334 bp).

334 bp
229 bp

A M I Hvac AR R E Y)Y HE P T
ice A PRI b5 -t 7 86 005 A% (R ATE ST 2>

B R A g v g v B R A AL
I —EH AR Z 2 E PRI, Correafeth T
BRI R, RIS S 28—~ Z 97—tk A —~
SR — W G pylori)a, 151 R
KA PE JRE SO, 7 AR 4 R, R b Rz
I M G TN TR B R AR R, BT R
IREZE A A, 5 FDNA RAERAR, K
A A LI R A R A A i gk — 2 R
JE ] F; o A WREBRH pylori )G B &R
WA A A T LS BN R R R s, g
M et al™ M0 IASFEIIBE VST, H pylori®AtE
Y1 AR S A R, B R AR R
F IR AR BRH pylorifie AR R AE B R
K. B3¢ et al 0 B SR B BEVI3AE, MR
H pyloriJG 254557 W B N, T ARATH pyloritd
BRIKIRIT S48V ) G AR b, TR et al
AT RS, 6 I E RN
WA, RINH pylor®H1E, MERH pyloriityT )5, B
RN A A0 A A AR P W S D5, 80 a0 A 3
B 2235 X et al™WFI0 R IR 2 S0 i ak
Pl b R A A9 T, ERE SREIH pylorii& G
B Ll Hp BE T iy, AIAS RIS FFEAH RO AL 7R
H pyloril&Js 5 H R ZE 45 b A A G R E
V), MERH pylori v] LA X5 T .

BAT G R EIR, ice ATV BY B #E /2 i) 1
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MK GH pylori (AR R, RAEFE LB,
ice ATV YR PR IR R G Ay AE IR AR 22 4 410
J¥ b R A A dlice ATV RH 1 26 B 8 v T8k 20
ARG B PERAEAL. Mice AN A JEH pylorilf]
FOW IR T, R ice ANV I B KK IR I 2 S 8L
KERE R ) FR bR 2 —. BbAh, AT SR, i
EEARA T bR AR, R R GERiceAl
P 2 T PR IR R e R I R L AR R SN
feoRice ALE AR R 5 JOERE L . A ZE A A i
AR B DA O, 5 R AR A Y
SR E IS E K.

B, ice ALV Y TR AR B v B R SE R ) 2
WA ZE iR bR R R B Y), WBRH pylori
A LB T 2R s A A i Ak A R E— R
MM ESGETIS, Rl 2R BRice A1E AU R K A] fig
A HE IR L.
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Abstract

AIM: To retrospectively analyze relationship
between serum HCVRNA and anti-nuclear
antibody (ANA) thereby to elucidate significance
of autoimmunology in hepatitis C virus (HCV)-
infected patients.

METHODS: Fluorescence quantitative poly-
merase chain reaction (FQ-PCR) was performed
to determine HCVRNA content in 60 serum
samples of HCV-infected patients and in 30
healthy controls. Indirect immunofluorescence
assay (IIF) was performed to determine anti-
nuclear antibody in serum.

RESULTS: Compared with the normal control

group, ANA positive rate was significantly high-
er in HCV-infected patients (y° = 13.45, P < 0.01).
With the elevated serum HCVRNA, ANA posi-
tive rate gradually increased (y* = 22.5, P < 0.01).
Granular pattern was primary in ANA three
groups, but with HCV RNA content increased,
the positive proportion of ANA was gradually
elevated. Low titer was mainly present in anti-
nuclear antibody of HCV-infected patients. With
the increased virus concentration, high titer of
anti-nuclear antibody had a increasing trenden-

cy.

CONCLUSION: There is a certain degree of au-
toimmune phenomena in HCV-infected patients,
which is strengthened with increasing viral load.
Determination of relationship between HCV
infection and autoimmunology will be helpful
to understanding of HCV pathogenesis and of
great significance to CHC clinical diagnosis and
treatment.

Key Words: Chronic hepatitis C; Anti-nuclear anti-
body

Chen ZG, Yang J, Zhou T, Zhou D, Li H. Relationship
between serum HCV RNA and anti-nuclear antibody in
chronic HCV-infected patients. Shijie Huaren Xiaohua
Zazhi 2008; 16(20): 2316-2319

ik 2

BEY: wBE S ATIR R A X (CHC) & % f
HHCV RNASZ 5 3 Az AR (ANA) 9 T AL
B, WAt 8 & 2R ERRAT K mAFMHCV) R H
Fr 4 % L.

