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Abstract

Ultrasound-guided alcohol sclerotherapy is
the first-line treatment for simple hepatic cysts,
having a history of 22 years. However, there are
no guidelines for hepatic cysts either in China
or abroad. The cure rate differs significantly
between medical institutions. Therefore, it is
necessary to write guidelines for standardizing
treatment programs to increase the efficacy of
alcohol sclerotherapy. The key issues include the
choice of therapy, minimal alcohol concentration
for curing cysts, and maximal alcohol doses
within safe limits, etc.

Key Words: Liver cyst; Alcohol; Interventional therapy

Qian LX, Gui Y, Feng YH. Research progress in alcohol
sclerotherapy for simple liver cysts. Shijie Huaren
Xiaohua Zazhi 2007; 15(31): 3253-3256

22 ,

www. wjgnet.com

(Guideline),

P AR ; ;

2007;15(31):3253-3256
http://www.wjgnet.com/1009-3079/15/3253.asp

03I

H 19854 Bean i JoRIE Ll 75 5| 5 T TS &
F O AT R R AT TT LAORY, H R, RS AL
WHIT OB R VG T B AT R ) — 2 R
A 22 R FH I B R B R O R i A £
SR FH AT 2 ) Jo I T £ B S RG V2 B A Je S e
Ve EHAERERD: pPpykid) 7. Bk i
AUIAT? W —Rh VR U2 A, I AR R
ERGHISI TIPS FiRR VST i RS EmaR]
R B HLJERESS) Re i fu BIORG. TB4, FERE N
R Z m A R WM MR TS
DRE? Z A2 IR NI e A e 2
R REAG IR YT IS I B DL A2 A A2 IX Be ]
JE VA RT3 b 1) DG i) R A SO DAL e
B

1 ERETELIEYs AT ZEAPBIAN Sl

T s P 1 BE TR0 PR BERE TR A i i 4 ik, I
2 A AN 430, FERTANIETE K. Bean™19814F
(IR0 AE 1950 mL/LiPoR; 15 FE i BE |- f7 i 1-3
min, HEAIAE bR AR e RIS, (H AR L ILA
DI ps BRSPS AT ERE | e ai i K, B2
BN Ak, F PR BRI A A D RE, ok
AW JER 1R R T IR AR, A 2 B 18 S SRR I
RE T FRARFNES (R N i, 80 IRAE T, AN

; 15(31): 3253-3256
ISSN 1009-3079 CN 14-1260/R



3254

ISSN 1009-3079 CN 14-1260/R

2007 11 8 15 31

IPUEER, JFr IO T SO AT R R IE, 2T
LRI, NTRTZES P, BRI P i
SRR REN E R AR AR E . BRI R, JUIIE
B2 A M 240 2 £ el 4 A (10 e A S R L
IE.

2 EREESTSFEMNSAERESH. iR
RALENAE

LN eRe 1 I S TR R T SR it AL O D RPN
KAETT 5 AR BRI ph e ik2 2. (R o
5T Mg WSeldingerFi R, ¥46-8 Fif 2 L34
BT A (BB B ), NG S, AE
S 1 EE R G S s AN AR, SR, 1)
PENTEA20 mL/LF 2 R [K5-10 mLJ5, FHEAZE
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Abstract

Traditionally, the diagnosis of chronic
pancreatitis (CP) requires confirmation by
tests that measure perturbations of either
pancreatic structure or function. The diagnostic
criteria from the 2000 Survey in the Asia-
Pacific Region are accepted internationally. The
distinction between big- and small-duct CP has
both diagnostic and therapeutic implications.
Autoimmune pancreatitis (AIP) is recognized
as one special type of CP. Endoscopic therapy
is appealing because it may offer an alternative
to surgical procedures for CP. Furthermore,
endoscopic therapy does not preclude
subsequent surgery if it is necessary. Operations
for CP are varied, and there is no single
operation for all patients. Malignancy must be
excluded in the preoperative evaluation.

Key Words: Chronic pancreatitis; Endoscopic
therapy
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i g 4 T R A TE A, TTIA BVA
Ji i H . AR o b B SR AR, I £
T iR MRk RS R R £ B R Ak
BT 9. (6)IHIERERH 767 : HHE N &
N AT AP A g i 96 5 FFL T AR L 37 1) 0T 2,
REYTIATRIR A1 B s, JHAE & 5 T4, Hig
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1o 1 S A SO ISR BRI I IE T R e 1 1
I . (7)BRREIRIR T 12 MR BRAR 58 N I A A fole
HE 2 0 P AR R i BRI D i T
P9, ZHURE FHATERCPRY & 5 v il i
i AT X RN YT o RN R BAE D &5
BT TR —, TN BBE N E AR
ol G PR G R, L IR AR G i Y T R
Py, X WL T R NAT FARIGTT .

3 SMbeTs

HARAN ] R T B CPIE & 2% s AT 2253, {H
HIEAR AR KB, IR LT 24 00 AR, fE IR
FBESIE A S D RE AL, TRk
BRI ARE. R CPIRVR YT & — I 2 BT
TAE, Ao FE BRI e R P A 3
IRE T B3 I 45 P R it S Ak 38 28 o I
SiE M LI i B 1R AN RHA YT

CPIIAMEHAYT R A ARHAIT LT #E T
AT, SMRHAIT A L R3ANH 1 (1) BrEisE
fige HME LA 1 10 R, (2) A BECPARAH 5 I Rk
(MFERERH, Bk 2 b 1 158, (3)FEBR g v
(RIAFAE.

XTCPREF N F, HA& NH3MEAYALK,
EGAHMRFFEARIBIT: ()R8 (e v B30 v £ 44
1k, Q)IREUHEBE Y IR (BE Y IR KT 10
cm, BAKT5-7 mm), )M ICEAHAR 2 B H4#
BELAN P ZE (R AR RE 1 5 A B a1k
(PRI, IX A5 22 AR 40 AT 4 C TAI/5ER C PH
. AR FH LT EIRTR RGP, 1 B
AT AN ARG, WAR M 71 07 AR K&
PRI ZEMRNG B, CPT AT AT R e
WETF ARV TFA. (DHBERETR: It
KFARMBET “RKFE” CP. EEMHBAN R
W s 2 R CP R R 1) 32 SR N, AT 2%
Hhy AR s ), K2 HUR A 1 R w] DA 2
A S R 2R 0. TR s T R B T SRRk, X
e KPR P b £ B R IR AT 2R, B A by e Ll A BEAR
RN — FLBFHTFREIERE R, 7Ties
Ji S 08 ol g 8 A B e B i gt A o,

P RIBAE Jal H 5 R, B 2 Jl W &
ARWEB Ry, HERAE LU B, JFARE D,
ST 204 N H B )2 ) — Rl R R TR, (2)
JERRDIBRA: MR AT Ar . R VG, k4
JE Sk szt A R N R R D B A B Sk V) BR AR B 45
70 k=178 711 SN V=< R 1 it 1= 73711125
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Abstract

AIM: To investigate the effects of low-dose all-
trans-retinoic acid (ATRA) supplementation
on the concentrations of hepatic retinoids,
formation of polar retinoid metabolites (PRMs),
expression of microsomal cytochrome P4502E1
(CYP2E1) and liver injury in ethanol-fed rats.

METHODS: A rat model of alcoholic liver dis-
ease (ALD) was induced by intragastric infusion
of ethanol. Thirty male SD rats were randomly
assigned to four groups: group A was a control
group, rats of groups B, C and D were received
intra-gastric infusion of alcohol (8 g/kg) for 8
weeks, and rats of groups C and D were admin-
istered all-trans-RA at two different doses (150
ng/kg body wt in group C and 1.5 mg/kg body

www. wjgnet.com

wt in group D), by intragastric infusion, for 4
weeks. The concentrations of retinoids in rat liv-
er were detected using high-performance liquid
chromatography (HPLC), the levels of CYP2E1
were measured by Western blotting, and patho-
logical changes in the livers were observed un-
der light microscope.

RESULTS: Retinoid (vitamin A, RA, retinyl pal-
mitate) concentrations in the livers of ethanol-
fed rats were markedly diminished (8.13 + 1.379
nmol/g, 0.077 + 0.029 nmol/g and 132.6 + 6.472
nmol/g, respectively, vs 21.43 + 2.944 nmol/g,
0.183 £ 0.037 nmol/g and 221.1 + 10.35 nmol/g;
P < 0.01) in group B animals compared with
those in group A animals. Furthermore, obvi-
ous peaks representing PRMs were observed
in extracts from the livers of group B animals.
In group C animals, the RA and vitamin A con-
centrations were raised to control levels and the
retinyl palmitate concentrations were partially
restored (P < 0.05). In group D animals, RA and
retinyl palmitate concentrations were completely
restored. However, the vitamin A concentrations
were higher than those of controls (27.26 + 3.149
nmol/g vs 21.43 + 2.944 nmol/g, P < 0.05). Histo-
logical observation of liver tissues indicated that
ATRA treatment notably reduced hepatocellular
swelling and steatosis, but the expression of
CYP2E1 was not affected by ATRA.

CONCLUSION: Low-dose ATRA treatment
can restore retinoid concentrations and abolish
PRMs formation in the livers of ALD rats, and
eventually ameliorates liver injury.

Key Words: Alcoholic liver disease; All-trans retinoic
acid; Retinoids; CYP2E1; High-performance liquid
chromatography; Western blotting
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A (reti-  JEP=AEREPEVEI. Chung er a/WF 58 B/ &
noids, A RA) N ATRA R £ 1 5 3500 K S0 A o 5 4 A
A (PRMs) 2 S 30 i A R M TR AL /N T
A RA P4502E1(CYP2EL) B ATRARX i [liretinoids FIPRMs 75 & . CYP2EI
PRMs Fe ik KR40 R S .
CYP2EI
.RA CYP2El  Jik: 30 SD A ( .
ALD B C R ok | MRRGE
. PRMs ); ( ) ( gkg - ~
ALD ig 8 wk+150 pg/kg ATRA). D ( g L1 fEEESD K30 R, A5 180-220 g,

g/kg ig 8 wk+1.5 mg/kg ATRA ig 4 wk)

b

(HPLC) Vitamin A

(retinoids) , Western blotting

CYP2E1

ZR: B RA. A(Retinol)
A (retinyl palmitate) A

(0.077£0.029 nmol/g vs 0.183
+0.037 nmol/g, 8.1311.379 nmol/g vs 21.43
+2.944 nmol/g, 132.6+6.472 nmol/g vs 221.1
+10.35 nmol/g, P<0.01),

PRMs. C RA Retinol A

, retinyl palmitate .D RA

retinyl palmitate ,
Retinol A (27.26+3.149 nmol/g

vs 21.43+£2.944 nmol/g, P<0.05).

ATRA PRMs
ATRA
\ , CYP2EI
it ATRA (ALD)
retinoids s PRMs s
XA : Retinoids;
CYP2E1,
retinoids CYP2E1
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KIS T T S I A 2 3R AR, = 3
I A 2 A K 4l R (RAYEEZ N, P -HPRMs T
B CYP2E1 R IA ™, PRMsH] fE/EALDFI K
WAL R T, RARAE S ZARAA L
Pris PR AR P, b e A R . oA
IEHThEERIEP R EZRTERY. HE ) et al
HFFTAE SEPR M st o 15 5 JHF 40 i 08 1 1t ki 4

AR S B 2 AR B v b (0% ) A0 B
(Retinol). FLTEHEEFAE R i (retiny] palmitate)-

RAFI P bR AR 2 Bl PR I (retiny 1 acetate) ¥y H
Sigma/y ], HIEE(TREA)FE Cht(HTal) bR
AR BRA 7= 5. JoK SEE(r 4l
i BRSO T —) 45", CYP2E1Z i fE ik
P 8 R R 7R 22 - A B K27 B 2 0 T S e
KA MG, W2 R YG(ECLY I A Pierce A ]
FE i, S A S PR S B AL R R A2 S i A
WIHIARAT A AL SRR A HPL C ol 56 1
Waters/A 7 2E 77 269074 4r 25 55T, 9967 A
RGN %, ESEEFE%E E, Millennium 3,20/ A%
By TAEw,. (3% FE: Eurospher C 18 [ AH A+,
250 mm X 4.6 mm, 5 um(;* [ 4% [ KNAUER /A 7).
1.2 #4301 SD K BENL 7> 441 (A B

C. D4l), IEH AR (A6 H, LA (B, C.

D4 & 48 K. B. C. DA /K LA P
ERKE K500 mL/L ZEE W Wig, JTIAFIE N4
g/kgi iR, Zo0t2 wkiTFaE N I, 7 2Nk
P8 gkt i, 7 F M IRig. AZH DLAE & A 3
thokig, HRL&AMIE. 8 wk)a, C. DALFF4RIF
&5 7 ATRA ig, 7l 737 4 150 pg/kg. 1.5 mg/
kg, #F4:4 wk. S 420K B A Bk 2
B SRR ADRE SR K AR R SR U i i
— K. BN E, SARNRZEaER, REH
60 g/L/KA 0.5 mL/100 g ipBRIFE, (oI H M2
By, — U IFZPEE, 3000 r/min 2Ly 15 minZE L
W4y 23000 r/min 015 mindRAFILG.
CHR JFF I, EGET 23 I A 2 ] e A s 00 e,
AR R TR, BE S TN -80°C UK AFi fith 47

PLREAS .
1.2.1 retinoids - Z W Liu et al? ik

Jiik, BUFA1I2R£90.3 g, InAVK b 14 [FTHEPES
Buffer 1 mLAIFFE#0.5 mL, UK 4135 HU1 mL
ST, MR IINO.5 mol/L KOH Z ¥ 150
uL. /K EEESO uL. WAREEH100 pL, FEhn
A4 mLIE2Fe, BERTRH 1 min, R)J54°C 4000
r/min &0 10 min, $_E3E E S22 ik
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1 REAFEREBERNZTL. A: ; B: ig

A-B (x 200); C-D (x 100).

&, FAD T IIAG mol/LERR100 uL, X 4
mLIFE e E 8P DGR A, ZURIK T
IECPE, oK REF TR . Edka)
YR BEEUPR A Mretinoids 32 B R 44 78 8
ZAF R REAT, LUBjretinoidsi® )t /) i,

122 HPLC  : ()HPLCWBIAH: WA W%
-K(70 © 30, V/V, /K10 o/ LIETREL), % KB:
. ()i aAHBRJE T 1000 mL/L¥E A RF
%28 min, ¥ 10 minfWZEPMEARE 42300 mL/L#
WWAFI700 mL/LEHB, 28520 minff 26 E
41000 mL/L¥AB, J47£:20 min, /52 minft]
B FEIRI 421000 mL/LH AR, (3)#t#: 1 mL/min.
(AR K:: 340 nm. (5)RA. Retinol. retinyl
acetatefllretinyl palmitate 1 {E M 1] 4351 42223
min. 27.6 min, 32.2 minf146.7 min. (6)retinoids
Ko B TS E LU Arretiny | acetatelf)
HPLCUWE [ #7 4 Fe it

1.2.3 Western blot: JFZ1Z1£90.2 g, IIAAI KW
(100 mmol Tris, pH7.4, 0.1 mmol EDTA, 0.32
molEE#E, 0.1 mmol DDTHIE A M5/ PMSE,
Aprotinin, Leupeptin)VK_ 273, SR )5 BEA TR
ZET L 4600 r/minfZ05 min, B EIE, 8200
r/minZ .05 min, I _EiE, 275 000 r/min &L
60 min. FUTIEP A T UL M 100 mmol
Tris, pH7.4, 0.1 mmol EDTA, 0.1 mmol DDT,
1.15%(W/V)K CIFI20%(V/V) H ™. Bradfordtl
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; C: ig+ATRA 150 pg/kg; D: ig+tATRA 1.5 mg/kg;

RN E B R, #ETSDS-PAGEHLIK(4%iK
A, 12%5r B, HEBIEREAEE R
Tt PR 2T 4k 2 (N CREE), 50 /LG 2 W3 41 h,
RPLANZ WHECYP2ELHiA(1 © 1800)37°C i
H1.5 h, AR A ALY (HRP)AR L F 50 %R
IgG(1:2000)37CHEAE 1 h, B kotik
(ECL) i ta, Xt gt i 52,
fEFISPSS11.548 it 4 R AT
Goit 2 E AR, ARG R Limean + SDFR R, TR
LR T S D8 28 7 22 0 A, 4% A B2 ) ] e
FVEZEROL(LSD)IAT £ E L.

2 R

2.1 HE R A JH 40
LR e RS, A R HEA . ozl g ig 2l
JHF 40 B 1 B R R I A, 2 A T I
oafr, MR OREE 2 R, M 50E I, MAZ b
P Mg, 2% ks, IR EL. AHUE
A0 AR IRBE, IRFEAL X RN X AT 4% 1k 4 g
2. LEFigtRA 150 ng/kgdlfl ZEFig+RA 1.5
mg/k g4 JH- 41 B Jig 107 A2 M 45 B 2 £ e E S AL D
B, MRBCORAEICERTE, BBk, J0 40 i A1
ARINTE. HZEHEH RS (K 1).

2.2 HPLC  retinoids LFig 3 mofA, 5
IEH AL L, gl 2 g 4K RUTFIFR A5
15 [E K T 58%(P<0.01), 1 iR etinolFretinyl

ATRA

HPLC
retinoids

PRMs

ATRA
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A 3 B 2 FFBRretiniodsiZBS
ALD 0.50 1 WENEEILEE. A: ; B:
A RA 0.404 ig ;C: ig+ATRA
) ' ) ' 150 pg/kg; D: ig+ATRA 1.5
A 0.304 mg/kg; 1: RA; 2: A 3
?f 1 l | ) ;4
0.201 ;5. PRMs.
. 4
) 0.107 ' | \
RA ALD J_lL | _|| ;
i ] MNi_ _— 10 "
0.00 T T T T T T T T T T T 1
5.00 10.00 15.00 20.00 25.00 30.00 35.00 40.00 45.00 50.00 55.00 60.00
t/min
B
0.50 3
0.40 i
5
0.304 —
o)
< 2
0.201 | |
| 1
0.101 1 4
0.00 +——— sl TL L __;__ _
5. 00 10. 00 15 00 20 00 25.00 30 00 35 00 40 00 45 00 50 00 55 00 60 00
t/min
C
0.507 i 3
0.40+ |
2
0.301
2 1 \
0.20 | |
| | 4
0.107 | I
Il |
0007 %‘h\ fl : T - T ._.:‘_\- - T = T 2 T \ - 1
5.00 10.00 15.00 20.00 25.00 30.00 35.00 40.00 45.00 50.00 55.00 60.00
t/min
D
0.50 3
0.40 )
0.301
2
1
0.201
‘ l 4
|
0.107 || | f‘.l
| [
oot b e A
5.00 10.00 15.00 20.00 25.00 30.00 35.00 40.00 45.00 50.00 55.00 60.00
t/min
palmitate 20 IR/ T 60%240%(P<0.01). & 524k 5 JIT i retinyl palmitate %% [ 5 7K T~ (% 1).

M5 8al £ B g UM EL, XF LR i gt K i 4e TP
FIAHFIF(150 pg/kghll.5 mg/kgiiim)HIRA
BT IR A S & 22 1E 8 KF. #NAARA 150
ug/kg AR etinol & &k &2 A0 AT KF, #h 78
RA 1.5 mg/kgNE TR etinol & & - 2 7K
-, I ZE R WA TR L (P<0.05). S HR4L
il Z gl LU AT, 45 TRA 150 pg/kg il #5701k 2
JiF i retinyl palmitate 7K *F~(P<0.05), RA 1.5 mg/kgl]

MHPLC{ 3% Bl (KI2)nl &, 7Rl Llivig
HR AT, 21 min%26 minsk HIL B 4B
S Wretinoids Al PEACE = #1(PR M), 1My 4 Ff
7R AR 78 35 AT BH I EAZAR P = ()

2.3 Western blot XA R B IECYP2E1 6
KRR, fELBHES T, CYP2EIRRIL B3
THRE(P<0.01), KEEAEL R0 BALAGS. LRTig
JE4 FRAKNTE, 150 pg/kghll.5 me/kghh A W]
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|
PRMs:
A
RE . ZBsig+ ZB5ig+
= EERE S 7 BSigHA % . ,
(nmol/gFF4E4R) RA(150 ug/kg) RA(1.5 mg/kg) 4-0x0-RA
RA 0.183+ 0.037* 0.077+ 0.029 0.181+ 0.027¢ 0.179+ 0.023° 18-OH-RA
Retinol 21.43+ 2.944° 8.13+ 1.379 22.05+ 2.977¢ 27.26+ 3.149™ .
retinyl palmitate  221.1+ 10.35° 132.6+ 6.472 175.3+ 18.16™ 212.9+ 15.51° iYPéEAl’
PRMs,
PRMs
°P<0.05, °P<0.01 vs : 9P<0.01 vs ig .

FEARCYP2EL {4214 (P>0.05)(&13).

3L
KRR I, TR JH 5 25 0 JHF O 4 A= 3%
AT RRAR. B A Y B e B (IR W
JF), M e A MRESE & B F(RBP)4E
KZ LM, PP 4R AR C B RS, A
WEFCRIN, KKK ERAN OB, FFE4EE
#A. RAFlretinyl palmitate X ML 3E P RAKIE
PEBEAR, (HI% Fretiny] palmitateAS52 W i 5E
Wi, 5 Wang ef a/” FIChung et a/'""fRiE—3%.
LEETHiretinoids7E FFHE AR 3= 247 DU R 3%
BUskl: (1) L8 4 22 A A AR KR AF—Fil
S A AR, IE RS DU SR A P T
LT B (ADH) AL Bk £ 145 th T A
B (ALDH)SEAL I SR HE RS, A FAS &
L [F AT ADH. ALDHX&ACHHEE. 40
A sE g MEHADHAALDH, BHIE4E4dE RAK
RRAM. (2) ZHEF T AR A4 i €4 3£ P450
2E1(CYP2E1)FR L & 1 m, {4 5= AFIRAMK
R P P W S 22 (3) 2T A R
PR (AL A= 2 ARG AR TE 20 A IE % 8 IS h 4
ACAES L EA

PRMs:& R SR, fH54-0x0-RA,
18-OH-RAFI— e A A 11 747 PRMsYE
ALDJH 5 1 BT R AE I AE HE AR 4% ). Dan
et al”' O 7K TAE PR M s H AT T4 B a3 1k
ABATT ARG R g P K BRUTE A o PR Ms$ B K,
YE T HepG240 fia Rl AR 40 A, 45 FF i
PRM s LA J55 A0t A0 ] ] 46 f 77 =0 ik i 5 1A
T EUH A0 AL T ASEE 25 R R, PRM st
R BRTRDRS Y FFF 030 v B S v, 40 PR g K U
FLATRA 4 wkjiF, 2R FIE ATRAKLFRA TG
PRMs;7 4. [, 150 pg/kgZl R BT i 42
FA. RAFIMZE hRASE 4L B 1E 3 6 41
K, HFWEFretiny] palmitatefS 230K ; 1.5
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o
-
X 15+

10 -

il

0

1 2 3
3 BEAEFFIECYP2EIRIA. 10 ;2
ig ;3 ig+ATRA 150 ng/kg; 4: igtATRA 1.5

mg/kg.

mg/kgZl K ST W retiny] palmitate n] 5¢ 43 [0 &2 4
TEH KT, AH Yl L 2 AT KT 37 T 5 IR 4,
UL AT g SR ARSI HI 4 A 2 AP S AR 3k 4
A FABRA O, THEN ATRA BH#FPRMs [ TE i
AIfE 2 BH T ATRAKM 78 AJ PS4 21 2= AACE
ST, A HAFIRA S B IE 3

CYP2E L& ok (AP IR B 1 11— Bl A A i,
TEALDR R IEH EEMEH, KIWK®E L
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Abstract

AIM: To investigate the effect of cyclosporine A
(CsA) on cisplatin (CDDP)-induced apoptosis of
hepatocellular carcinoma (HCC) cells.

METHODS: SMMC 7721 HCC cells were cul-
tured (re-cultured every 3 d) and divided into
six groups: A (control), B (10 mg/L CsA), C (40
mg/L CsA), D (20 mg/L CDDP), E (10 mg/L
CsA + 20 mg/L CDDP), and F (40 mg/L CsA
+ 20 mg/L CDDP). Morphological changes
were observed by fluorescence microscopy, cell
growth was assessed with the methyl thiazolyl
tetrazolium (MTT) assay at 24 and 48 h, and
apoptosis was assessed by flow cytometry.

RESULTS: The number of necrotic cells in
groups E and F was more and the number of
apoptotic HCC cells was significantly lower in
groups E and F than in group D. The apoptotic
rate was significantly lower in groups E (22.7% *
2.4%) and F (22.8% *2.8%) than in group D (32.7%

www. wjgnet.com

1 2.8%, P = 0.008). The rate of apoptosis in groups
A, B and C was the lowest, although there were
no obvious differences between the groups.

CONCLUSION: CsA decreases the rate of CD-
DP-induced apoptosis in HCC cells.

Key Words: Hepatocellular carcinoma; Cyclosporine
A; Cisplatin; Apoptosis; Methyl thiazolyl tetrazolium
assay; Flow cytometry
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BH: A(cyclosporine
A, CsA) (cisplatin, CDDP)
(hepatocelluar carcinoma cells, HCC)

Tk SMMC7721 , 3
d . A ( )>» B ( 10
mg/L CsA). C ( 40 mg/L CsA). D

( 20 mg/LL CDDP). E ( 10 mg/L
CsA+20 mg/L CDDP). F ( 40 mg/L
CsA+20 mg/LL CDDP),

, (methyl
thiazolyl tetrazolium, MTT) 24
h 48 h ,

24h
#£H-E F
D .D

., 327%+28%; E,F
22.7%+2.4% 22.8%+2.8%; A, B, C
E,F D
(P = 0.008).

it CsA CDDP

P AR ; ; ; ; ;

CsA



3268

ISSN 1009-3079 CN 14-1260/R

2007 11 8 15 31

CsA

. Caspase

, CsA

caspase-3

) 2007;15(31):3267-3271
http://www.wjgnet.com/1009-3079/15/3267.asp

0351
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CDDP) & 4 i i AR e 1 24, ] 4004 9 4
ML DNAS $lk R, Jratr Han e - 45, A
BRI BURE/EM, FH S Z PO R
T IEAER, HIJGAs X 25550 28, A 9 iriea 1k
57 B H 2 2 — . BATE I A A S5 W
£XCsAXCDDP 3 ) FHe 4 N0 T A R S
S AT RE AL

1 RT3

1.1 N0 ZRSMMC 7721, HIA B Sz 56
s TR IR L, 7554100 mL/LJiR2;
M. HEFE(100 kKU/L) M 3R (100 KU/L)IK
FFEDMEME; 75 56H137°C . 50 mL/L CO 444 F
BE, 3 dfe—AR ARIR G . SiHEDMEM
i #2500 [ Hyclone A\, Annexin- Vi Tl
TR [ fb I A4 TRE/A 7, caspase-37G HEAT I
RF & H Bio VisionA 7], 3, 4- FFE-2-WEme It
22, 5- I ALY EME(MTT) N Ameresco’A 1)
P, AER-ATEEAAR). DMSO( LT
M) 4 Sigma 2 7] 7 i, CDDPIY F 55 & 25) .
1.2

1.2.1 OB Ak T B
SMMC7721 41 fu P T96FL1 200 pL5E 44555
Kerb, REFLA A1 X 107, 20 BN M 10,
20, 30, 40, 50 mg/LIICsA, % R ZH N A ZEAARFR i
PBS¥, fFAH¥3/1N AL, 155748 h, £:24 hisill
LIRANMIAF G %, J7i%: IIA20 uL MTT (5 mg/L),
¥ H 4 h, Z1EREFE, 1500 t/min 2505 min, 772 F
i, HLIMADMSO 200 pL, e RE R, T
FEAR{SLT spectra, Austria bl 72450 nm[¥IH
AL, % AR E A AL R = LA
W2 e /5% AR 1) X 100%.

1.2.2 C U B K A e, S
FC64H : AL IRAL) In 5 8156 20 45 1 HH IR
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Y24 b, LA S 4 T
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K; I caspase-3 3G PEA IR 7 G 42 4t 7Y 41 g
250 pLE TUK F V10 min, 10 000 g B0
1 min; FFERAEY) 3 55 BRI 96 FLIR, &FFLINA
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FEbRAXSLT spectra, Austria_ il 52450 nm AW
JEATH.
1.2.4 W IR
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I, 23300 H Je e jE M i 3 5 I\ Annexin-V
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= BEAT 9 40 M 5309 T i v X g0 4L (B D
FACSort, USA)filll, #5496 A Cell Quest 3.0,
i =t i £ 4k 4347 4 F WinMIDI 2.8.

W bk %5 2 A0 M, A B E DA A R
G A A M TS 228 4k

JiT A B K Hmean+ SDRIR,

gl A A S AT AT AL I AN 2250 K. S
PHRATAE TISPSS13.0, 25 /KT Ao = 0.05.

2 BR

2.1 Xof FRECZE 40 PR R 2 K R
WFERE, B PR, v %5
ZUH. paliCs AZHAEHI48 h ml D40 i AL A
Ej 0T AL AR TE], A2 07 24 AHNE 2D, 10 FORI BRI, 1H
AN EE 2R K R, FaiC DD P4 FH48 hjE ]
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59, 40 MRl ERAR K, W WLE T /MA, 2534
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EZ QN TSR I S | DR R
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2.2 SMMC7721 iR, CsA
7E10-50 mg/L 1) 78 [l P30T T8 40 1 ) A= 3 )
IR GGEEF, WEBE, AE I RERAC, )
A KA S RN, 10 mg/LAL N 40 i 2k
KA FH feom, SAth 5 2417648 b 4k 18 H
BIEES, 52 A AL L = R (R D).

2.3 SMMC7721 K2 R o,
DAL A M T d =, h32.7%+2.8%. E, F
20 M TR IR DA, 4 22.7% £ 2.4% i1
22.8%+2.8%. MALZ o W% 57 (P>0.05), {1
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L IRL R MR AT PR H) — M. Freise
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JE v eE, FRIA TS Py A Cs AN R 41
G AE T 5w LI I PR 25 I IR
AT TR RE . IR UG
CsAfEI24 b 40 Mo A3 22 W) B 19, e W]
TR TSR FRAR, Ui B Cs A I 38 T 410
HIVE . BB A WL 4248 hLL G 5 4 IR A7

www.wjgnet.com

; B: CsA; C: CDDP; D: CDDP+CsA.
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°P<0.01 vs : 100%.
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() 38 5 T L B4 5400, 11720 mg/L LA R ¥k 5 4 i
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Abstract

AIM: To establish a simple and stable model of
orthotopic small intestinal transplantation in rats
that minimizes mortality.

METHODS: The graft removed en bloc consisted
of the entire small intestine, portal vein and
donor aortic segment, along with the superior
mesenteric artery. The graft was perfused in
situ and the gut lumen was irrigated during the
operation. Revascularization was accomplished
by end-to-side anastomosis of the graft aortic
segment to the prepared recipient aorta, and by
the formation of a cuff anastomosis between the
donor portal vein and the recipient left renal
vein. In the first part of the two-stage procedure,
the distal end of the graft was anastomosed to

the side of the distal ileum, and the proximal
end was fixed to the abdominal wall. Seven days
after heterotopic transplantation, the second
procedure was performed. The native small in-
testine above the jejunojejunostomy was resected
and the distal end was closed. The proximal end
was end-to-side anastomosed to the proximal
end of the graft.

RESULTS: A total of 174 intestinal transplanta-
tions were performed in rats, 44 of which were
in the formal experimental group, with a surviv-
al rate of 90.9%. The time for recipient surgery
was 50 = 15 min. The average time for the arte-
rial and venous anastomoses was 20 £ 5 min and
2 + 1 min, respectively. The average time for the
two-stage surgical procedure was approximately
35 + 15 min. Four rats died within 5 d of the first
operation. These technical failures were due to
anesthesia complications, intestinal fistula and
intestinal obstruction. No rats died after the sec-
ond operation. Forty animals survived for > 3
mo.

CONCLUSION: The two-stage orthotopic in-
testinal transplantation technique used in this
study allows graft recovery from ischemic dam-
age, the avoidance of life-threatening intestinal
anastomotic complications, and increases sur-
vival rate.

Key Words: Intestinal transplantation; Animal mod-
els; Orthotopic; Heterotopic transplantation
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Abstract

AIM: To quantitatively detect bifidobacteria and
lactobacilli in feces of Parenteral nutrition (PN)
rabbits by real-time quantitative PCR.

METHODS: Sixteen New Zealand white rab-
bits weighing 200-250 g were divided into two
experimental groups: control group and PN
group. On day 10, we obtained fresh feces from
the rectum. Whole bacterial DNA was extracted
from the feces, genus-specific primers of bifido-
bacterium and lactobacillus were synthesized, and
the specificities of the primers were evaluated by
conventional PCR.

RESULTS: The detection limit of the method
used in this study was found to be 100 per PCR.

wet feces (0.05 g) of PN rabbits was significantly
lower than that in the control group (4.62 + 0.24
and 4.29 + 0.49 vs 5.84 £ 0.92 and 5.14 £ 1.07; P <
0.01).

CONCLUSION: The real-time PCR procedure
described here is a specific, accurate, rapid, and
easy method for the quantification of bifidobac-
teria and lactobacilli in feces of infant rabbits.
Dysfunction of the intestinal barrier induced by
long-time PN-fed may be related to the decreas-
ing number of bifidobacteria and lactobacilli in
the intestine.

Key Words: Bifidobacteria; Lactobacilli; Real-time
PCR; Parenteral nutrition

Chen JJ, Cai W. Quantification of bifidobacteria and
lactobacilli in feces of PN rabbits by real-time PCR. Shijie
Huaren Xiaohua Zazhi 2007; 15(31): 3278-3283

=]:oR PN
R PN

Fik: 16 (

) PN ( ). 10 d

, DNA,
PCR
SYBR Green I Real-time PCR

HR:
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, PN (0.05 g)
(4.62+0.24,
4.29-+0.49 vs 5.84+0.92, 5.14+ 1.07; P<0.01).

58 Real-time PCR

KEgia: ; ; PCR

real-time PCR
. 2007;15(31): 3278-3283
http://www.wjgnet.com/1009-3079/15/3278.asp

0 31

XU FT W (bifidobacteria) FF AW (lactobacilli)
15 R 8 B W) o A P ) DA R, R AR
WREAES P AP R E
FRAE 2 07 AR B R LTI ) i Ak R
(parenteral nutriton, PN)£> 5 2176 15 1 F 2% 1,
3 55 M e e, 1T 5 3800 o R A7 R P 2 3% i .
Rl BRAT, T L HIF 9T P NI A Mg 1 RO A e A
FUFF R AR AL, BRI PN 2 b B ) i B A 1)
MU BRSO B R LA 8 DR AR, HoAL 48
(1) 55 F2 I BOLAF AL LA S 8T 2 55 IR M
K, R &5 2 40 B B AR IS (] A AR EE D 2=
HRs IR HENE BE IR 52 Wi K5 22 Bl AR A
ST AE LAEAT. SEIN 2 E HEPCREE A (real-
time PCR)H FH 40 11 55 5T 20 IR AZ IR 7> 1) Ay 6l
fih, A2 FIRECAT R BRI, hy DR AT 1) 5 A U
SRt THIE e, UL EAT TR H H AT fr i real-
time PCRITVENS B e FEATHR A HEAT XA B A
FUFF BT

1 #RRITSE

1.1 HEJE2 wIHTU S A 160, MEAE
ANBR, R JFTEE200-250 g, 43 24, XFIRALTI,
PNZHOH . BUECFF T8 ¥R T BoR 4 75 B SUECH B
(Bifidobacterium adolescentis), FF 4T B# A7
JFEFUANT B (Lactobacillus plantarum), t i
A K 2 A A A R A B B I 1T
KGR R K B A Bt 40 1 5.

1.2

1.2.1 : PN AT S5, AT T
HERTIRSE, TR FES24 himiE T FR (240

www. wjgnet.com

mL/(kg-d)], HR A e 36 K L R, B
FRWEHC 7 W SCHR[2]. 0 TR IE & R B W IR, 4
SILIEFR, BT BN B2 hE S, =il
20-24°C. PNZH4IRPNFFLE10 dJE, 158 FH ks

TR, FRSfid A B R /K2 hE R TUR, 506 2
— T R, IR N 2
1.2.2 DNA - WHUE

W IEAE, LRI E AN TCR B0, -20'CHRAE, 24 h
PN el B 20 P 40 1R LK 4L DNA. FHQIAamp DNA
stool kit (Qiagen, Hilden, Germany)Hh 2 (T Py 41
WA 4IDNA, BARSRAER U] BT, dh )
RUBCFT AT R B B, R0 20 0 SR A A e ).
1.2.3 X
ISR A FLAT 1 5V 5 1P (genium-specific
primers) ) HII S I SCHR[3-4]. b RS 14551 W&
1, 5 10] b o R 27 58 DA it AR B 2 ) 5 B
1.2.4 DNA  : H5HIH
TN AP R T 820,05 g MY FLRF 4T 14
$70.05 g KWATE TR 721 mL, 4115 DNA
LD IR H]1.2.2, -20°C {147
1.2.5 D R E R 4IDN A
HHPE AT H P CRI VY. 50 pLARIEPCR W,
A2, 10X PCR Buffer 5 uL, 25 mmol/L Mg’" 3
uL, 10 mmol/L dNTPs 1 pL, 25 umol/L I F 5|
Y41 pL, DNABE 1 pL, 5X10° U/L Taq DNA
polymerase (Promega) 0.5 uL, ddH,0 37.5 pL. &
% At 94°CASMES min, fEIF35UC: 94°CAZHE
40 s, 55°CiE k20 s, 72°CZEfH1 min 15 s, 72°C
FEAHS min. FIATH MPCRKX N FPTC-100TM
programmable thermal controller(MJ Research
INC.)_ERET. 11 /LIS B R B S vk 23 b7
PCRY" 1774, LIDNA marker DL2000(TaKaRa)
h o F bR
1.2.6 : AMFRUE D
il 2% DA 5 OB AT 1 A A LA B P CR 7
W R R EOGEE) HIMDNA Y B, &2
TaKaRa pMDI18-T(KEE AW HAE b, HA
ORI AL B DH-SoE F 4N+, 5 B S 43 55 R
KIDNA. ZAHNE, S5 77 OB 3§
YIFLRT T I #E DU, AR B o 2

B AMRUE SR L0 R AU RE, AL Ak
107-10*4% UU/L, % R34 Fdt4Treal-time PCR
FJN, AR Z20 uL: 10X PCR Buffer 2 pL, 25
mmol/L Mg” 2 uL, 10 mmol/L dNTPs 0.5 uL, 25
pumol/L I Fif514)4:0.25 pL, DNASART pL,
5X10° U/L Taqff(Promega) 0.25 pL, 20X

PN

PN
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(real-time Bacterium Primer Primer sequence (5'—3') Amplicon size (bp)
Q-PCR),
Bifidobacterium  Im26-f GAT TCT GGC TCA GGA TGA ACG 1428
Im3-r CGG GTG CTI CCC ACT TTC ATG
Lactobacifllus L159-f GGA AAC AG(A/G) TGC TAA TAC CG 600
L677-r CAC CGC TAC ACA TGG AG

SYBR Green I 0.5 uL, ddH,0 13.25 pL. %
BEFF B B 4 95 C A ME3 min, 340
W 95CAE40 s—61°CIEK25 s—>72C
FEMT min 20 s, FEARISTC 0 s(20°C/s)—
71°C 15 s(20°C/s—95°C0 s(0.1°C/s), ¥ &I
40°C 30 s(20°C/s); FLAF B RN 4&ATF: 95°C
22 PE3 ming fFFR400K: 95°CAEPE40 s—61°C
B k25 s—=72°CHEM1 min, @fE95C 0 s
(20°C/s)—71°C 15 s(20°C/s—~95°C 0 5(0.1°C/s),
A E140°C 30 s(20°C/s). T %6 8 EPCR Y.
¥J#ELightCycler (Roche) L7,
1.2.7 Real-time PCR

KRR IURE S DN AR % 5 ) 4%
P it 2 A T] ) S5 I8 A4 28 R s W 4 A1 i3E A T real-
time PCR R VY., 455 IS 564 91 1 0 ORI R 71
RRIE, BEANFE A3 FAT AL, LARIE S5
AR AR AT R, e R, BT
fift it 2253 #r.