Fik: RARZZEREGHm4R B (FQ-PCR)
#r il 604 CHC % # B 304 42 & & o & F
HCV RNAS=. 4 %% 3 Xik(indirect
immunofluorescence, 1TF)# M| fo & P 3i4%

PR,

R CHCE % 5 B s BabE, ANATA
FREEH( = 13.45, P<0.01). L fik P
HCV RNAS-EH &, ANATFEEFZ#38 &(y°
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=22.5, P<0.01). Z2HEANAM A ABAER A [ R A

I, A2 A= FARE FHCV RNAS S 75, M
YA 3% I 2. CHC % % 8 F i 3 Ak vk
BEANE, MARFEENE G, HEEAIR
MR B 5 0

%8 CHCR A B E— 2 RE AL AL,
MERER TS ME. HHHCVEAEE
B & RIEM X &, ¥A 8 TIRTHCV AR
. 3t FCHCH W RS W, 457 A F260

KA. BRI, ORI

PRGN %, Bz Bil, 7. 1BHERIITEEEIEHCY-
RNASESTZNIEEEBXMN. BRENBLAE 2008;
16(20): 2316-2319
http://www.wjgnet.com/1009-3079/16/2316.asp
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I T IT 48 993 25 (hepatitis C virus, HCV)E&K e ™ &
B N AR R, Rl e 5 1 5 Rl R, ik
R B NAT) 2 EY, PR HC VIR A
SRR, M TERITHC VAR ALE, X)
T8 P T %8 (chronic hepatitis C, CHC) Il
IKiayy RAEERE X, CHCEH A &bk
I LAE 2 A R, AR RIHCY RNAT &
I FiA% B4R 1 (anti nuclear antibodies, ANA)=E
R A% I 1) R IR A FE 5 1 R AR M T
WFFEREEAT HRIE . A SRR X CHC A i
TANARIRI, EE LS HCV RNAS B R,
H it — Do B LR AE, VRN HAECHCIZ W A
S E/ER.

1 MRRTSE

1.1 ## Y 4£2006-01/07F i 112 KA BECHC i
o0, 553741, 1234, Fk22-67(*F-14144.16)
4 WA 20004F (A6 50 55 1 A [
JFF 98 Je B Gl g 2 R 2 WUIT AT 2 Wibs . Ty
WBIE3 moN AL THLER, WHFFRHB VI
go AR FEIR G A S St KT ]
FEC 938 T i RO (R 05 . MR I 53 30481y 1E % )
W 551719, 21341, Fi820-66(21-14142.62) % (I
UNEH, HRERER S PIVE, FEBR AR A £ %
REVESI). PIALAERS . T 22 0 i k.

1.2 & HCV RNAAGI, SR H SE 56 & &
BB Y. (FQ-PCR). HIPE5700%¢ :PCRAX
(& E Perkin Elmer2A &) B AW, 357 f1) o
L B2 R R 208 22 FE RIS W O B4R, A DA
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payi:l n PRI PEIESR (%)
WA 30 2 6.7
KEE8 20 6 30.0°
mRE=—pic) 20 7 35.0°
(St 20 14 70.0%°

°P<0.05, ° = 4.9, y* = 6.5; °P<0.01, > = 19.4 vs WIBA;
°P<0.05, 3" = 6.4 vs [ILEBE; °P<0.05, x* = 4.9 vs (PFSA.

P& U/LZR R, FATHEHCV RNA T #8070 03
41: HCV RNA = 10%/LJy i d53k 241, 10%-107/L
Jyrp AL, 10°-80 000/L AR =41, ki 5
Ay T T B 2H (<80 000/L). TIFA I B 5 Hiikisk
TR 1 2 KRR s ] R SIS A
] 52 fEAHE A BN Al (Hep-2) R R &K
KAL) X AL . 986 —HUNFITC
PRIt =PI LgG. bR A S o ] AR ) — b
TN, S5 56 20 B R 0 6 BT B U B P AT, Al
Mg A1 100 AR, Kl B 4 v 23 ) 24T
11320, 1 : 1000F %8 LA i fe 240 . 45 )
SEAEATI R R 2 Bt — B e 15 27 S 36 38 1A T
[N, R A 90T K 27 B 2 Bt s BT 5 (19 8 K
X 6 AT T, —BRIL F190% L L.
GeitF AT PHE R () LU R F R

2 BR

2.1 CHC & # Z E% Ak ANA N 45 £ 57
6015 CHC & 2 ILF HAS tH2 76 AN ABH 1, BH %
KN 45.00%, 1M 304d 5 6] FE 2 H 2651 AN ABH
P, BHTESR 16.67%, PR g, 2R AkH
B3 (yF = 13.45,P<0.01).

2.2 £ FHCV RNASE 5 ANAK B Fag X & R
P PHCV RNAS =¥ o0 44, 455k
M: BEEHCV RNAG &5, H 3P ER
BRI, AR BUEPUAR I LB AT X By K
¥ 2= AT G2 8 (y” = 22.5, P<0.01), 341
T ANAPRH PR = T 1 0 R 41.(P<0.05), BEF
904 B 3 5 IR 1Y v A I B e R R, T HL e
A ANAPHE# E m TR A A s 41
(P<0.05, %1).

2.3 fFHCV RNASZ 5 ko) KL A
A ANAMZILAG Z 0, S LURR A 3=, A
K. Hy R E R A PUZ A R BT e
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