K HSPSS for Windows 10.05%

A, 78 HdE Limean + SD# R, K Student
R LI TR) 22 591, P<0.05 22 545 G vt 2 7 X

2 R

2.1 PCR 11 /LI SRR B S F vk 43
HT B R IE AT DN A FIPCRY™ 1 =), A X
AT BRI ) LA 181 35 R 41 DN A 43 1] £F 1428 bp
1600 bpih 7= T H—F 3 X Ay (B 1), 1 K
FFR L A 2 DNA K WA B4 [X A

2.2 AN T4 DUE R B
BEAG IR B 3G 0, JLUG0m 5 i i o, A2 id
— BRI S i ia oY, BT <oF
RN, Fa iy G RIS DU 2Ot BT
ABLIR) 3% DG R A T XU B AT LA 11
AR N1 ih £ BT W 2100w A
FRAETE Ih 2842 K, 1309 Zreal-time PCRELA B4
(1 R U (E2).

2.3 DAAN [ 45 LK
(1) S PEABE AR FR ) ZOA AR R, APCR S Wi F rp

bay’:| n FUSATESD) JLAFESD)
7 5.84(0.92) 5.14(1.07)
PN 9 4.62(0.24)° 4.29(0.49)°
P 0.004 0.006
M: 0.05g N: (log,g); °P<0.01 vs

2000 bp
1000 bp

500 bp

1 EREEEDNAEAIPCRY IZFZH). 1: Marker; 2:
K 4

F)IK Y6 BAE P RTUEE IR K (Ct) g AL bR 15 2]
LT A R SPL AT A 0 b e T 2 (F13), b A
i FRY BT B8 RN LA 1 T4t T 5 AR
2.4 BH P A58 B £ 9% e o e
PCR N G HH, FeWZcmlifi@ . A3 515 2% %
2k (E4), ] LR 2k i B, A1
#.—. 5SYBRGreen 19¢ /4RI &E G0 R B H
FRDNA B, F 2 Bl i 3 i € th 2 4y B PR
R L) () s i I £, mT WG =) et IR, 3
W 1% S I 4% AF Aty St 4 1 s oA e e v 4R
FH 4 &5 S H B

25 R PR BT
5 DUBCHS T 8 ok Cefi 5 bt 2 LU AT 21, 280
€ PCRAC ATl I ML N I LightCyclerSoftware
AP R e g . T S N XU R
FHFLFT B AR AS S IR A, WO Sl
(log,o)HEAT Student A% 45 5 i/, PNV FF
BRI LA B B B I T IR AL(P<0.01, 3R2).
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Cycle number
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Fluorescence(F1)

8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Cycle number

Agczl— B 28
] 26
301 24
28 7
3 261 B 22
24 | ,
5% 5 20
= Z 18 1

o 201 o
g 181 g 161
O 161 O 14 1
14 | ,
13 ] 12
10 1 10 4
8

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40

2.02.5 3.0 3.54.0 45 5.0 55 6.0 6.5 7.0 7.5
Log Concentration

3 AUERRZ A ; B:

3 11E

XUEAT B R LA R AN U N2 3 P 3 B2 ) 3
Y, AR S R LA . Mk
BT et alt™ VR K R AR SR S T AT R SUBL T
WA FLAT B AT BT, R 3 R A R
AFLSRE FH A 8 15 37 D7 1A SUECR B A FLAT B8 1) o2
O BRI B Ty, LR B 52 A0 A B AR I
ANFRIRBEIR 25 . BE R AR Be ARy e v VR R
S5 2 T IR 22 R, AT RO i, 4 R AR
SEVE. ATEEVE, TRECASKERA, JE e R
B A 0l B o LARS 5%, WA REHE A S B
WAL TG A o D B, S R RERT XL

www. wjgnet.com

2.02.5 3.0 3.54.0 45 5.0 55 6.0 6.5 7.0 7.5
Log Concentration

R B FUAFBRHEAT PO MERf =0 VAR

AR, — ROy, Pl RIS IR
Y P T T VEB T2 BT DR, Riireal-time PCRYZ.
Real-time PCRE;A & LU FF#16S rRNAZ Y
BEDRIRY 2 DX TR AZ IR e 1) O S 0 il 5evt 5149,
ZPCRY MY, ¥4 W 5V k&G, Pl
PECAT T (I SIS I =TI, Hofhes T
PCRI REEFD IR A E SEAG AL AL, e
NS R RG . BUR. AR, FR R AR
TP A RS NS RT LA JBE G e G A 7 v K e
B4, 10 H TP CRY BRI 7= 7 #7164 i FE 34



3282

ISSN 1009-3079 CN 14-1260/R

2007 11 8 15 31

2.4 -
2.2 4
2.0
1.8 |
1.6
1.4
1.2
1.0 -
0.8
0.6 ™ =T

0.4 - B 2~ ==
0.2 o
0.0

Fluorescence -d(F1)/dT

B 4 yigr-wEmRihs

A

e e e 1

-0.2

-0.4

Temperature( )

TG B T HEAT, JF L], Bk nT
TRy g, P s AR, TR POk
JE 22 A (FISH) RS S, AT PCRIFARUIER D
Martsuki e a/BIFFT R IR FHPCR ;24 IR
FR, EAR4ERE 7710 R A110-10045"". Real-time
PCRUZH: TP CRIFFE 2 AR A IR 1 252 1
FE FHPCRAI L AN ], real-time PCRIE &
RATY G RFRHAN, v Lk % WL TPCR AT
RREAR 40 LU 3N [ 3 S0 i .

T AT H 2 0 4 e LI A5 N 4 36
BT B AT FLA B EAT B A I, fs
T2 v (1 Jm A5 S e 5 1 9. 2 ISR [3-41 6 it
FIDIR RSB AT« FUFF B KT B g ke o
HIFRTDNAYE R FIPCR, ] WAV AT &4 1974
K/NA1428 bp, FUAT 14 KN 24600 bp,
BRI X FE R AT B AR L Lk 4 e, Ut I S )
5 S 5 A0 i b 5 ) RO AT R R LA .

[}, real-time PCRJX M 4 F ik F AL
AR T RN T 55 A R R, I S gkl
SYBRGreen 4 A B A2 Ak OCRER R 35,
HRSYBRGreen IR & RS Al 5 655 142
PO BRAR, X R (S DLIRE i n] Be TCV2 K
MSYBRGreen I ik i, SCREAMHIPCR %
I, BEAGP CR S N 256 . 3 ek 6o 94 58 328 ik 1) 1y i
8 SYBRGreen IfEIZAR R S LK N
0.5 X, M LLABH 77 B (1 A A v i DAy SR Al 1
I8 im0 D 2 1004 A5 BH I il 2R AR K
B RS ATE 104N . A, B T"SYBRGreen 15
DNAXUE SRR e PE 2 G, o5 |19) — SRR XL
BE5SYBRGreen 145417~ AR B A PESE AL, 5k
0 44 3B K Il e 3 ek 1 1) 7 A 4 h61°C
I I Rl £ AT SR IE T A

Bt 2 i1 it 5 1R 2 bR, 1T bt
i FRURS R 5 S b v il 2R B (R e, 2
R o B (1 DG WRAE R H 5 P CR™ ) LBl

s e e e e s e e e
70.071.072.073.0 740 75.0 76.077.0 78.0 79.0 80.0 81.0 82.0 83.084.085.0 86.0 87.0 88.0 89.0 90.091.092.093.0

FERGRE IR 7 70 AR TRHE R AP AEANUER . A FaE
PR A AN SIZIG K 3 FPCR 4 e [ B3 A4 I,
ARG HHEETORE, 84tk H A v BOTORE IR P I
e LRGSR, SEIL T HERA e i FLBSARCRR E
1, PRI A A X %) real-time PCRAECHK
FES I T A DR BRI IE 22, WAR &
HR, [ AR v il 2 () F 4 PEAG 56

AHIT 4R R, 6 AL 2 i #6(0.05 g)H
AT BB 4 5.844+0.92, FUFTF B REE K
5.14£1.07. PN %) G Fe A0 rh XU B A FLA 16
SR N 4.62£0.24F14.294+0.49, BEALT X
R EH BB e R AT 1T A2 B 6 B e 1 = 22
853, T i Bt S fi o i %) T LA R 4
DRI AT, KA AN E 75 T B0 W B A AN
PN B 25 I A5 1 5 e s 1 114) 2 TR X B8 AT 11
FUFF B A 9 %, PeoRn BATIRAA AR I 2
AL B T BE N MCGEPN S B R TR i
¥ R B D e B & A%, (BT B IRAIAEA G T 1
WFFEH HE— 2 5IF. Real-time PCREZ A SZIL T %)
RUBSFF B ST R 25 X 85 55 T4 1) S I 5 20 AT
R HE— DI SIS ) AN T R R TR 2 R
HAh B R T ARSI F B, AR
U (R S B AP 5 R I A I P i 55t
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AFURR 4 HESD T Rl R B AR i, 3LV Z B AR, DTG B R LT R BR T
FEIRIZHZL T 20064F FE AT R VEAl TAE. BEIRZ VP A 20054F FE (L P6 44 R W 196 R 311, b, #ERHIEFI110
Fite REBOUITIS6R. PEALSE BN T — 2L F5) W1 3L 88F#, JLr kB TI4270, RIS TI46, AF5 5 E i

I3 2 A A A AT A O Tk 1035, JCrh A RH T 64Fh, BHESWTI3ORY, =2 TISLsH, JLrhtk
FHA AT, BRSSPI UR. (h 3L v a6, i B U= v REERRT)
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Abstract

AIM: To clone the recombinant plasmid affecting
HER-2 gene translation by RNA interference,
and to analyze the nucleic acid sequence of the
recombinant plasmid for tumor gene therapy.

METHODS: Two DNA sequences containing a
small hairpin structure were designed and syn-
thesized. The complement form was obtained by
annealing and cloning into vector pGPU6/GFP/
Neo, and the recombinant plasmid was trans-
formed into strain DH5a.. The plasmid identified
by restriction enzyme analysis was used for se-

quencing. Human colon cancer HT29 cells were
transfected with plasmid vector, and then fluo-
rescence photographs were taken and selected
according to G418.

RESULTS: The recombinant plasmid was
cloned, and the sequence was obtained.

CONCLUSION: Successful cloning of the recom-
binant plasmid may help to discover new gene
therapies for tumors.

Key Words: Human epiclermal-growth-factor recep-
tor-2 gene; RNA interfering; Recombinant plasmid;
Short hairpin RNA

Han MY, Wu AG, Guo AL, Li P, Ji SF, Liu Z. Cloning of
recombinant plasmid affecting HER-2 in gene translation
by RNA interference. Shijie Huaren Xiaohua Zazhi 2007;
15(31): 3284-3288

Bay: RNA  (RNAi) , HER-2
Fik: DNA
, , pGPU6/
GFP/Neo , DH5a
HT29 ,
G418
R DNA
£5i8: HER-2 RNA
X583 HER-2  ;RNA :
RNA
. HER-2

RNA
2007;15(31):3284-3288
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0 51
HER-2(human epidermal-growth-factor recptor
2)7 TRREAEKKN FZ AKX K (human
epidermal-growth-factor recptor)f SB247 Jf 5, X
g2 /IR G o SN o R N T oG g D R I R (DA
HER-27E 45 H Wi b BV e i 55 g v i e 7%
TR, A2 R vh Hod 3k 5 757 2 5% il
Ja BT R WA R R AR T
SER G AL 73 T e — Ak, il 2 A
T IR MR A e T 2
177 2, 2 PR R R V6 1) T A R,
HMRNATHH ALY (Science) AviiiFik
20024 LSRR Bt 2 B Bk, RNA
A A L N 7 A T K R
BEXTANMAE S AN T A O 4
Iy SR 0 R N LS A TR AN ]
RF S5 TE /NFHPERN AT 45 W 41 g 344 W
B Y. RN ATEAR BATHE PR
M, CEBCIF LR T E 2 T Y. RNA{
BA R 5 A 19 nt-23 ntff/M T4k
RNA(small interference RNA, siRNA), [ [R5
mRNA, wiak. R bR E 5L . A
&, BRSIRNAF AN A0 L, e Je A%, #1
I AR, AT R M, K RIRRNA(short
hairpin RNA, shRNA)XHHEAE PR 40 i S8R I T
siRNA™. AR A T £ S HER-25: PR )4 K
45 FJRNA(short hairpin RNA, shRNA)F 2] K ik
BARD, W T AR IA A SR YRR A
HER-2-shRNA & £ RNAiF .

1 #RFEE

1.1 T AU BT MpGPU6/GFP/Neo
SR ST g B A ], v B R AT e
DHS ol KT K& R AW A, BREE NI
B§(BamH 1, Pst 1, Bbs 1)}T4 DNAE#
B TR BENEB A A, %8 5> 1 i b i
Lambda DNA/Eco130 I 3£ FFermentas’y
Fl, JORL /N BB R O KO AR A F]
T I 70 g S A R R SRR 42 B 7 /N
HT2940 il i) 2 8 N TG B o A o0 51 565 5
1%, DHSo KW AT B 32 & 40 M A7 T--70°C
#%H. WIEGenBank IR IE K HER-2FE K #%
TR P4 (No. M11730), Z#%shRNA® it J5i
WBEAT v, A FIBL A ST 3% % 9 7 41 Fl AH
N P N S5 R A B0 4l P R AT bR, HE B R S At
Ga i 74 /ES TIRIE 1) 7 41, o I 0 5 H 1 4%
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W BAENHER-2FE R T B, — & &AM T
395-415 bp[fIGCTACGTGCTCATCGCTCACA,
PG AL T 2184-2204 bpIFHIGCAGC
AGAAGATCCGGAAGTA. loop4ityit [l T
TTCAAGAGALUE B S b5 'S, R B
PUSHETTTTTT, LA IR S%. 1 SCREASAR 115 0
ININT CACC, 5Bbs 1 BV G T I Bty FLAR
RSCEERARP) S 58 i T GATC, S5BamH 1 i
VIJG T8 B &b o AR, JPRE FLE B T4 W)
4. shRNATIE 4 SSCACCGCTACGTGCT
CATCGCTCACATTCAAGAGATGTGAGCGAT
GAGCACGTAGCTTTTTTG3'. shRNA1Jx X fi:
5'CGATGCACGAGTAGCGAGTGTAAGTTCTC
TACACTCGCTACTCGTGCATCGAAAAAACC
TAG3'. shRNA2]E S ##: S'CACC GCAGCAGAA
GATCCGGAAGTATTCAAGAGATACTTCCGG
ATCTTCTGCTGC TTTTTTG3'. shRNA2J X B%:
5'CGTCGTCTTCTAGGCCTTCATAAGTTCTCT
ATGAAGGCCTAGAAGAGGACGAAAAAACC
TAG3'.

1.2 pGPUG6/GFP/Neo-shRNA %35 444 [ 4
. ¥$DNA Oligo4) H H TE(pHS.0)¥% i, W& A
100 pmol/L. HUAHRY (1) 1F SCHEH s SUHEOTigo¥s
W, IBKAKZR: 50 uL = 5 uL(IE X8E)+5 pL(x X
B5)+5 pLiE ‘KkBuffer+35 pLICH /K, fEPCRIX L
Fe R SR P TIR K AL BE: 95°C 5 min, 85°C
5 min, 75°C 5 min, 70°C 5 min, 4'C{#7E. iB K4k
RIS FHE A 10 pmolfIshRN AR K i
BRI AR RES006%, 9% 420 nmol/L, HT
RN, HAKpGPU6/GFP/Neo%BamH 1 Al
Bbs 1 XYY, BENEHE ok, 18 H RSO &
M. K 3B Kk B B S 2 g D) I () R 44 R OR L
30 IR AT & R N, 16 CRl . ik
=5y MAERNT100 LD HS ok 52 240 i
TR T AL, VAT T Kanamycindi It (KR
420 mg/L)FILB R L, 37°CIa 455 771l .
AR BE TR - PR3 A 5 v [ 1 9 42 0 T
3 mL & KanarfiiPE(Z9KE 420 mg/L)FILBL; 5%
W, 37T CHEMRE R R TR . F BORL /N Sl 4
TR &N R IUTURL S, 2300 F R P 1) il
Pst | MBamH 1 MR EE) %7€, 13 3K 541 )5
K5 4 pGPU6/GFP/Neo-shRNA1, pGPU6/
GFP/Neo-shRNA2. 4 55 UF 55 J5 1 1y /> .40 5t
PRSSEV G RER T b Be Sl i A /N B VR A R K
5'-TAATACGACTCACTATAGGG-3". LA%5100
mL/L/NE L FIRPMI16405; 37 58555 N K

]
2004 Yang et a/

siRNA

HER2/neu
Gy/G,

D1
. p27

PI3K. pAKt
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HER-2siRNA

HER-2

JEHT2940 bk, el 4K, anfiudiiofLa, 1
Opti-MEM" [ JCILiE R 77 (W HInvitrogenZy
), 73 LA250 uLAiRE4 ngFORIUAFN10 pLliE
JFiAkLipofectamine 2000154744 4%, 6-7 hjm 4t
SRR IR, B LS M40 M i N 600 mg/L G418
ik, 014 dJE BRI PE v, 9 855774 .

2 BR

2.1 FiE A IshDNAFE 41
BN JFRipGPU6/GFP/Neo(&11) )5, HiBamH T Al
Pst T WUI 53 8], JFURip GPU6/GFP/Neo
(1BamH | MBbs 1 Mg w2 [0 3&Pst 1 1Y)

PR, WA REwiPse T FTEY). Pse T BED) 45 2
N 2551, 14 N BIRTEIMISCRIY, B24 N
JFORLIIRA 5t TT PR O CHRY AL, A St s 21 A AN g
WPt 1 il V). EA A BamH 1 FRHGY) T 267k
1k, 4HFAES100 bp 247 (K12).

2.2 24N TR shRNA G A5
JPH 5w B B ot A — 8, R SR R
fi(&3).

2.3 HifishRNA

Ryt St e 6 2R A SE 213G Y NHT2941 i
JERGE ISR i a8 S ) CINR TS E S EN !
4), YL JE24 hodt BB UE S e T,
G418%8 % Tk Hi B T .

3 111E

L T 7 AP 50 7L 30 0 4 M 1 6 DR ol i g kT,
AERN AN, 2N 7 A H8: — 280k
ARANEG 3 BAL 2 25 s IR N A28 1 S A s a0 s s
RS R A S A FRNAL, 75—k
e 2 siRN AL IR B Ye 4l i J5 235 ¥ R e 2
siRNAsEFRNAL b5 5 BUFsiRN A sH 6l /E
F IR () J6, 5 BORAR B3 5, JF AL 5 F15 Y« RN A
ity 17 A, DR ke PR IC N L T R R UsiRNAs
F IR B Y AN M Ji5 33k R I K siRN AslA
B, AT LLZE 40 B P9 RN AR 015 R gl bl
Ji% 5 SN I siIRN A R 8 FE 51 5 254, 5
SRNAIL [FI, fib AT LR e 4 Hh % ik e X
siRNA, fHRNAifEH R E K, R
Brummelkamp e a/*'WF 5% K& I R ik Bk S A
AN LEUGE 3 7 (A1 Al #5572 A= shRNA,
HR RGBT G ™~ EsiRNA, BARIE
W FRELI R AR A, I HOEAIE 52 LLOAM %
TR T HFR A R IIShRIN A=A (300 250 o

puUC ori, Pcmv IE

HSV TK ponAl
SV40 polyA
\ ' T3 promoter
BamH 1 (1663)
bs 1 (1720)
hU6 promoter
-T7 promoter
f1 ori

B 1 pGPU6/GFP/NeoFRAIE IAEIL.

Kanamycin/Neomycin

SV40 promoter

123 456M12345€6

2 [RAIEAHANEBLIEE. M: Lamda/Ecol30
1-3: pshRNAL Pst ; 4-6: pshRNA2 Pst ;o 1-3
pshRNA1 BamH ; 4—6: pshRNA2 BamH

581" Willmore er a/'"™ W F G5 20 A 7246 0 45 1.
JWr RGN AL erbB-2 18 7K -, 45 R 7R, HER-2
SR FRIE HDuke M L AEAF A OC, HER-2K A
SR PH M AR S B R AE TS, HER-2R K /KF
SES TG AT . H ATHER-2/neutk (77
WIP185newit 5 [ (1 g 40 a3 7E i Ak 7 2
M 25 (FHLEN AN 2. Pietras e al' 4R
P185newied F2 1) e 41 6 42473 (116 52 R ) 448
5it, & HER-2/neuid5 FA6I7 24t 2 14 1) Ok,
BE B LTS 40 o W HER-2 L R fl 63k, 524y
Rk 553 3 2 45 5 7 [0 9 55 9 1A . e 1A
HE R-2 D] 76 988 40 0 070 7 300 s M8 3 v f 4
FH, 0T A IR v 7 SR AR (A A, A S
T SCRI I o 7 FH i 51,

RN A 2 — Tl i 24 (0 ) 91 e 2 25 TR
ok e A A S R i R T A R R s TR
IR, WA RNATH Ok 29I K I —
FhOCHEEHIAR. 20044F, RNATH A A VP 259
BRSO — Bl AR E NN, RNATT R 254t
W NGRS, siRNAKE AN T 259 K @
() — > T2 TR R T LA S5 B (RS T, DU X
BN 45 R AR S AT — A H I 2 A
Wb — MR siRNASZ &9, [F AL 41/
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, .HER-2 RNA

pGPU6/GFP/Neo-shRNA-HER-2-1

250 260 270 280

290 300 310 320

AAGGACGAAACACCGCTACGTGCTCATCGCTCACATTCAAGAGATGTGAGCGATGAGCACGTAGCTTTTTTGGATCCACTAGTTC

1 |

il

.;,: LXL Iu J\ Il_'

Bl AN A M

pGPU6/GFP/Neo-shRNA-HER-2-2

250 260 270 280

290 300 310 320

GAAACACCGCAGCAGAAGATCCGGAAGTATTCAAGAGATACTTCCGGATCTTCTGCTGCTTTTTTGGATCCACTA CTTCTAGAGCGGC

JI_"'_ “fl rl }MJ#

| | ] II

III ‘n E .'I I-_..J..-,I:

IR

ARARAASAARARANRANE

B 3 ELAFRKIPGPU6/GFP/Neo—shRNA1, pGPU6/GFP/Neo—shRNA2IFSLATE.

O3 T N BRI IR T AR LA B R RS PENT. R
JquPU6/GFP/Neo@% Fh AU6 RNAZR &1
A 3, R AR 1) 5 37 1k 741
PR RE/IRNA. HR, 7T 337 P
SshRNA &4 T ZERNAUT R E N 15 E KB, 1
FEMRNARC X JE BRI dsRNA, 51 KRNAT
P, T L, a5 A G )R ST 24 AR
DAL, )T BH Pk JE 2 7 (0 SO B IR . AR AR SEER B
P A 5 A GFPAE N, 7E41 M, GFPIEA
OE ORI SE oy i & I N WK B: B (BN
O Ak B R A AR I, A A AL
KN, BATHEYE GenBank i 38 (WHER -2
IR IR R 51, 2% shRN AV R U BETHH T
P4 4% FHISTHER -2 2L PR 3R GX RN AT 1, R
T 2 ¥ AKpGPU6/GFP/Neo, it it 4 Bh i
%, EARY S B E QLN )E, RNA
FHRNAD Y 0] LSRN, R 2D
MIZLXTHER-2mRN A [ 4] 28 F 0 HER-2
AR IE R, SERFSTHER-2 48 I 7E K
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4 FERM
BPHT29MIBE
FERXAXELODN
Fik(x100). A
pGPUG/GFP/
Neo-shRNA1; B:
pGPU6/GFP/Neo-
shRNA2.

i i R A I DAB R 3K e RO R i 7 5358
BEA
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Abstract

AIM: To investigate the relationship between
acute rejection after heart transplantation and
protein expression of perforin and granzyme B
in organ recipients.

METHODS: All ventral heterotopic cardiac
transplantation models were divided into three
groups: rejection, treated, and isograft (20 recipi-
ents in each). Mean survival time (MST), histo-
pathological changes, and protein expression of
perforin and granzyme B in spleen lymphocytes
were measured by Western blotting. Immuno-
fluorescence techniques were used to determine
the graft expression of perforin and granzyme B.

RESULTS: MST of heart allografts in the rejec-
tion and treated groups was 7.8 £ 0.77 d and

www. wjgnet.com

14.80 £ 1.01 d, respectively. Graft survival time
in the isograft group was > 28 d, The differences
between the three groups were statistically sig-
nificant. The number of infiltrating cells in the
rejection group, most of which were positive for
perforin and granzyme B protein expression,
was much higher than that in the other groups,
as was the extent of the histopathological chang-
es. Seven days after transplantation, compared
with those in the treated group and isograft
group, perforin protein expression in recipi-
ent spleen lymphocytes in the rejection group
increased by 3.02-fold and 4.13-fold, while gran-
zyme B protein expression increased by 3.44-fold
and 2.50-fold, respectively.

CONCLUSION: Perforin and granzyme B can
serve as a diagnostic index for acute rejection
after transplantation.

Key Words: Perforin; Granzyme; Transplantation;
Western blotting; Immuno-fluorescence techniques

Zhu P, Chen YF, Li D, Chen XP. Relationship between
acute rejection after heart transplantation and protein
expression of perforin and granzyme B. Shijie Huaren
Xiaohua Zazhi 2007; 15(31): 3289-3293
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7d, (T P2 FH S 2 ), 5-OP i 22 2 (Lt e )
: Bty ), R L A 1) B I 2 B P I 2 B 5
3.02 FIF BRI, /DN B 9B 4 3 B 9 (R I
B 413, B 3.44 HA ), KEBUEILZPUAFITCHAE (Abcam,
250, ’ ab16075), HRPTPFEEBIIIA(Abcam, ab4059),
B ’ fehibeta-actinPi ik, AL AMYIEE(HRP)AR
PR ICEGUR TP SEPUR IO U A
B EA T, WOLILRE BHEI(Olympus). I
&t B 21 B % SR 10 @/LI% B LG 2 i p IR 19

A

B
2007;15(31):3289-3293
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03I

G e HE R I N A 5% M) [F) B S AR 2% B B R 200
T BT —, B A 1) 4 R R T R T
eI Uk HE R BN LA R RS A 88 S
TR, HEHUBIR I, 2 £l % M R B
e ph 0 REE T 40 (Te) 2l ¥ — 2R 57
TR 5, T DA B R AR . AT TR A/
B FE 0 S 07/ U R AR AT A SR 9, R
T L3 SURLIEBAE /IS B I 9K 2 40 i K o
FEAE A N 1R 2255 R SLAEHE R B 1 75 X

1 MRRTSE

1.1 A ZRCSTBL/6/) 60 2 i AZ &
Balb/c/M 80, &, 6-8 wkikd, 15-20 g, THT-[A]
DR e B ds BRI U, . AR BE G
FE R, FARANG AN, LR35
N3 A BAEHEFRA, B: LI ALTRAFIC: [H]
RAAEHHA, 20 205 AZLHEAA N CSTBL/6/N
B, A Balb/e/NR, TRFERALHE, BAIAEAA R
C57BL/6/NER, 324k IyBalb/e/M, 32 fAEAHT
1 A48 R EIKAT R S 1k A A R A e, R d
MG T wkise & NI ZEAS pg/g). CAE
35K Balb/e/N, TORFERALEE. )i ae R H
/I BB e A O IR RS A AR Y, K i 2 Bl ik
ARG EB K BRI E K 5244 I ik oy
AT E A WA H FAR BME—a08 T
B DG AR, BTG T BifEE
J7 AT R A F TR ), 12-047 848 55

C57BL/6/Nf.(0.01 mL/g), JoH 414 N U EUI,
TN AT /> 5 D-Hank s B I LYY, K2 BT B/
B, BB 2200 HAN M b, F KB EL SRR B,
22 it ik, BSR40 . 1000 r/min 0010
min, 35 _E35, DN 242040 M SR, WRFTIR A,
2-3 minJi7 JIAD-Hanks# 10 mL#Z¢ 11 i, 1000
r/minfZ/0 10 min, 520K, HIDMEMR; 7= 5L 1 4
0 MR FE 255 X 10" 4N /L4 FH, SR 6 W i i
PSSR S IV ER
1.2 A H THafihis 2 RS, koA
T BN BT A0 I B S A R R, JF R
TE28 dAWERL . A IGT Ao il BEAL 34
Pk 52 B %5, WS Ab A Jig HpE O F0 I 2 4R,
B AR S R A TR, RAER . Ho2
AL T40 o/L M AN [ 224 ), A
R D) P HEB UG T % Wi g, R
Ja7 d, SR/ SRR E G0 3 B G 52 B
WA, SRECE A, R lowry i 81 Tk L
51, FiWestern blot /5 yEA Ml % £L 25 S FUki i B
(1265 7KF, K Beta-actinff g 9 2. Hob—$t
(1 :2000)37°CH¥ 52 h, PBSYELS min, FHE3X,
HRPHRIC —FHi(1 : 1000)37°CHFH1 h, PBSUE3
R, T ERHATECLAL Y R IGTE B 5. Western
blotik 14717 K H Gel-pro®fAF kAT MK BE 34 7
Mt HTH A K AR, AR KA = TOD(H
145717/ IOD(NZ). Jids B RMECH, & TR
o, HIUROKE IR, 2407 pm)3, K 1A 4 W [
FE30 min, 10 mL/L/NF I PBSTE ik
130 min(LA N8R EEOCERAE), IR DA
(1 : 100)3 ¥R AE T 1 h, PBSHEVES minX 3, 2135
H 130 min/g IMABREEBHUA SR FEAL b,
PBSIEVES minX3, FHARCYIFOGHEIRIL —Ht
FEIAMERT h, PBSIEYES min X 3, & F 5 TH06
LR WA PSS, R 9K FHImage-pro
Plus K AFHEAT 73 7.

SIS HAE K Hmean + SDE 7R,
vk TR R HLK 5207 2250 #T e Pearsont 56
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A by B = G )
] ; = ay Western blot
\ 'H- 1..’|
B 1 BEINEELSEINHE x 100). A: B . C:
B
38T, FHSPSS10.03K - 1EAT 4173 #t. 1 2 3 ‘
A S oeOTERRS=D— ~aEETETSe

2 £
2.1 BHAFAAADBIL |
WEV A TG I 1) 7.8 £0.77 d, SZE6ALFRAL(B
)RS AR ISP I A7 35 I (7] 14.80 £1.01 d, AIr :

A W R AHLL(CAD) B R MR 24 128 divf 3
FEIE, SEAETEIN ] LU, 220 B R X (F =
2763.28, P<0.01).
22 B AET d, BHHEF
2 kg LR A1 i G35 R 45 4 0 B SR, GOV UL AR
PESRZE . KEE RS i i, LAk 40 A A%
YA, G EE A0 K35, S A ER A A b
PRGN MR, O UL AR PSR SR AR, SRSy
PIALY, R RBEHA LT To RV R, O
JULAN M TG AR P IR BE, 93 B2 53 2 04 (14 1).
2.3 B4l %
15 BRHE R A2 BRIk Al f LR R AR
ik nm, 5K A B K R R B A AL L, 43
Hom3.02/5 F14. 1345, Z= 550 W E@E = 355.31,
P<0.01). 3ZH Ik 0240 o FORE g B 2 11 R GA A L,
B R HE R 21 53 il 2 52 56 Ak B A4 0[] 3R RS A A1
[114.44F5 /13,5015, =57 A W FHMEF = 325.92,
P<0.01, B2, F1). KPR a A 3ROk AR K
B 55 R I 28 590 B R 0 A 435 EF ] K0 B8 53 25047 AT
KA HT, o 52 5L IR £ 4 e 2 L 3% R
BB 4 1 R IE 7K V-5 B M ) A T I 1) A7 A W
HA K@ = -0.710, r = -0.808), 1M 55 %5 B4 2 A7
LE I B FAH SR = 0.915, = 0.965).
243 B
BRARGT d, BRHEF L0 Ik 5
Jik 53 3 A AR K i AL 3% RORE T B IS 44 4 i,
2 2R [P A A 22 RUBH I 40 M 3 9, R Py
XU P 40 i 5k 5424 42134, SIS A B ZH 0 U
FEAH D bR S ik 73 S S A ZRIRTBR P, 20U
0 L ) 9D, AT OB A A P Bk 54418
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2 ZREBEHRCHRARILERTREEREDRX. 1:
;2 ;3 . A: B-actin; B:
; C B.

AN, MR R AN, RS S %A
ZIRJBE A AT B e S R A LE, A
S A S PHPE AN R A 4 44 3R Mo Kk e, 22
SR F = 10408.42, P<0.01, [413). B4 A WUBH
A 200 505 A I L ) A A0 A I 1) B g B 7
PATRIRIIT, BEonFE R N R XU 1 40
5 A I 7] S W) 2 SRR (@ = -0.771),
L5 0y 2 5 W B IE A DG (r = 0.948).

3 e

) b S A RS AR (R U R T, 20 I A K
IS 240 i % 18 5 DR P 1) 22 Tl 4 B 1) A T 52 2%
VE R 45 LY, S A C DAl B PET 40 e 43 1k
ThUFITh2 M HE, 8k AT 53 WA AN [m) 4t i s+
M5 AR e N A", Thl WA HATFN-y,
TNF-BFITL2%E, FZA FA M (CTL)FIR K
PERBRU B(DTH), Th2 V#4314, LS, 1L6,
1L10, = ZEThfg 2 RSB a0 f s 2k 7 AL Bk,
S5 R g N,

DG i S8 A E IR HE 7 RO, AR e s 2
TSR I R 2 —, H R L
I Te ™3 R 40 i B4 FH P, JERLH) 3= 2 9 e
()RR, FBRE IR — Lok ) o, %
L. PORIEGAE. POk L o fL R AE 4l M e
B /NFLIE NG I P, ORI I DI R 4, AE
AN DN AW, 5l T, HER
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EAEH. FALR XA ER . gEE. C9
FHORE AL Ahe —Fh e I, LAREAESEA0 M |-
TERCALIE, RS20 M I (1) 56 Bk i 944, 7534
ANGHER. (R b4 MR VE R ARl I N 7 AL R
FIEACPARFAR, — B30, LR REKF
BETHE. PRI, A4 2 A RE I, 2R
(RSO G AT 7P, N R BURL GA 3 7, L i 2 22
(REA, B, ORI BEB AT [ & 2 MR M 35 1k,
AER I 5 | L ¥ 41 FUDNA 1 T 24, 1 FH o T 450k
A, ROV 4,

HAT, A5 fL 5 5 WUk 57 = 224
A R 40 i R A A L £ s DR
K, B AP TATTRIR, B
PEHE R 412 UM A LR R AR S
S50 A FZH RN R R B R LA LL, 43 i) 55 3.02
5. 4.13F%, BUKLEGB & 1214 4 7 5 N 3.44

(FITC

(IOD/IOD) #RtEHER4E  XWAEYE [RBEA
0.48+ 0.06  0.12+ 0.03  0.09+ 0.03

B 042+ 005  0.09+ 0.03 0.12+ 0.04

it 2.501%, ZRA WM, B REKF 'ﬁfl‘y
LA I I TA) A A5 A A 5, 1 5 99 B4y

FEAEWLIEAR. J34h, BRI RAARIRT d, %ﬁ
P TR AR B Ik 53 52 A 78 BHOK B 5 L 38 5 R
BFE AR, 25 2 ) B5T A the A7 4 2 X0 B 1 4 v
T, S TS AL B2 K R R A . AR
P31 10 R0 BH A7 240 -5 o AR A 3 T 1) 52
RS, SNBSS RIS, 2L
SRR, IR B 0 B A 2 L 3% SRR BB R
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Abstract

AIM: To study the relationship between clinical
characteristics, postoperative chemotherapy and
prognosis in elderly patients with gastric cancer.

METHODS: One hundred and eighteen elderly
postoperative patients with gastric cancer were
retrospectively analyzed from January 1997 to
January 2006 in our hospitals, using Kaplan-
Meier and Cox regression analysis to evaluate
candidate prognosis factors, such as gender,
clinical stage, differentiation, invasion depth,
lymph node metastasis, distant metastasis,
lymph-vascular space invasion, number of sur-
gical resection lymph nodes, tumor residual and
postoperative chemotherapy.

RESULTS: In univariate survival analysis, clinical
stage, invasion depth, lymph node metastasis, dis-
tant metastasis, postoperative chemotherapy and
tumor residual were obviously correlated with
the prognosis (P < 0.05). In multivariable analysis,
postoperative chemotherapy, tumor residual and
clinical stage were confirmed to be independent
factors (P = 0.000, P = 0.000 and P = 0.002).

CONCLUSION: Postoperative chemotherapy,
tumor residual and clinical stage are indepen-
dent prognostic factors in elderly postoperative
gastric cancer patients, with stage and  el-
derly patients that accept postoperative chemo-
therapy having an obvious survival advantage.
However, postoperative chemotherapy does not
improve survival in stage and  elderly pa-
tients.

Key Words: Gastric cancer; Elderly patients; Prog-
nosis; Multivariable analysis

Zhang Y, Ma LW, Liang L. Prognostic factors analysis of
118 elderly postoperative patients with gastric cancer.
Shijie Huaren Xiaohua Zazhi 2007; 15(31): 3294-3298

B#:
HiE:  1997-01/2006-01
118 ,
Kaplan-Meier Cox N
R . .
(P<0.05).
(P=0.000,2=0.000 2=0.002).
g:l:lt.ié/l’.\. Y
XA ; : :

) ) . 118
2007;15(31):3294-3298
http://www.wjgnet.com/1009-3079/15/3294.asp

www.wjgnet.com



118

3295

0 5l

T 90 A I i LIRS B . —, R A
FRI e T R R B — Ay, B R R, R
Wr 2 K, FARVIBRZAR, JET 2 S5 RE a, 2™
AN RO R . STk il B TS &
BHRIERE . e . i
KRR . F AR Ty ARG g ok B 1
ML RN EA RN, w2 R TEEN, HiE
R NA0% LLJG I BT, 608 LA E R
R AR, BIEL T HRAE30-59 8 A p £ R
Fetadh, 602 DL EARRS 4L BT, NDElk
JEERAET S T E R Rk
T A T e G PR A BB S5 A7 1Ry R

1 #RFEE
1.1 1997-01/2006-01F& Bt 252 T ARG 97 1
2R 11801, RJSECOGTES140-2
5y, BT, L2141, IR T1(65-86) % . 4
Toa 91 1) 8 5 BEAIE S 4 5 M, 4 SR 1997 4F
UICCHET 5 5 R TNM 2 kR vE. Bk
BA Sk, (R — B i ni B AR A b n] g
A 2 RSy, G R AR A3 e A Bl
I, 9 BRI DUz B AR A N A R
ZE Py R .
1.2 Fo HENG R 5, B HE PR IR 23300
MPF b BINAE . MBS, i
. kEERE. TRUBRKEE HE. K5
i ik B DA IR T I DLOR 5 & R 52 097 ) 4y
21, I B A T 6 AR A7 B L B Ul ]
1997-01/2007-04, 47 fifi 15 i} [7]68.0(15-123) mo.
FER 45 R SET 6841, 77355041,
KHISPSS13.048 1t 7 Bk fF 4y
Hr. 2EA7 5 HT K K aplan-Meier I Cox[] 5 43047,
A SR FH Log rank#a i, P<0.05 04 45t

RSN
FE .

2 ER

NI 11841, FHKaplan-Meierth 5 5 (1)
HAAEAEIH30.5 mo, VFE B AAFETT.1%, 345
HAEH45.4%, ST EAFH33.3%.

2.1

2.1.1 o IR R 2 A
s IR HEE A RIEREE . W
SR IR MKEEAR . FRDIBRME
B ARG MRGE ¥ . Kaplan-Meier 3 iy £ 4>
Prah BN, R R . R g5

www. wjgnet.com

. W FARE MR R 5 AL A
(P<0.05), 1 HoAh R 28 5 AEAFE R (GR ).

2.1.2 RN IR
FARGE R ESZATT 5 A A I LA #r, 241
ECOGVF/ IR K BAR R, 118BIA Ji5 1 i i
AT FIESs6, BEEELHIZRINS-FUR
F; 3/490 PN HE 1911 (33.9%), /44 AR LK
B S N L 1341(23.2%), LLIEALIE SOV k. 62
i) 5 5 IR 22 5% D DR B EARL AL i 4 i AR 82 52
7. A S R DR T I RO T AR B 56 R
JARALTT, VBIFEALST I 58 R AR FE. 45 R E
ARG AT A Gk 5 B AR, 47
A7 113784 EL25.6 mo(P = 0.045)(# 1, EI1F).
2.2 LR 2 A0 B 2R 5 RS A
KR ARGl %
7 5N Cox BN HBIR HEAT 7347, 45 R il
IR RS2 ATT S Jea 5k B A 150 32 2 ¥
Jei RRAT S : R 22 (P = 0.000. P = 0.000F1P =
0.002, %2).

2.3 H
TIRAS IR o3 A BB e AT I 32 2 O, kAT
MRYE G IR 2 W T 3k — 2P 2 2 A (R 1), 4
FEoR, O IVIAE &2 BH 2T 4/
A5 AR HA(P<0.05), BT LU R A7 T
Wm0 L T2 ARET 2 GE
ARG EAARSA. Xalaes 1. [T HEF R
A I, AT 3R 3 R B A K BT R

31118

B ARG 2 WL Sk, S AEAE R IR,
HOCHR— RAES0%LL R . AR et al™ 3 T
4050 AR A ARG BE W TUSED, 1. 11,

I, IV 3 ARG SRR N T75.6%-

58.7% 28.0% 5 17%, & WISHEAEAE % HN43.4%.
Hejna et a/™8it T 5 metaZh M 45 R, S4EAE
EH ] 12%-91.2%, FALEL A 13-60 mo. 7%
Wi B 9 TS IR R R AR 2, B8 A A B2 IR IR 2
WL MR/ . RIS EREAY . kg
R, BTG TFARSERZE. MR EAE. Ik
TR SRR PR PR R I /N BR 1 2
843 SCHR T A S8 70 TS A RS . — S iR
PRI 2R IE KT, tVEGF. P53, HER-2.

MSI. COX-2. EB-85%f & 1 B i) 5 A
nm?23 % 75 43 SR PN k4 TS 5
Wi A 7 L A BT T 6112481 9 D) B g
B Tfr Rk, A DL IR R IR B (RR: 4.76)
oF 5 i TS (1 5 R 25 0K, LR R bk L 4

D2

meta

. S1

, VGFR
2DC101



3296 ISSN 1009-3079 CN 14-1260/R 2007 11 8 15 31
Cox
PR " 1 SEFE SFEE o AE
(%) (%) (%)
97 76.3 41.8 30.3 28.8 0.152
21 81.0 62.6 47.0 41.1
21 100 92.9 75.0 ?
15 86.7 63.0 47.3 39.2 0.000
49 89.8 47.7 32,0 34.3 ( 1A)
33 39.4 7.6 0 11.5
26 76.9 47.4 41.5 29.0 0.145
52 75.0 39.7 21.0 28.3
36 80.6 54.8 43.8 44.6
1
3
T1 12 100 85.7 68.6
T2 14 92.9 85.7 73.5 0.0000
T3 76 80.3 419 28.9 29.0 ( 1B)
T4 16 31.3 0 0 6.1
0 30 90 77.8 58.0
1-6 52 80.8 45.7 34.2 31 0.000
7-15 19 84.2 20.6 0 23.3 ( 10)
> 16 17 35.3 0 0 10.6
) 13 46.2 0 0 117 0.000
=) 105 88.6 69.4 57.2 37.8 ( 1D)
+) 18 72.2 36.5 36.5 26 0.612
=) 100 78.0 46.7 333 30.5
< 15 62 82.3 45.0 36.1 30.5 0.535
>15 56 71.4 46.8 27.4 30.2
(=) 97 85.6 55.6 40.8 41.1 0.000
) 21 38.1 0 0 10 ( 1E)
56 66.1 38.1 27.1 37.8 0.045
62 89.3 53.0 395 25.6 ( 1F)
| 6 100 100 75 0.983
15 100 90 75
1l 7 100 62.5 62.5 0.365
75 62.5 31.3
1] 28 100 61.2 42.4 41.1 0.019
21 76.2 27.8 13.9 23.2
vV 15 60.0 16.7 0 19.2 0.003
18 22.2 0 0 6.1

B (RR: 4.39), WAL (RR: 2.33). #hEIHER
(RR: 2.06). 4E#(RR: 1.94). J# (2L 4124 570
(RR: 1.55)LL K i i) R /NRR: 1.40)7. ATIA
TG R R 22 A M0 IR R 4 WL AL 4y
b RIHWRE . MESEE . BAEB. ik
ERAE . FARVIBRM 48w, A5 s %
B, W AT o, IR 2 . R s
TR WL . kBB R S IR
R385 UG B A G, 5 2 BOCRR S AT — 3
AL A FR B« R g 4 I AR IE 58 5 TS

P

G BT AL T B AR S FR R IT gk
SIEAIE IR, A E R 10%-30% 7
A1, BB I R J130%-60% 2547, AL AT
FEK6 moZi 4™, H2 B ARG MBMLIT &5
SRt — BHATAE G 7ERE £ 13046, A
KT — L&A R, 219934 LLFT, X H
FE BT AR BAT ARG AREARIIFRY. H
F19934F, Hermans et a/" i kAT 7 B w4
B I7 fimetash i, LR T TIIAR T, ek

www. wjgnet.com



.. 118

3297

A i
100 Rr
12
80 — 3
|14
< -+ 1.00-censored
= 60 - 2.00-censored
3.00-censored
40 - -+ 4.00-censored
20
04
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
€100 N
[INO
T [IN1
80 HLH N2
. [N3
> - 0.00-censored
60 I~ 1.00-censored
2.00-censored
40 — -+ 3.00-censored
20
O 1
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
E 100 -
1
1
80 -~ 0.00-censored
S
~ 60 —
40 -
20 |
0
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
B 1 RREERSEFHIXR. A ; B ; C:

120964 A, 4510 I AT UE S B B AT R AR
1247 25(RR: 0.88). Earle er a/l"'7:19994F & % ()
metaZ} AT 45 B UL T4 B AL T R LUAS R AR R
Z25(RR: 0.80), [A4F£20004EMari er al™ 5T
WA HFEARAL S5 18 BRI ARG B FH 1T
AT B A 25(RR: 0.82). 20024E 1, Panzini
et al"fimetady i 45 WU W] 1 9 R sz Bl B
A7 W 32 25 (RR: 0.72), AJ W] B SE K AR A7 3. 4%
i Janunger et a/' '7E20024F [IRIFFEAS 2 F545 4l B
ST 1 B AR AEIR YT (RR: 0.84). B2, HAR
LRI AS Be 5 WAy 1 e i AR e vR 97, 1
2 BT GUI 2510 24 SRR Sl WA 7 o AR o

www. wjgnet.com

B i
100 T
T2
80 — T3
T4
— 1.00-censored

60 — -1 2.00-censored
3.00-censored

40
20
0 —
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
D100 o
1
80 | - 0.00-censored
S
=~ 60 4
40
20 —
0~
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
F 100 B
I
80 + 0.00-censored
. - 1.00-censored
X
=~ 60
40
20
0
I I I I I I I
0 20 40 60 80 100 120
(¢/mo)
D ; E: F
SH DR PlE RR  95%0JSXE

0.000 0.047 0.013-0.071
0.005 0.248 0.093-0.659
0.003 0.390 0.211-0.720

0.027 2.474 1.488-4.111

0.002 0.344 0.176-0.672

BRI 28, 2D meta T (145 BB S0RE



3298

ISSN 1009-3079 CN 14-1260/R

2007 11 8 15 31

IR E S T meta i BT AR B A7 AE H AR M
fap S5 FER FA, A H 7S AT R R
e AR E, IX AN 438 T Sastre ef al™f)
XFE.

A R TR AU 50% 20 4
R ZENFI S AHLAE IR, &IFEZ, (7 iHE|
VB AR AR =, R A A7 I 1 g g Al 75 B2 R
PEMY. Trumper et al'™> W73 B 45 B s, 2574170
% UL I A R e R 2 AT IR R
SN L AR AR A (823 41)) G B 3 Tk 2 e, R
A R TR T 52 AT . FE AR 2 [
SITIIEFTT, Z010% & 47 B3 AT B @ E
TR H R YT, 10185 FE 5L, (H IR,
. VS EZT R T A AR
AR, ORI & T A A7 o S AR AT, Y
T UEE; M LA T ZFEEERNARGFLIT
1E I v A BT, 75 21— PR U SE.

4  BEVE

1 , ' . ' ' '
2002; 11: 250-260
2 , ) , , , ,
, , , . 20
2004;
26: 4-9

2005; 24: 596-599

4 Hejna M, Wohrer S, Schmidinger M, Raderer M.
Postoperative chemotherapy for gastric cancer.
Oncologist 2006; 11: 136-145

5 Zheng L, Wang L, Ajani ], Xie K. Molecular basis of
gastric cancer development and progression. Gastric
Cancer 2004; 7: 61-77

6 Yasui W, Oue N, Aung PP, Matsumura S, Shutoh M,
Nakayama H. Molecular-pathological prognostic

10

11

12

13

14

15

factors of gastric cancer: a review. Gastric Cancer
2005; 8: 86-94

Okajima K, Sasako M, Kinoshita T. Important
prognostic factors for gastric cancer patients,
change of significance in 6112 patients treated in 30
years period. 35th World congress of international
society of surgery. 1993; 593

Sastre J, Garcia-Saenz JA, Diaz-Rubio E. Chemo-
therapy for gastric cancer. World | Gastroenterol
2006; 12: 204-213

Agboola O. Adjuvant treatment in gastric cancer.
Cancer Treat Rev 1994; 20: 217-240

Hermans J, Bonenkamp JJ, Boon MC, Bunt AM,
Ohyama S, Sasako M, Van de Velde CJ. Adjuvant
therapy after curative resection for gastric cancer:
meta-analysis of randomized trials. | Clin Oncol
1993; 11: 1441-1447

Earle CC, Maroun JA. Adjuvant chemotherapy after
curative resection for gastric cancer in non-Asian
patients: revisiting a meta-analysis of randomised
trials. Eur | Cancer 1999; 35: 1059-1064

Mari E, Floriani I, Tinazzi A, Buda A, Belfiglio
M, Valentini M, Cascinu S, Barni S, Labianca
R, Torri V. Efficacy of adjuvant chemotherapy
after curative resection for gastric cancer: a meta-
analysis of published randomised trials. A study
of the GISCAD (Gruppo Italiano per lo Studio dei
Carcinomi dell'Apparato Digerente). Ann Oncol
2000; 11: 837-843

Panzini I, Gianni L, Fattori PP, Tassinari D, Imola
M, Fabbri P, Arcangeli V, Drudi G, Canuti D,
Fochessati F, Ravaioli A. Adjuvant chemotherapy in
gastric cancer: a meta-analysis of randomized trials
and a comparison with previous meta-analyses.
Tumori 2002; 88: 21-27

Janunger KG, Hafstrom L, Glimelius B.
Chemotherapy in gastric cancer: a review and
updated meta-analysis. Eur | Surg 2002; 168:
597-608

Trumper M, Ross PJ, Cunningham D, Norman
AR, Hawkins R, Seymour M, Harper P, Iveson T,
Nicolson M, Hickish T. Efficacy and tolerability of
chemotherapy in elderly patients with advanced
oesophago-gastric cancer: A pooled analysis of
three clinical trials. Eur | Cancer 2006; 42: 827-834

www. wjgnet.com



AR ® 2007 11 8 ;15(31):3299-3304
wcjd@wijgnet.com ISSN 1009-3079 CN 14-1260/R

CLINICAL RESEARCH

FFEAAR4-3-3ERERRIZV=EN

: , of the envelope of the tumor. 14-3-3n was up- =
050011

2007 regulated in HCC and had a close relationship to /%77
the clinical stage of HCC. A negative correlation
050011, » No. 07122 2 was found between 14-3-3y and 14-3-31 mRNA ’ ,
. yinfei_4y@sina.com expression (r = -0.403, P < 0.05).
1 0311-86033941-342 1 0311-86077634 >
: 2007-06-06 +2007-10-10 CONCLUSION: Dysfunction of the regulatory
mechanism of the 14-3-3 gene family may play a
Significance of differentially crucial role in the development of HCC. 14-3-3y
- and 14-3-3n are closely related to HCC.
expressed gene 714-3-3 in i

hepatocellular carcinoma Key Words: 14-3-3; Hepatocellular carcinoma; Cir-

rhosis; GeneChip
Juan Liu, Shu-Kun Yao, Fei Yin

Liu J, Yao SK, Yin F. Significance of differentially
expressed gene 14-3-3 in hepatocellular carcinoma. Shijie

Juan Liu, Shu-Kun Yao, Fei Yin, Department of Gastro- Huaren Xiaohua Zazhi 2007; 15(31): 3299-3304

enterology, the Fourth Hospital of Hebei Medical Univer-
sity, Shijiazhuang 050011, Hebei Province, China
Supported by: the Scientific Research Foundation of the
Healthy Department in Hebei Province, No. 07122
Correspondence to: Dr. Fei Yin, Department of Gastroen-
terology, the Fourth Hospital of Hebei Medical University, H E‘]: 14-3-3
12 Jiankang Road, Shijiazhuang 050011, Hebei Province,

China. yinfei 4y@sina.com

Received: 2007-06-06 Revised: 2007-10-10

Hi%: TRIzol .

RNA mRNA.
Abstract (Cy3/Cy5) cDNA
AIM: To detect the expression of 14-3-3 gene 714-3-3
family members if1 hepatocellul'ar C.arcir.lo.ma . GenePix Pro3.0
(HCC) by GeneChip and determine its clinical
significance. ’

RT-PCR

METHODS: Total RNA was isolated from tissue
of HCC, liver cirrhosis and normal liver, puri-
fied into mRNA by Oligotex, and reverse-tran- &R 14-3-3
scribed to synthesize two kinds of fluorescently , 14-3-3y ,
labeled cDNA probes (Cy3-dUTP, Cy5-dUTP). . 14-3-37

The targets were mixed together and hybrid-
ized by GeneChip. The expression of 14-3-3 gene
family members among different liver tissues
was detected based on signal-to-noise ratios by
using GenePix Pro3.0 software, the outcome was P
verified by semi-quantitative RT-PCR, and the " e 14-3-3
clinical significance of differentially expressed > )
genes was explored.
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14-3-3 &N FEAR ST I BE DR 0, 7l A2 7E T
AN, 590 vr 2 mE AR, IR
Hrl R OCEZEMER, WARG S, A
R U . AR T S R T A
14-3-31F )R8 1 23 (1) 3 5 150 2 5 g [1] 1)
KA USRI . EAMIFF R I 14-3-33E
DA R B e ™) LR VS g A R S
WARIE, INAI4-3-3 VT RIEMRE I R K
R R EENMER. RATHIER G HEA L
5T 14-3-3H N R B A I TS A A E
AL (R SRR DL, 95 8 H 5 R R AR
R B PVAH G R TR, Ok 3 112 W RV o7 4
E—AN BT I A5

1 MRRTSE

1.1 R ICHR I B R EIH4h s (HCC) b
AMPN (1), HEREACARAS 145, I I A5 98 J) 3 1
JHAH LR A, 353 AT b I RE K 27 5 DY = e JH
HHANBEFARDIBR, JE20 B2 A0 2l s, FARY)
B e G A R, T -80 C MG UK A O]
fE. TS R o Bl AR s ml R N
Fikit i FrBiostarH40s. 7 XfHCCLH 211941
2), ¥ S5 A 2L 20 1481 B I A8 J 320 1
HRTHI (AR AT EIARIATAEADE X BBITE 2
iERT-PCR.

1.2

1.2.1 RN AP B TRIZo it A
HIFEHCC. JHA1E S IE % A2 B RNA, 75
B Ak mRNA, 24N 606 BT e FHLIK 73
FrERNAFIMRNAR BT, BEPL 2248 0
PR F2 1 AL 2 6 3 R 0 0 S R AR AR
17, HCy3-dUTPHRIE IEH A mRNA, HCy5-
dUTPZ MFRICHCCHUITFAEALH 4 mRN A, ¥
ek e DN AYRER, LBEUTUE J5 4 A i 1 7 Fif
REHR S WAL 22T, B T95CKitrh 42
P2 min. BH B T95°C/R B FAEME30 s, BUH
JERTCIK LIE30 s, BUH G RVE Tk B, KR
BHET OGN B, Sy ms, 8T8,
FParafilm &, AN42°CAAZFT N LA K
(16-18 h), P& =+ )5, HScanArray40004]
AR F, F GenePix Pro3. 044/ #TCy3 A1
CySPRN AR5 Ry 5 R0 LR, X I £t 10

ATARUEAL AL B . JE PR I 2 P 22 S SR R 1) 4 52
e (1)iZIE R R Cy3, Cysfs 518 Bk 1200,
s 2 — K F800; (2)i%AE N S Cys i S 1E
/Cy3 15 FAL M LA >218<0.5.

1.2.2 RT-PCR: KRN AW 3¢ & 1k
cDNA. PCRY ¥4, 5|¥))¥ 5| k: NZB-actin:
F: 5-A CACTGTGCCCATCTACGAGG-3"; R:
5-CATACTGCTCAGGCCGGGGA-3', Ji Bk i
h621 bp. 14-3-3y: F: 5-GGCTAAATGAGAATG
AAAGCGACT-3"; R: CGATCCATGACATACA
GACCTGA-3'", FBKE N191 bp. /4-3-3n: F:
5-AGAAGATTGAGAAGGAGCTGGAGA-3', R:
5-AAACACCTTGCTCTCATACTGGAAA-3', /i
BLKE N107 bp. PCRIN 464 95°C FiAz k5
min, 95°CZEME30 s, 50-56°CE 130 s, fEFA30-35
AR, B )5 72°CEEHS min. PCRJ WY N [R] 4
K B-actinfE ly N 2[R, S PEIELRE K ARI AR 3
AN G ) BRI T I EE. 25 @/LEIRFREE H
VKRS I REAT K B B D E SRR
Z HE K] Y HEL UK 4% AT TR BRLASE T R P TR B LA R
S H IR R AR R R IA 7K, tHEEARCh: H
()L PR R Ik 7K = (H Ik R K FE A - 15 3¢
IR IEAR )/ (N S BE R K AR -1 5o K EARD).

X2 5 HRT-PCREE RN
SPSSIL.S#AFEe T, WM L A IG, 2 414
R LR 25 07 22 40 M, PR ZE (R AE G e A L
LA BT (Pearsontf ¢ R 4K). P<0.054 25 57 H
EENES-3'

2 B8

2.1 RNA HIJk18S, 28S4& ik, H.28S
Y T8 S AN 55 B 2 18S HI2 A% (1), A yelA 550 FE
1.7-2.222. 0], BIR43 3] T i i 2 (1) S RNA.

2.2 F R 45 R LB & N
Jare e G, aRERIZIER S I 421
FHECE N, aotafaR B, SR RRIEFSE
AHALA(EI2). 74-3-33E R 505 18 b1 FEHCCAH 2 (1)
FespRik, 143 3yfEFHCCAHLA I E R
W, 14-3-3nTEHCCA LT B2 FI(ER3, E2).
23 RT-PCR HCCAHZH1/4-3-3y mRNA
1) 2 35 0 35 A% 1 55 Al A 21 2R IE 8 P2 4R
(P<0.01), HCCH 211 /4-3-3n mRNAMRIE S
e T S AL A 23RN IE 4 21(P<0.05,
#4). I H, 14-3-3y mRNA[{ kK2R AL AR
SR I P A 2R3 B S I T R R S e 4 R
(P<0.05), Tfi/4-3-3n mRN ATEI PR 43 391588 16 1)
HCCHEA P IR IE K 2 T 5(P<0.05, 5,

www.wjgnet.com



, 14-3-3

3301

® 1 BHRAZMEFEABIRVIGERRHE

No. S HBsAg HBeAg HBeAb  HBcAb  AFP(ug/L) AEER/Ncm) BPEEDMK
1 57 +) (=) (=) +) 1647  20x 20

2 48 +) -) -) (+) 3000 8x 7

3 56 +) ) ) +) 1800  8x 7x 5

4 35 +) -) +) +) 3000 10x 6

& 2 FEE319BINIGREIE

No. MR HBV HCV  AFP(ug/l)  BPEER/Nem) BE =i B RIESH
1 57 ) (=) 1647 20x 20 HCC, 1l
2 49 ) (=) 3.44 8x 6 HCC, I
3 48 +) =) 3000 8x 7 HCC, 1l
4 58 +) =) 3000  20x 10x 10 HCC, I
5 56 +) =) 1800 8x 7x 5 HCC, I
6 63 ) =) 164.8 7x 5x 5 HCC, 1Nl
7 53 ) =) 397.9 12x 15 HCC, 1l
8 71 ) =) 9.37 13x 10 HCC, 1l
9 50 =) =) 9749  15x 10x 10 HCC, IV
10 50 +) =) 3000 20x 20 HCC, I
11 60 +) =) 195.1 6x 5x 5 HCC, 1l
12 37 ) =) 408 5% 5 HCC, Il
13 47 ) (=) 1522.1 10x 10 HCC, 1l
14 49 ) =) 3000 4% 4x 4 HCC, 1l
15 49 +) =) 40.63 4% 5x 4 HCC, IV
16 66 +) =) 1144 8x 6% 6 HCC, I
17 60 +) =) 1389 10x 6% 6 HCC, 1l
18 63 ) =) 3000 10x 10 HCC, I
19 35 ) =) 3000 10x 10 HCC, 1l

e E®R D s
2 3 4
14-3-3y Tyrosine 3-monooxygenase/tryptophan-5- Hs.520974 0.08 0.21 0.48 0.41
Monooxygenase activation protein, gamma polypeptide
14-3-3n yrosine 3—monooxygenase/tryptophan—-5- Hs.226755 3.15 3.20 2.82 3.51
Monooxygenase activation protein, eta polypeptide
14-3-3t Tyrosine 3—monooxygenase/tryptophan—-5- Hs.74405 0.63 0.98 1.04 1.05
Monooxygenase activation protein, theta polypeptide
14-3-3; Tyrosine 3—monooxygenase/tryptophan-5- Hs.492407 2.62 199 3.25 1.14
Monooxygenase activation protein, zeta polypeptide
14-3-33 Tyrosine 3—monooxygenase/tryptophan—5- Hs.592135 0.89 1.01 1.98 2.11
Monooxygenase activation protein, beta polypeptide
14-3-3 Tyrosine 3—monooxygenase/tryptophan—-5- Hs.513851 0.38 1.31 0.52 0.78
Monooxygenase activation protein, epsilon polypeptide
14-3-3c Stratifin Hs.523718 1.29 2.33 0.95 1.67
KI3A-B). HCCH#H 14-3-3y514-3-3n mRNA 3 i
(PR R B 5 AR 2K (r = -0.403, P<0.05). 14-3-3) 23 A T BAZ A b, M, 30X 10°,

www.wjgnet.com

14-3-3

HCC

14-3-3



3302

ISSN 1009-3079 CN 14-1260/R

2007 11 8 15 31

14-3-3

14-3-3y  14-3-3n

14-3-3y

14-3-37

HCC

14-3-3

14-3-3y
14-3-3n

HCC

HCC

DR n 714-3-3y mRNA 14-3-3n mRNA
19 0.707+ 0.159° 0.570+ 0.121°
11 0.854+ 0.105 0.447+ 0.133
6 0.885+ 0.092 0.425+ 0.202
P<0.05, °P<0.01 vs
IRFRS4] n  14-3-3y mRNA 74-3-3n mRNA
()
=50 12 0.725+ 0.100 0.544+ 0.084
<50 7 0.674+ 0.235 0.615+ 0.164
16 0.725+ 0.147 0.569+ 0.113
3 0.608+ 0.219 0.576+ 0.189
(cm)

<5 17 0.800+ 0.014 0.444+ 0.100
=5 2  0.695+ 0.165 0.585+ 0.116
1 12 0.742+ 0.149 0.583+ 0.093
=2 7 0.645+ 0.168 0.548+ 0.165
13 0.701+ 0.186 0.589+ 0.132
6 0.718+ 0.088 0.530+ 0.088

AFP(ug/L)
<400 6 0.763+ 0.101 0.573+ 0.132
=400 13 0.680+ 0.177 0.563+ 0.102
0.725+ 0.106  0.515+ 0.102
0.622+ 0.189° 0.606+ 0.149
0.793+ 0.099 0.561+ 0.094
I 7 0.734+ 0.098 0.553+ 0.120
11} 10 0.667+ 0.198 0.606+ 0.115
Y 2 0816+ 0.022 0.449+ 0.108
[+1 10 0.683+ 0.204 0.503% 0.086°
1T 9 0.732+ 0.093 0.630+ 0.119

*p<0.05.

HHTRGB, v, & ¢ M, oM)W R, 5 LY L
SR R RAEAE. AT E 0 B
IRKHIZE S, 14-3-3B, yAERA R P RIE) 2,
14-3-31 FERIAAETH A=A, 14-3-3cW) 3
PRIAT LRz anarh. ANFEZEAL 14-3-34E A )
Y1 LR B L R A I 2 SRR AN R 1) 74-3-3 TR

18S
28S

B 1 BBUFFARIZEREIRNASERREEIRE.

TR A REHRAT HAEE ™Y, B girse, A5
200708 1 514-3-38 A A RHK, 14-3-3 1 5
E GGG SRR A R e A
DA S St 1 R 2 I 1) AR P, g T 4 L 2
D Revb S 240 Mo R I 45 . a5 5 1%
T, NN . T BSR4l AR R
A0 M QR e R AR 22 0T 1. T 14-3-38 E A
0 Mo A= BRI Re R RS b B WAE A, JEH
REf% 45 O R 1 T AT 55 dohe A AR ERE AT DG 4R
(17" inRaf, Ber, p53, p130Cas, p27flRon%s.
TEMIRE R AR R b BT IR FH ] 5 52 31 EE A,
MATEZK e R e i B0 SE T, ki
WS IR MR A 2 R IA R oL, DU A e
W ARG A D). AR R Z
Pl AN 74-3-3c 55 K1) “CpGly” R4S
AR REAL, A 74-3-30 L IR T BR B 2 TE, M
M5 G I i, TR R 5, 4
i e A A AR Qi et al™ RS BN, i
WA 14-3-3B 14-3-3y. 14-3-3cK114-3-30%
PRI Sk S WY & B3R, I Bl 74-3-3¢ R Kis
R i R 6 BT (R BB, DA AT LUK 14-3-3

FIH FT A 1k, 7 56 74-3-3FE PR 5 B 03 A %
2R 23 (1 3 A A5 400 DL A T HC C 2 18] 56 2R v
RGNS, FATRFHEE BLS R BR— ik Pk
AT LCEL T 14-3-3 55 DR 5015 8 U AR AN [R] A1 21
PRSI, EIRRIN, 14-3-3FE DR S Y B
TEHCCA L 22 ek, i A Ak 20 2R IE
TR ZR ) ) R TE T 0 35 22 0. BV 22 0 L,
14-3-3yFEEH C CAL 2 [l A 58 1 i T 4L 27
KA T AL 2R S8 BRAI, 74-3-3nFE R FE 41
LU RIB A B, AR 74-3-3 5 R R AR
F AR RE T B2 0, $or14-3-35
R R HLEI R ELAEHCCIY R 4, R EH
RAFFEAER, o 74-3-3yf114-3-3n5HCC
[R5 R d5e A %), RT-PCRIFFTHE—+5 RN, i

www.wjgnet.com



, . 14-3-3

3303

B 2 RAEELAHERNERNIMCENE. A-D: JE:

A Markerl 1 2 3 B Markerl 1 2 3

600 bp 621 bp 621 bp
B-actin - 600 bp B-actin

191b

100 bp 107 bp 14-3-})Y
14-3-3n 100 bp

B 3 FF4ELR14-3-3n mRNAFDI4-3-3y mRNAIZRIK. A 14-3-3n; B: 14-3-3y; L. ;2 i3

ANSEIE (IR A ZArp 14-3-3y mRNA K RIE K
PR TN e B 2, PR 14-3-3yFE A I
DRG] BERY R HC CIV R 281k 1M1 /4-3-3m mRNA
FE W S 43 391 80 T HLC C 55 v 338 K P e,
PR 14-3-InHe s T IR IR, A
FERW, 14-3-3nEI{EDN AR 51 & 140 i
JE S5 s v R R R VR L L gmis e
14-3-3n 555 R Fmizl 855 )5, RAEFNDNA%Z
PRI 5 5 240 e J0 9045 i %) 440 i o 2 N 84 B
A, ki S B M) S L AR R,
PR IR Y 51 7 4-3 -3y 55 DR )3 2 R 74-3 -3
HE DRI PRy ok B v AR REAM R DS L e B Sk G 25
Ty AR DR 22 5 | P T 440 i 404 RO R S B, Ok

TR A Gp (2 ek ik, WAETG74-3 -3y 5P
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14-3-3nFE KA AT R Rk X 40 9 R A B 21
2, HCCHH At A 2 s &Y, NHCCHIZ
Wit — AN B ik £
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Abstract

AIM: To evaluate the therapeutic efficacy and
safety of anatomical liver resection for hepato-
cellular carcinoma (HCC).

METHODS: Thirty-eight patients who under-
went liver resection for HCC were randomly
divided into two groups: anatomical liver resec-
tion group (n = 15) and non-anatomical liver
resection group (n = 23). The amount of intra-
operative bleeding and blood transfusion, time
of operation, postoperative complications, liver
function recovery, recurrence and survival rate
were compared between the two groups.

RESULTS: No operative death was found in this
study, and there was no significant difference in
the amount of intraoperative bleeding, postop-
erative complication and hospital-stay between
the two groups. The rate of satisfactory resec-
tion margin (> 2 cm) was higher in anatomical
resection group, and the recurrent rate during
one year was decreased significantly. Anatomic

www. wjgnet.com

resection could also elevate the tumor-free one-
year survival rate.

CONCLUSION: Anatomic liver resection is safe
and effective, and it is more suitable to hepato-
cellular carcinoma patients with operative indi-
cation than nonanatomic resection.

Key Words: Hepatocellular carcinoma; Anatomical
liver resection; Treatment
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CT

15 min
(ICG15)

. DLRTRSR AR RN LT DI BR, 65 2k mi
DIBRVE B AE A L. AT AR AE T a s
PR GE, KoF PR v FE U R R i o A
A, TH ISR, ARG PEVIBR
(K3 bt L4 R B AT A HI T D e Ay vk A T
RGBT E 2 LUK JUE g8 350 AT St 20 22 5
PERGERN T i, BUWTERTDIBR H A H 2545 21 11
IR AW 0L R B BT FRAT T VIBR A I8
T7 IR I AR 1, Hs R4 T DI BR AR 5 AR
FEIE FFFD) R BEAT RIS VX LERIE ST, PP B
PERFDIER AR 2 4 LRI PR 7 24

1 #RIR075A

1.1 2004-03/2005- 1275 g 55 K2 B 2 Bt B
B S B e AT I DT B A 1) D R P 9 49497 (0
TR R YERFE ). J39%1, 106, Fib49.4
+14.3(30-73)%. AHifi#r: HBsA gPHP:384
(77.6%), AFPBHTE3541(71.4%). MR /N T5 emff)
/N 1341, 5-10 cm K264, K10 cm
(1 BRI 1041, Bk ikt3541, BANLL 2k
Wikk 1441, G T TER K 0 SO el IR IR
JFhBE5> 2% Child-pugh AZk42{5], Child-pugh B
7). ok, fERIVETDIBR 421491, ARA#R P
DIBR 412841, A28 T A [r] & 15 A R A 52
[ &P, RJGREHAK T 4561(91.8%) A T4 itk
JIF3EE, 3490(6.1%) hy IE A 40 B Pk 1T 9, 1491(2.1%)
R AT, b 34 & g5 TR, 23
BT KA A R I A4 (46.9%).

12

1.2.1 (anatomical hepatectomy,
ANH): B2~ “ N7 BVl (Mercedes
DI, A HEAL 8 1 X Cray 44 LUAE T EAS 2]
RUFIRER. W08 MR nT LLUIRR, Ui e
JFFE s, DA SR . &5 & R R s, 4%
Couinaid T )\ B2 @ g (1 /e £H A7
BUULRE R . BHEXR, e BIsRm
JF I ERHF B, AR A — I, AR DI BR v,
SEL. DIWr s DIBRIF Bk TR k. J R
AT T DDA R PR vk, B R ot 3 R B e b T
JHAHER, BRE4ETE, s 540, 48455
TR AR BEAN R REL M (¥ U T T A T 1) R O
PR [V O JHF I — R DB i A DI B R 5
Glissonianii—# g5 L. YW, AR T4
WeEg. 0D ER AN (B0 & I IR FE DI B9, 3 ik
JUE B B 20 P DT i 4 A ¥ N 9 VA YRR A DU
JF U T A5 A7 IH . T AN T 42 5, FAhokey
A HRE3-5 minfF, DML FHUF B4 A KM

IR S IR, /N BB AR R FH H T BRI
AL T, B AL TR I A
1.2.2 (atypical hepatectomy,
ATH): PIH A [RIFER I 2~ “ N7 B
F1, Jheg 3 A o P ek A T 21
DIV, RN 2 5 20 R R A S ek SO0, AR i
IR N EE O AN [V T L 9 BEL DRI 77 . AR 4 4R
FHPringle A\ I 37t BH W v2:. 25 B5 IR 10 54 1-2 em,
I v e VIR 2, WivIbRge 4R34, 4
SAE VISR IR . FEAT T s A w] T 1R
FER B, TP L150 mL, #hif bk a5
PREEL. i A R X e 1, 5 1 AUICE. )
At Ak B [T D RO
1.2.3 o B
JHD) B AR P DB AR vt I &, i 1l 2.
A VIR R FR AL, PLYISR T2 em i,
LA 20 1) V) it i 2. R i o R 0 ) A= i A4
ik, WA SRAORITE . IR . Ak 2 TRy i 4L,
PLICE F5 3CHFEEIRYT . B AR5 AN EAT TR 1
TACEJ7. HBt)76 moN 1 moffivi 1k, 6 mo%:
26 moffivi ik, MAFELL 3 mobfii1ik. BV
KAFE—MAEO . HFDIRE. AFP. B,
CTEUMRIZE. Gevh SRR, VTG A7 %M
iR 52 R T T, 1A A R 4%

I R AR S R TN
Excel&#. 11 =%k fimean+ SDFE IR, 77354
HUORHH R ROR. TR R TR ek 5
CochraniT A0 56 5k Wilcoxon Bk FIAG 46, 52 T %
B BT K R 7 K5 B Fishe kS A A AL 56, DA
KMo = 0.05 A4 K5 AKME. &S5 Hr K H
SAS8.0% A5 .

2 B

2.1 AL R VD) BR AR 214910, 43 )
Az AR ARG, 222D AR 6, 47—
mEDIBR 241, Ao = DI ERAR L4, O IER R
1. AR DU U B AR 28451 (45 S 481 1] e ik Ep A
K). BGeilF A, WAL EEER . R, W
R I S5 7 A B bR

22 PRI TEAR BT, R AR KA
AT . AR R A v R L
TG 35 22 5 TR BT O] B T AR I 1) J 35 2K
(ANTIEE & =S TE X TE D)

2.3 ARJE3 d, AL D REFabron) 4 R
W2, B IR A 53 difil i ALTHARf#
DR B 25 B (P<0.05), PIZH IR MIHL 24 .
18 RS I LG G 2 3 2 e
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& 1 AEERIIEMN LIRS AR B IER LR . or
4548 E= NE ) SMmE(ml) Hmaml) DS (%) (ICI élrsr;in
ANH(7 = 21) 4.89+ 2.61* 513.30+ 346.57 695.56+ 243.14 85.71%(18/21)

ATH(7 = 28) 3.22+ 1.48  446.58+ 268.43 592.46+ 175.70  64.28%(18/28)

’P<0.05vs ATH .

xR 2 AERDIEARNUERTEDERS=AIS3 dEFIDREIEHREE Bmean + SD)

paxcl ALT(IU/L) TBIL(umol/L) ALB(g/L) CHE(umol/L)
ANH(7 = 15) 274.35+ 142.21° 15.47+ 14.67 35.24+ 4.68 1.84+ 2.47
ATH(n7 = 23) 593.43+ 535.43 13.38+ 12.24 33.68+ 6.75 1.42+ 1.73

’P<0.05vs ATH .

& 3 AERDIEARNE AT EDERASH ZAELL R ) 34 MNEFIIEANEATEDBR R E S A RN EFRLL
(%)

Fge  _ ME pEE
DB e MR oo oo BPRK O
ANH 0 1 4 6 0
ATH 1 1 4 5 1

1 2 8 11
2.4 BHTETARAET. N

B AR 5 I ARONE KA 264 52.4%(11/21), 5551
IR AR R0 D) B AR S5 I R R A2 3 A
42.9%(12/28), 241" HE I RohE. WAL LR TESE T
e . WAL RIE SR IR YT Ja 382 @ Bt
(3), 4B E IR B, R D) B 41 A
A R0 JEF B0 B AR A B B ) 3 53l 4 26.5 d A
27.0 d, HAUR G I 4E Be s 8] 4351 416.8 dAH
18.0 d. PN LU TE I 35 22 .

2.5 A48 F A ARAFBE VS, FEREI 1
JEDIBRAR AL 7, BV %£97.96%, T35 Bl Vi
I (3] 4720 mo. BT 45 9% AT O) B AR 4 i
EASHIAEIENE R, B H423.81%, H4a
B FAEAR G VAN BET, 144472 480.95%.
AR PE DI BR AL R E A 1061756 moNE K,
FISHIEIFE AR R, BIRKEHS53.57%(15/28),
AT ZEAEVENBET, VAL EHNT5.00%.
T JFF U)ok 2 A i e 14 52 2% 2 Al R )
PEF U R 41 18 35 PR AR (P<0.01), & 1R R
TEFRIEK(P<0.05)(£4).

3 e
FH O T 4 A U R e 3 D B R,
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bay il 1FEERR 1FEREFR 1FLEEER
ANH(7 =15)  23.81° 80.95 76.19°
ATH(n =23)  53.57 75.00 46.42

%P<0.05, "P<0.01 vs ATH .

T A B Sy DR M0 55, 5 005G D) Wi
T (R NI, 4% AR IO IT BE T
2T BT = Y D) BRI 228 R
IFOIBRA B ZE R AT 430 DI O T 4
I8, R _E RSB AR RUE DB
FACK ] Pringlei kb AT 4 AR BHLINT, 732
A, T (B R. AEBE, JsUR T e 4K
2 BAE ORI AR TS 5 R A2, AR A7 £ 51
FARIGRAE 5 1A P38 (10 I A 30k FSRE 5 i i s (1 —
TG AR AR, 4K 2 BUN A e R i T T
PO AT 2 PRS0 AT, S O D7) B A3 fe
6 JITAE 8 2 R X948 PO 15 Mk 2 3 93 SR i
(K9 X 38 N7 A e B AR i, T O I R 1Y
TR A MU AT DI BR A R 2 B
I, R 2, RJGIETARNIFRAE K B AL
AERUPEIFOIBR . Aok, BEAIPIEAMRE R
B M EE T AR AR B 5 i 1 5 ¥, R I
B 1E H 2t 52 2 R AL

W R, FARKILERZ D5 ARk
E (¥ R AR AR AR P R kb, RS IR R
WY A8 il 2>, 1 I P AT Ay g2 A v K o ) A
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He . IR gk ZD A v HE i, RSk A a2 T
PIBRA SR>, AR Rk, FE -5 Bk
AL 44 it B4 513.30 mL, AEREIUE AT
W4k 2 )P40 R OB 24 446.58 mL, PTG & M
ZE(P>0.05). IUIPE 1) B A 41 A 8481 A v i
i, 71 238.09%; AEHE M HF U] B A 4145 941
AR A, SR o 32.14%. WG B M
AP>0.05). FHIUPE -] 6 1~ 4 % 1f 5469556
mL, T AERNPE D) B 592.46 mL, P& G
B PEZE RN (P>0.05). TR0 SO B A W
N A b i o G o A S, T T ) A
JIRAS 55 S AR /D, DRI SR B4R W 4 5 ), R
HH L% T /D, 2 A B O )

AJE3 AR AT T R b 4 SRS B,
JH DI BR A S5 4% P i A B (A LT) T 7K P Ak
TR JHED) B 20 1 2 FRAIK(P<0.05), #2754 il
PG T2 LG AR M T DB AR A%, ARG 4
N AEGEN R, T DIBR AR B AR 2%, FAR
fE k. FH52 b, M Couinaudi’ H I8 B4 1T
0%, R LBEA SR i) R0 Th B (R ST B T, # ] LA
AT B ) PP B A P B DI DALk, ) 4
DIBRARAR AT LR /NG R DI, 5348, T2 W
JFF 532 J5 ISE AN 23 B R K I 4 R IE A, ] 92 R
I, R R OR B A 00T 2 2 50 1 At
G AR5 BRI R A B . SRAE, Wb AR S KR
JFF S fi e sy 1y ] gt

AL B, R D) R AR S5 I R
RAEFF52.4%(11/21), AERPEFFDIBRA AR J5
I RAE R HR N 42.9%(12/28), WiE LG 245
X (P>0.05). LAERU, BN BUBOR IS K 554
WO RE R A, WL 2 RE 0 A ™ T T R
i LG/ DL 00 D) B 4 55 3 R0 4 )
BREL), EREh ) A S P I T3 AH 2, 1 B
S B AR I S R, AT b DR ) 0 28 5%
P T TR LU, PR AT e 8 22 S A D)
BRAKS T~ 8 1T & 2 T A2 1.

TRUEF AR V) G- 15 oI M va PEIH DI BR R
(13222 5 1, 2 TR ARG SR IR SE A S 2,
TN B ) R AR Ay 2 DT B ok BEAS (1 1) i o
JG, DRI ANE B85 LR AIE 4% 1) D) 27 HLId B 5
OB (£ B AR g AL 2R P22 e, Rorp
FABHE G| S N % g 2L 2R BT e I T B I DX 3k
ATRER o3 s, R 2 Ee s i, D15 v) e 4
AEF I HE ) B 1 2 B U D) B3 B AR A A
S KPP TR TRl RE 2 R 58, X e
O R UL IR FE IR AG VAN, 25 5 1 D) 2

Fe ik B, ASBEIR B yA E DI B 0 bRtk PR IE,
AR JHF 1) B AR A A A AE T R A I A 1
SER, ARG TR ELSE R 1310 A V2
P, R R A AR bl 7 e A AT A 1/ 7 D) S0 5%
B DR AR A A R R T A R e RS
DL FEAALGERE AR, I D] o R R0
VIR V) S35 B R 43 59 M 85.71%F164.28%, Siil
SR ER AT IR R 2 S, U0 R JEE U I A
SRR A I 7 T R IR 3

JF 40 P g A7 22 rhota e A RS O, FTFT)
ARICTEMARAS AR e JebgRa e 1% 52 1 ) 42,
{E2, KU DD R A T AR UE D) 2, T2k
VIR T A& TTH Kk SC IR BE . BFIX, MR yA M
RELUTT 7 JFF P Jie 98 47 1 g 428, mT Ak 2D oK S5
FAA RO AR TR, B PEFFDIBRAR 4114
R N23.81%, EAEEH80.95%; FEHLIIE T
PIBR AR KN 53.57%, HA7 % 075.00%.
P O AT DAL, RO P U Bk AR LA B g v R
WIRCR. A R T AL GR B BRI U7 I TR) 1) BR
i, 2 IR MR — DR,

R S il | AR E N TG E=l iU RE (EPA BN
ST RO M B AE R P DI RR N 255 5 1, W
HEANLAE RS EAR T VI BRBOAR . BRI A 1)
SEAE b R D) R A SR B A PR AR T D
fili. 6 FAGE AR HERG AR, B8 1 — ek
LR IR BLAh, D RESE e 16T i SR H
T Ax. Child /48 2 G0 Al A 5 FUH- D6 T A 1y 22
K, Ay IR AR S5 B h RERE o, X AR Ty
5T AR USSR R 81, L g K it
AR FI B, FRATTIEAE TT R C T 52 43 AR
EIIRTR SR 1S minif B R ACG15)HEAT AR H )
REVPAY, DAYk AR T AR )5

AN A, AT TR AL BA A 5 R S
(AL, JITThBE b TF Ak 45 DhREFEAS IE 3 &, AT
o FRAT RN T Ik i B U e ) g A T
T A Y E AL, BT IhREGE & e R
ZEWVIF B, LA BT F T I S 0 /N
BATTN A, R U B A — i o7 D e vk
JHF 96 22 A AR BR AR R 2, AED6S T AN T3] 1 95 461
FEIEPEN AR T AT 3, LAk Bl 7 3%
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Abstract

AIM: To investigate the expression of SOCS1
and STATS3 in hepatocellular carcinoma (HCC),
as well as their significance in the occurrence
and development of HCC.

METHODS: The expression of SOCSland STAT3
proteins were examined by immunohistochem-
istry in 48 tissue specimens from HCC and their
para-carcinoma tissues, 11 from liver cirrhosis
tissues, and 11 from normal liver tissues.

RESULTS: The positive rate of SOCS1 ex-
pression was significantly higher in the para-
carcinoma tissues than in the HCC tissues (P <
0.001), but its expression in liver cirrhosis and
normal liver tissues was negative. While the
positive rate of STAT3 expression was markedly
higher in HCC than in para-carcinoma tissues
(P <0.001), its expression in the latter was higher

than that in liver cirrhosis and normal liver tis-
sues (P < 0.001). Expression of SOCS1 was sig-
nificantly correlated with tumor size (P < 0.01).
Expression of STAT3 was correlated with the ex-
pression of alpha fetoprotein (AFP) in HCC tis-
sues (P < 0.05). There was a positive correlation
between the expressions of SOCS1 and STAT3 in
HCC (rs = 0.431, P < 0.01).

CONCLUSION: Expression of SOCS1 and
STATS3 is closely correlated with the develop-
ment of HCC. A markedly positive correlation
exists between SOCS1 and STAT3 expressions.

Key Words: Hepatocellular carcinoma; Suppressors
of cytokine signaling; Signal transducers and acti-
vators of transcription 3; Immunohistochemistry

Zhang RG, Zang GQ, Tang ZH, Feng ], Yu YS. Expression
of SOCS1 and STATS3 in hepatocellular carcinoma tissues
and its significance. Shijie Huaren Xiaohua Zazhi 2007;
15(31): 3310-3314

B #: SOCS1 STAT3 HCC
. HCC
ik 48 HCC
N (liver cirrhosis, LC)
(@ =11) (@ = 11)SOCS1
STAT3
R SOCS1
HCC , SOCSI1 LC
.HCC
STAT3 LC
: SOCS1
(P<0.01). STAT3 AFP
(P<0.05).
HCC SOCS1 STAT3
(zs = 0.431, P<0.01).
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RENLEEW k2. 2550 S
LT A W g AR B, e () B 2 20 B ) AR 2 ) AR
VU LERE A, SRR R S R SRR I . AR
T EYEFEFREY, HCCRIR AL, RESIR
o 2 DR (R B AR/ B IS R, 0 s R 2R i R
R IE D F AT 5 e T T 1 S A ot
MM F RN S HITAK/STAT(janus kinase/
signal transducer and activator of transcription)
15 54 122 H HT 4 i D8] 5 40 J 1) 4
s JAKS/STATs 5 e 3 i 1) 32 1 A6 L5 i
T~ I3 R S 10 B L R A 5.
LW, SOCS1IE R FIS TATI LK 43 b T i% M5
I B, AR 2 MR IR kA 1 R
vl —EAE M. A1 S S R T I
(suppressors of cytokine signaling, SOCS)ZK ik A
A MR KRB REE NG 51 5%
BRI FR T #, SOCS1hSOCS Sk H () H %2
IR, SOCSTERI£E16p12-p13.1, AZKSOCS1HE:
PRI 2 LA FEFRY. SOCSIAMZ 4l il K1
LY T (N 2 T 1 1 D B o LR )
fria 7R EEAE N, 55 %05k, Rz
520 T Gl SN DA R g AR R OE R
SOCSI/EHCCH )™ ¥z HHHAL FIER Ik W] et PR AIK,
PORSOCSIHTfig /& HE A7, AFKSTAT3
SEGE AL TR 125 G tafk, STAT3E RS
e G 5SS T %K R (signal transducers
and activators of transcription, STAT)I B 2§
1. STAT3/ZEGFR, IL-6/JAK, Src%5% 48U

Jed A NI AN AL 2 AT L BE O, W LR . O
Bl kAU RN AN M . BT BR L BETR
R 2RV SR MR IR, AR
240 L et A 2 o I A e T SR R B 1
STAT3 e (e Al 5 77 4 i e A PR B AL O EAE
MU OB, STAT3 LB A 4 A& — Pl
PRI Sy 7 A g i DR i PR ) S ik
FA5 546 S RAEHC CR A K I TR T i
Iy T AL, FRATNH] e B AL T A T IR
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3 3. R0 FrtE: 0% K073, 1%-25% K147,
26%-50% 4275, 51%-75% KN3%%, >75% N45).
et a0 o BH R4 B0l 7 2 BUN SR 13
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FARREZE A BEEREXER, P<0.01).
2.2 SOCS1 STAT3 HCC

SOCS RIS TAT3 (1 BH 1t Z G511 P I 4L A %
SRR UL 2 TR TG 35 25 5, SOCS 1R IE AL AR/
[A(BAR<5 cm, =5 em)f 2P 2 7(P<0.001),
TAE R AR K 4120 4 AFP, HBsAg#R ik
) 6 Bk 25 7 25 (K2, P>0.05). STAT3 K ik 4
YLZATF PR IA (B R0 B 3608 ) AL Te) A k2
ZEF(P<0.05), MFRIETEMIR AR . AR
NI S HB s A g R I8 4 )G i 2 0k 22 /(R
2, P>0.05). L5AHCKIR R, HCCA 2
SOCSIMISTAT3 %1k B AT W35 IEAH G (K3, rs =
0.431, P<0.01).

3L

Ji e e RNE R R 2 A e R e A I B, — R
WA A 5 T g R (1) 0 R () A 38, 41 ik
AT 2 3% (380 A 2> S A 5 e 338 I 1) S
PSR ERSEE S L IEH PSS9 R E ALY 11PN RN
AR 7 R RS 54T 33 AR I 470 1) 75 5
SOCSIASOCSHK G LR O1, e F-171997
AF 3N [ R ATE 5 /N A 4 S AN () £ 53
PRI SOCSTFMRN A # LMK EAE7E T
A7 B AN P, {5 AT BLAE15-30 min P B VF
ZAMA 1 W K7 TS S, Tannapfel
et al®' H1EE (ATUBBE 7 LA 32 R0 & I AEHCCH
[F215, RILSOCS1HE [19k/). Nagai er al K IN
SOCS1FERAEHCCH 1 4 50%(4/8))ISOCS ImRNA
RIEAKFA ] B, CpG iy HHEEAL I HT 7T 87
FEDRI P8 T EAK. Yoshikawa er a/l™fEHCCAH iy
ZRISOCSIHICPG &y % i) 5 H A sk T ERAH
R i AL, AN 65%(17/26). AR5
SOCS1H AfER 5 ITH LN LIS B ¥ mTHCC
HEP R HL, FHCCAL WEm T RMEE
KL CHLGURIE 3 T 4128, B SOCS 13 A 78
HC CR AR F I 22 M gt i D -5~ 30, 1 I3
B RAETEERN. RN RKISOCS1E FIMRIAE
R =5 em] B L T<5 cm41(P<0.001), £ W]
SOCSIBHEHCCHIAEK . HERemiiAnm D, mThg

SOCSINEBRA  STATHIEHBRE
DR n
= 4 ++ +++ = + 4+ +++
48 6 3012 0O 3 18 19 &
48 1 11 30 6 0 22 21 5
1111 0 0 O 4 7 0 O
1111 0 0 O 5 6 0 0
°P<0.01.
SOCSIEERIA STAT3ZEHRIX
me n
-+ ++ i+ -+ 4+ +++
39 52 8 0 3 16 13 7
9 1 4 4 0 0 2 6 1
()
45 13 2 7 4 0 1 4 5 3
45-59 26 4 14 8 0 3 8 11
> 60 9 0 9 0 O 0 4 4 1
>5cm 33 12012 0° 1 11 15 6
>5cm 15 510 0 O 2 7 4 2
3 0 30 O 1 2 0 O
3 6 1711 0 2 11 16 5
11 010 1 O 0 5 3
AFP
23 316 4 0 1 13 7 2°
19 3 11 5 0 4 10 4
HBsAg
31 4 216 0 1 12 13
9 1 53 0 4 4 1
p<0.05, "P<0.01.
STAT3
SOCS1 Bit
- + ++ +++
= 1 3 2 0 6
+ 2 14 10 4 30
++ 0 1 7 4 12
+++ 0 0 0
3 18 19 8 48

rs =0.431, P = 0.002.

L SOCS1HE KRl H C C 11 2k 1 B 25 % K.
H—PIFSOCS1R A SHCCH A LTt e
5%, FrLASOCST AL ST FHC CHI L Wi Al
TG RIS 4 B R X

Yu et al™ WSR3 Me-D ABAE VK
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B 2 FHALSTATEARIAMMRAIRESR, SP x 200). A: HCC

FUHCCHREALIT, F S 4140 75 1 KIS TAT37E
HCC R A T A FIL C 1 4 08 14 in (55 % i 41
AHEP<0.05). H 8 1 Bk AG I 2 7R STAT3 &
S PH P #3% (P<0.05). Feng et al'RIIHCCH
P-STAT3 I B E % 74.5%(41/55), W] w198
JH LR 23(23.6%, 13/55, P<0.01), iA JSTAT3
WO T BE R HCCR AR I I E. ARS8 i
STAT3[{RIEAEHCCAL LR 5 2 v TR L T 4%,
e AR 23 8% W TLCA L, $RSTAT3HE
HHCCHIRER EEDIMK, JF HAEHCCHIKR
AR IR 8 T STAT3 % 11 R AL R ik 2 A1,
] BEAF{ESTAT3 L M (14735, STAT3 8 K IA
TEHCCAIZAAFPIIVER A2 2 3 vy T FH PR IA
o, 17 HAT LA ) 22 50 G 8 2 X, T g
ESIRATI I UK AN B S i £ 11 R AL AT K.
JAK/STATIH #% AR 2 — AR L PR 1) A

www.wjgnet.com

Do Saa?,
h § ;‘:,f‘é
E TP, N

0 i A0 20 0 AR A5 5 e Pl . AR R
JAK/STATIRAZMIWOE, X140 Mt A4, 35
AL =5 0. Yoshikawa e a/” {EHCC
40 i Z2SNU-387FTHuH-1 v & I AL 15 42 1
SOCSIYLERT LT AK2 (R AL AS TAT3 (1) 44
WoE, STAT3IGE ] fig /& SOCS1YTER 33 HCC
KA — A EZER .
SOCSIfE5TAKS(JAKI-TAK3. TYK2)
JHIIX 545 JF 40 FLRme s 1k, il HlJAK/
STATIE I 15 54 . SOCS1 ] fE LM it Hig
it A i X AR — PR R DI RS AK I R
JAKIGEA, Wm0y A K s v, it
MANHIS TAT3 R IE IS, SOCS1IER A
BT HSTAT3 S G4 i, STAT3 T 5
SOCSIHEEHI A 3) 12 mif 5 ARk, AT
BE— 3P BRI 5 5 0 % 1) S e 2 DR R4

SOCS1
STAT3

HCC

SOCS1 STAT3

HCC
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I 55 R AH X 3R I8 S W AEHC COR 2B R R AR 1
H, FATUER THCCAIZH SOCSTFISTAT3 £ [
RILZ MR R, EELA KRR HHCCH]
P SOCSIMSTAT3IRIE R A W& IEM K(@s =
0.431, P<0.005), #E/RSTAT3 2214 1] e [ i
TSOCS1ERIL, MIfE#ESOCST RS
M. HCCHIRAE . KIEZE—NZ N R EHiEH L
(53 it B, SOCS1HISTAT3ZEHCCH iI1E I HL
A Fr it — DL, 38 Z B B R A 4y
RN
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Abstract

Capsaicin has multiple pharmacological
actions, and research has been centered on its
effect on gastric motility. Most relevant studies
have shown that low doses of capsaicin can
accelerate, mediate, and high doses can inhibit
gastric motility. The mechanism of action
of capsaicin on gastric motility may involve
vanilloid receptor subtype 1 (VR1), substance P,
acetylcholine, neurokinin A, ghrelin and calcium
ions. Capsaicin has promise as a new drug for
gastric motility disorders.

Key Words: Capsaicin; Gastric motility; Mechanism
of action
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B W ah I3 DiRetk E e a2 1 Ak T 8
TH AT S AR A R R, I 20 1
B R ML A 9T 55 07 TH A V2 AL AL,
SR/ T B W sh I Baagt . Bk b
HGE H ) 2R >, HAE R AN BEAR, XF
B sl 1y Dhae kB B 16 7 T 8T )
Pk, B2 (capsaicin, CAP)X B W5h 11 i1
F V32 BRI 22 (1) 2C7ED ", AR SCHC AP
B 7 U AT 2Rk

1 CAPFICAPEAK
CAPJZ M BRUR SE P2 B 3 2EE PE R g, 3L
122 22RO S 8- F R -N- 7 B d-6- T4 SE I iz
il — B FH R ARE, HRE T oRCAP R
FER . RS PR AU AL S B 2 AR
F, G T 1l PR B PR3 R 48 28 G895 95 25 1)
T AR TR BLC APX I A h AT T
S, CAPXSH sl /e 251k s i B A
Fukushima et /" 'Wf5¢ 7K, (1-10) mg/kgffICAP
igREIE Eh IR/ L5 31K BRUFS R A4)3. Holzer
et al""iE, 10 mg/kglfICAP igJri30 minpy Al L3
KB e, JATSGE B 8 0 e .

C AP L R A% NI S0 AR A0 40 il
JBE AR TR ) S AR T P AR AE T, ISR AR N PR
HCAPHUEAL NF 2 (capsaicin-sensitive afferent
nerves, CSANS), iX—32 /&R HCAPRAK, NFRZ
g B 57 AR NF 7Y [ (vanilloid receptor subtype 1,
VR VR IZ A E B B AR, =
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P (SP).

Al

(CGRP).
(VIP)

ARG BRI ANAT ARG I A
I T L. ARG &I A VR & —Fhfif
G RGN AR TSRS R I — S R
LI R AR AR A VR A, s 24l
A w11 IS e = o - 1 A 3 )
B AN AR AT AR VR N AN
RN, AR B R BH B 7, i s
ZRMY (I B S WIS ) N A
FB(>43 C) WG, M ook 8 155 e i PR JUL IR 3ot 38k
PN, PEREARAQU KA S pa i 145052124, CcAP
Xt 8 A e K S T A T b e VR IR il onT g
X B W BN 1 B B R 43w 7 A — g ) AR B v #
YEH.

2 CAPXYBzhNBVER
F T FE N CAPXS 5 30y 7 ¥ 52 0 27 WARGE, AT
FONA R CAP W] RESNHIE 8 ). mSE4Tr
et al” ], 100 g/LAI1400 g/LI¥IBRHUA(1 mL/
By FT A CS AN TG 7K L1 5 51 ' Al i
B KR BIE8), 1258 F/IBERER. 4k
ARy, CAPKT B B G5 VR FH nl RS54

FEAMETCAPS Ba ML RIRKRZ, £
Bl s N I CAP R e 3E E 3l /). Holzer-
Petsche et a/”"Hii#, 0.0015 mg/kglfJCAPH] i3
KB B H A0 4s. Shibata er a/*7eA 1K) a4k
TR i 45 M 2 TN ) AR A, 4T A TE HEE
CAP 0.1 mg/kg. 0.3 mg/kgH0.5 mg/kg, 45H &2
/RCAP ig 15 min N[5 R E . +fallm. i
uity 75 i RN &5 P e 4, HLRE TS 388K, W4 %
NI 58 . Debreceni ef al*" % 1 P CHRAC I 22 TR I
AR, Ky IE BN 0.4 mglICAP—Kkpo i I
ek a), g5 3 W x B ARSI R A 112 £ 15 min
FBEF199 + 14 min, i3 BICAPRER] N TR E HEE.

s, — R EPCAPH HMAE R %
PEET IR, B A& Lee er a/H1E 230197 K&
ILC APE R VR LIE #% 115 NG 18 3) D) e,
P55 H SR DX A AR TR WA, 34 hont Ak 1 A
ARG N . Holzer-Petsche er al*#R180.015
mg/kglICAPH] S K B IAMMET K. Lefebvre
et al®"WF5E % 10.003 me/kgfICAPH] i S il E
JEE T Ik, 180 2% 5. Sekiguchi e a/™*W 10.09
mg/kglJCAP{ECSANSs “ ikl Jinf 24
B WO 52 R - 1R B A S 2 AR -2 5 S )
B DI TI Le4E.

WF9E SR, KFE ICAPKTE h g 7= A4k

YEH. Takeuchi e a/™*i& FH & T Rl H SO
RIEE T IR RS ek Hia g, KIS KR
30 mg/kgfCAP igheMifil LRE/EhIRIS T 11 H &
B4 K SR B 12 81, 7E45 2530 min/i5 B HBE)
Wi 5 4 70%. Shibata e a/™ Xt A HEA TR
% 2+ 38 mL/minfI3E B F4E10 mindy
WVEELD mg. 2 mg. 5 mgfI10 mg&5EA[m] 5=
[ICAP, Refig i H H & M S 3 5= 5 S
W AT R 5123, HBEC AP & IE H)
T80 1 5, (] B U 5% B 22 8] i T C AP 5-10
mg, JNRE LA AR 7 A 48 )5 10 i
ERTE AL 3K B2 5). Evangelista®® [ 525 &
7N, Zsciiim CAP 100 mg/kg, ffCSANs “ J:fii
27, B3 E Btz KR ST %7524 h
Je1 wkm B 2 PG, 225404 7 B 3hJ). Fukuda
et al®"WIFU RN, FICSANs “FApg” &K
CAP eI A AR B TBUIRAE K 1) S HE

Ty HIERR, AN [ ][] FH AH 5] 55 5 { CAP
Xt B A PR AR F 5. Zittel et alP
G5 TR BRI N LR Rl E 3 N
/B, TR LT AR F2 dR12 haylip/Nla i
CAP 0.03 mg/kg, 453 Won T AHI2 dFCAPLLAR
Jri30-45 minf)'E ) RE S TO0 IR AL, T
FAHI2 hif)CAPAIA J530-45 minft) 1 3l J)Fa %L
BON AT B, T 3h I BRAR T K Z150%-60%.

3 CAPXYBzh NBVERBHLE

CAPI 2 BAE FIRFIE, AN IR0 FIAS [R] I8 325 2
A] RL A PURRAS [R] R 8N. AR EN FRI=  CAP
YEH T CSANSARM, WAF 2T 4™ A I
PRI Gy, BERCEEe B T, ) b £ ook
IBAE T, BRI Y. Mgk sali e ZATHICAP,
AT R C S AN SHFESR K ft 1) 283 JB 17 % o
WO, L I IS, XK C AP
it BHLFAE FH . ORI 1 1 C APAE 5 AL J 4] 9
MAAE G, v a s is I R, 38
CSANSZZ R H 15, KEHAE QL ATIRE, Ik
KCAPIEPEEM LB PERE, H 2 AR W41
JRIR, JRFR A CAPIFILAE “ Lz 1
Mozsik et al®#ti#, /MHEFICAP 0.005 mg/kg
ig At BERH 1L 1] 45 4L B IR 8 R A0 5, 17750-100
mg/kglfRKFIRCAP ighl 5k & B 4 n ).
Brzozowski et al*'" i, sc M EiA125 mg/kgl
CAPILE| “J:” {EH. Bobryshev er al™'ff)
W2 Rse 100 mg/kg A7 fECAPTffCSANs
CRPRA” B DR N AN RE R S R IR
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. X TCAPRIfYIFE, WA flsc ar o
JEBEBELHE B bsg « Jeph e VR 70 v v
EdE— S, flE. R &S
BN IR G R I 2 X L) T LA e T ) .

CAPXIH 2 1 AE PR S22, 245
WIS SEATE R, W0 I B PR 2R T s o d B A B
Bl 25, KEWR SR, HHENGRFES
[(JICSANs & VR1/3 4" *# Kechagias et a/”"
e LA I 7 VAR s N S5 Ak 1 G 41
A VRIS i Mk ek, JLRRIEE A 2 5
T LA BB SRR S5 K 7R VR LR 3R 1% Patterson
et al™™ F s U AR IR 7 1 R IR 21 50% Rk A%
NN L) RS T A VR R, JLA AR
ST LRI Y B VR S e i M 5. Ward
et al™ VIR FH G 4140 (K J7 VEAGI BN (¥ 15 26 s
WUZEA VRIS AG. Faussone et al™ [ i # i 41
1 K PG CBE VA T B s E R . N2
DA B A0 i R A 22 KRS AT VR 231, JF R AT
9 BE A Sk 2Rk A A VR 3.

SR 2 I S 0 B VR 4% 25 13 18 I
T, 51 AN R TG B T £ R U 28 3 SR W P
(SP). MHZEW 45 PHEBUIRA . PR AL
FHOGBE(CGRP). ML & R I AR (VIP) R A
SRR T TAIR)SE, I8 sl 1.
Domotor ef al*WifFsx o, 181k E R B E i
B & h L IA VR, W EIBICGRP. SPFIA.
Kadowaki er a/™" 1] 92 20 Ak 1) 5 1RG0 21 B 2
LI IR pP e 274 A VR RIS, Hop
ZHVRIKILCGRP, /D EVRIZILSP. Holzer-
Petsche er a/*"WF57iA N, 0.0015 mg/kgfJCAPF
TR BT P JULMSC 4 2 T8 I R )
VR CSANsi& 27 SPRE BT L. Shibata
et al ™, BFE s o] 30N R KR CAP ig5l
R B P LR s, AR e TR
M ITCR IR B R 2 5 /N E I CAPA T
PSPI WL 4. Lu et al S B, k25 &
IR P 2 I B 12 80 & i d CS ANl
BAE SS9  Chua er al™ 30, CAPHRR
R il 22308 Bt 2 5 IH AL 4 200 F 30 i R R 1)
A8 R S e T A S HE

Sekiguchi et al*'W5T Waw, #I/NFIE
CAPH I CSANsA T WK AL H 5
JJ, fiICSANs “Mifl” & CAPEILCSANSs
R O 52 AR T AR RE I K = e 4
TR AT 00 1) B 1 A0S 52 A - 1R B 1 I
T2 AR-25 5 10K B DB P WUILET 4 1 i
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4i. Fukuda er al® "Wt R I, /NEAICAPE L
CSANsA AR B BUIOIE B H, HE
ffICSANs “EMZ” FIEHCAPHERH KT A=K B
FRBOUR AL R 1 HE 2. HEWTAECS AN “ Jeqif
27 FIRMCAPH 5 AR R R 1)t
BN, FECSANsZ BB, KEHAF
BAENThfE, WIHIE S HE2E. Dedov et al™fif
FORI, /NI CAPHE K U AR A &1 41
B ERVRUE, EEEYIIIER N KR ICa™ P
WANBE G KN TR L2 Bl ca> AT, Aix—
IR R 4H P R Ca” R 2 i, Ca®™
(1SR SERFCAPICSANSs “Jlifi” 4396, 1M
Sim er al® "HRE, 7EAPLFEM PR R, /N
(1 C AP it FHL W 48 J P 76 117 R s A9 OM 4 3 3
WO B EZINTE-F 40 ) EF ok K, DL
MR 7 2B LE SRR TR LA A ) 8 R
i (- E0E %0 40.018 mg/kg). Shibata er al**'k
W, &+ ZIRIIEE DRI CAPREFIHI H B
RIS 3 2= 3 A R AT PE R s
A, HED /N P9 HEVE /N R B I CAP W] REE L /M
R VRIS S5MEIE AR 8 s s). —
SE U B 1 CAP R B B 1 2 S2 ATk, 1A
I i) it FH A [0 751 £ I C AP 3l g vl 7 AR AN
[ 14 () 5 ), R AR AL A LA T
K2, CAPXTE Bl ) 1 58 i [ 4 SMiE 5T 45

WIANGE . ZHFFON RN E I CAP R g fe it
Ml —eREUEICAPA T E 8 1, i
KAECAPK B 3l ) o] e A fI/E . 204K
KCAPH B NIEBRR . NAKLR, WK
CAPIHT FEF Dy RevE B v« B W3h )i 9%
o a7 HAT B R
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Abstract

The treatment of liver injury is very difficult, and
the case fatality rate is high. A new approach to
treatment is presented by stem cells and their
characteristics of transversal differentiation.
Recently, stem cell transplantation has been
widely used for liver injury. This article
reviews the advances in the field of stem cell
transplantation.
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Abstract

Obestatin and ghrelin are two important
brain-gut peptides that can combine with
their receptors and exert important biological
functions. Obestatin is a 76-98 amino acid
polypeptide segment of proghrelin that binds
to the orphan G-protein-coupled receptor
GPR39, which can suppress food intake, inhibit
jejunal contraction, and decrease body-weight
gain. Ghrelin is a 24-51 amino acid peptide
segment of proghrelin that binds to receptor
GHS-R, which can enhance appetite and body
weight, promote the release of GH, and affect
cardiovascular and immune functions. Obestatin
is regarded as on biological antagonist, or a Yin
and Yang activated polypeptide of ghrelin.

Key Words: Obestatin; Ghrelin; Brain-gut peptide;
Receptor; Biological functions
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0515
h T SR B 2 A, I A R A
1 Zhang et alxk NEHE RIER 2 A1 H A AL A2
AT T PRI, FEWEFUE AR, A PR =
JIIAE T e i 7 A A R v R B R R
(AR A kA o R v 4 Al A Ik D
B b 85 A H A K E AT (proghrelin) & K 7
Uﬁﬁﬂiﬁﬁﬁ ﬂ?"%ﬂ‘]?ﬂi?ﬂ?*ﬂ‘?ﬁﬁ‘]%ﬂ)ﬁ, I
Hotir 42 9 NEPFEM R 3 (Obestatin), Hi “o
E?\/TIH@?M “obedere” M4i5, ?%Tj(i
T, 1M “statin” WEKIR “HPH]” . $45Zhang
et al I MK B A Z8rb s Dy 73 25 X M g
gAY . B TR, R AR L0
Z I AL PRI T R, Zhang
et al"HIFFT ]I B 1IE 52 Obestatin 5 & R B B
K FEGhrelinZ AR VIR R, fE4EREHL
A A - A ol B AR AR . A
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Prepro-Ghrelin

1 24 51 76 98 117
Ghrelin Obestatin
Human GSSFLSPEHQRVQQRKESKKPPAKLQPR Human FNAPFDVGIKLSGVQYQQHSQAL-NH2
Rat GSSFLSPEHQKAQQRKESKKPPAKLQPR Rat FNAPFDVGIKLSGAQYQQHGAL-NH2
Mouse  GSSFLSPEHQKAQQRKESKKPPAKLQPR Mouse FNAPFDVGIKLSGAQYQQHGRAL-NH2
Chicken GSSFLSPTYKNIQQQKDTRKPTARLHRR Chicken FNVPFEIGVKITEREYQEYGQAL-NH2

1 REzi#0bestatinFlGhrelint VS EELFES!. A: Ghrelin

il Obestatiny GrhelinZE #4594 . AR
TEER . EPRINRE M E R RE SRR,

1 Obestatin 5GhrelinfV&18 5970

1.1 Obestatin Fiff T 1IE SZ Obestatin/™®
AT AR, AT E AR K E TR R 76-98 2 I EL,
H23 N IR IR AT AL X AN SR X A
Tl Jeg [A) LA v B O Sy, 36 I At R A [) ol Jeg (1)
HHKRE Y DI RE. K SR H A 26
R BEw s Y NRST TR O R INE NGNS
187 50AR . 5 GhrelinZ& B, FRHBETE BRI 14
JRAEBIYI S, AR CoR i g 20 Wk A s i is A
RETE A T MR ThRERK. 2R T 59ULGEA
ZAKGPR39LE .

1.2 Ghrelin GhrelinH 43+ i K
3370.9, BURL FL42490-150 nm, & 7513282
FRER LK Z K. Proghrelin N ({723 /M FE R
B HE AT 73 WAME 5 IR AE, S 24460 1 H 2R
NSO 28 S FE IR I KL ) Ghrelin v 41, J
R4 WL 1. GhrelinPJCA 3 [ P-R 25 44 (&
P - 2 R g FLAR B4 . X Ghrelinff) 2H B AN 45
R AT R W, GhrelinE 24 A TAEETE L,
R 5F5 37 22 2 1R Bde e N i < O 65 A0 1 25 N o = 1
SeAb. G307 L2 2 IR R AN B AR A, URAT AR
YriE bk, 2N E R, Ok 2 A i
GhrelinF 2 i B4, T BiE. BT
FIR At A7 b A3,

2 Obestatin 5GhrelinZ{ABVD F4EH SERRIX
Obestatin3ZAGPR395 GhrelinZAGHS-R
(Growth hormone secretagogue receptor, GHS-R)
KT A — 5. GPR39 4524 & JERR Ik HEH)
B, HA7ANE I, GPR39JE S GER (R 32
W, AT N2 Rk, e, B,
TR B I Ry R, Rk

www. wjgnet.com

; B: Obestatin

A7 Y A ) R R

GhrelinZ AGHS-RA TafIb M FIE AL, GHS
(R 7 WA 000 = Bl I 5 Ta W GHS-R &5 &
RAEM. GHS-R Tafy366 N2 IEMRIRIE, 6715
3 TIGHS-R IbfX 5289 M2 LR IR L, 1754
PEIBk. Ghrelinf) DhfgTE 52 AGHS-R Ia mRNA
FEAE AR N SR BRI R
A EHRALL LeydigdiflufiSertolidi iy Py
Fak, AR R B A, MR 4R
B R KCP ARG, i AETh BEPEGHS-R 1b
mRNATEAI L3 B 12 KT8, GHS-RAE—LE
WAL PR Z KA, (HAEMBEARTH RS
WRERIL. e FLI w41 2 h T GHS-RKIA,
{EAE IF 5 FLARE0 2Rl LR £T 4k B AR ek,

3 Obestatin 5GhrelindV4ERIHEE

3.1 Obestatin A T 5 Obestatinft
RIERIEFAER, Zhang S LA 50 /N AE SE G =5
N AR T Obestatinii 35, &M 1E 5 1)
RS EHEAT 75850, B K =00k HBEIEAL 1)
ObestatinfiZ [ (1 pmol/k g i &) sl i % A (8
nmol/kg M Jit 5 )73 S T2 Bl 45 R RN, L5
UH A B A, A i b I IE 3
HZIRE, MR P RT3, M
7E8 AP IRAR T20%!". T fE S Kk Obestatindifi i
T Ghrelinffyiih, £ B A9 M2 B Wi 52
I, (A4 NRRE P AL AT T, AErP K™
ARk R R 5T A B IR K A4 ) Obestatin U Y52 473X
TR, Zhang et a/ff)SEE BTSRRI, 73
SfObestatinff] 2> B A R KR A 52 5%
Wiy, B WObestatindlt = 73 fif IF I I ThfE, thARE
ifi 2 Obestatin & 75 13 F LG ¥ I fiE. Obestatin(?)
VEFH AT 6 32 208 1 B W I R, 3k )
PR, 77 A i B P U ) AN Bk e k. 3
SKAE A W g I8 25 IR 25 35 ), BF 08 s, N HERR

Obestatin  Gh-
relin

Obestatin
Ghrelin
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Obestatin  Gh-
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. Obestatin
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IS 6 6 512 565 56 2 B R 0™ A AR e A A 7 A
U U R RS A A B Obestatin ) 741 [
PRTEILFI87%, GPR3IOMIILF93%"™, {HZ M
W R P S E A 2 1) 45 AR AR 5 A 45 R Y
4. Obestatint5 A B FERE A oAt 9 2 [a] T IEG
E il se i Z /NN

ffi#5 ObestatinFyR WAL, H FIAKZ 20t
FHE MG, KR G R oA 5
AEIREObestatinIfAS 5200 R B F0F & BOAE R
AL Obestatin (300 mg/kg) L5 LI 4
F(CCK)(1 mg/kg) e IE s vE 4 K R 2 ik
AACCKI L IR 1k B 2 FRAIC, AL itk fr
KM ) RICCK S R i (s 510, 3T
ObestatinXf £k B FNA 5T 57 Wi AN [7) S 6 45 1
Lagaud et al'' "HHT T IR NIRRT, AR 98
T Obestatin ] /) BUFK BRBEAT T 0F9T, SE50
45 3L 7R Obestatind #5577 847 ¢, (K7 &
RS ) 0 B B AR C S i, X A 2 AR 5T
AR R I ObestatiniZ {1 FH AR I I R 2 —.

A EUESE, ObestatingZ i A fLid /2
2], HPUEIEMAER], (UAGhrelin—FFA] LR
FdAZ M. Obestatin i FIHI I, MR,
(R NI 58 3z 40 A0 R0 5 B SR UR 4 i 134
B, I HAT R ARSI,

RS A VR BT W 70K I, Obestatinf
FIAF 3 SR ARES I3 40 AT — o IR S B AR H,
10 nmol Obestatin FEFNHIIGF-111) 43, %F Apo-B
WA —E FIFEH.

3.2 Ghrelin

3.2.1 : Ghrelinf&—
Tof {1 238 £ AROR i 7 6 B 1 888 280 32 222, WF g
KW, 251148 h)g K H P'Ghrelin mRNAR#
B, MEGhrelindk ETF&, A4 TEYE,
Ghrelinif 8 X Pk & 5k /K1, 1k B A frm] )i
Ghrelins i, {22 B P93 41 g /3 W Ghrelin®.
7E F R B 2575 30K Ui %73 4 Ghrelin, 3
KIGhrelin A7 2R 24 AL £ AR 10 A2 BEASN. )t
A, 4 GHEED BB K B % 4 G hrelin, [7]
FEALHE R R, GhrelinfI0E & AN AN #i
GHIIS 5 S 12, Tschop er al™#iE, & F
B % S Ghrelind i/ iU S R BRI
A T R O 86 T A B e 6k /DS Bl 0 A
St Ghrelin/a K I, Ghrelinn] 5520 Hl5/ f&
K, b RERE AR, SRR, HER g H T
AR B R ) B ARRGE IR Y. 4 fe e

N BKE ST Ghrelin, T3 AS S &, Rk fr
AP, KBRS R, i GhrelinZKSF n] LI bk
i, 5 HUARREFER T2 B2 Ao 45 BHIAS
5], Furuse et al" %540 i % 7 5K il Ghrelingk,
GHEIA 1, 45 B R IN2 hh 9 & #0521 Hh 3 o)
HERG IR . TP AA B3 R AR, il 5T 5
Ghrelin{/ ] 5| & 71 AR 1R B R R

3.2.2 Ghrelin s WA 52
Ghrelinff 4514 5 B 8 Z AU, Ghrelinft sk A
s X S 5 R 0 A RS sh kAT R . AR A
W Fe e Ak, B0 S ot e m
Wil 5y,

25 KB IR S G hrelin RS 701 B AR SV 11
BRI %, Biash gt oK,
AELAZ2 250N W] 4K A e 228 47) 7 B T 4G o A B T L
WT, (ANl 4L f 52 A BELIT 751 BT BEL BT, 158 B Ghre-
1in 3 Job o A 0 22 U T HLAA S T Y. 45 BRI K
FRUMNG %5 V2 S Ghrelin, [RIFE A0S R 70, %R0,
Y Al 3o A A 2 ) T R B o T AR B T L),
SR, LAGHSFIGhrelin KA FEVE K L, Y68
0551 G R ) 2 A T 3 R o 4 R S ) 4 R
Al HE R B2 A BRI A 0. (HIX s g FLAR R W]
Ghreli niffl i 2R G A 28 0 5 R (14 43 b R #2154
. AMEGhrelin®l A 4y LLd ik i i 57 R ik
o s R HEAE L, AR, 45 58 D)W kLR &R 1) /)
BRI A S Ghrelin, I 5 2R g 188 B, Wit
TR B 2 T7 1 BH s R P AR N T4, vy
BRIk S GhrelinG R R & 5 EUTENPY AL
JUHIGHRHAHZE TG IR 25 W,

323 : GhrelinXH Ol &
R ¥EZ M A BT BE, ALFE O ) I R IR
S5 A B N BKVE S Ghrelin, (2% BG4 80 ik
i, B8O R, FEASRENLL R, B RS
PR TE B AT [RRE (1 AR B2 . Ghrelinif L
I ZR 8 R 1A 5 AR AR A W E
JiK. Ghrelin v 5E 0 ML E) 1 27 b%, 45 NIk
P Ghrelin, L5 A= KB A FE I 384 0, 7
YISl ok Fs W S B, GO R I 16%, A
I 229, e 4L T 5 R T 1 K R
HHATHF SR R IR, 5 A 28 kb 38 1 AR o 41K BUAH
Eb, BRI S 10 nmol/kg7) & ) Ghrelin ] B &
B R T K R I 22 = Th g, SO i R
S BIKOE « Co i SR A .

3.2.4 GH : B EG AIE RAT F B
W], Ghrelinfy nJ =52 J B GHRE UK VE I, HKH

www. wjgnet.com



Obestatin  Ghrelin

3327

AL BAMEN, IS AR A
) %, Nagaya et al™5 NE#IKIT 5 Ghrelin
RIAGA M GHACE B T+, GhrelinB A
5 Z PR G RS TR/ O FL 5 70 s i 1
Y S 1 H S SR BRI R IR, AN [F 5
Ghrelin(3. 12. 60 nmol/kg)r] 5 [ EAMH I
GHRE B . EAK3 nmol/kg Ghrelin53 nmol/kg
GHRHXTGH {24 W 1EHAHEL, {112 nmol/kg
GhreliniZ [/ 71 2 (1 GHRHAE GHZ3 WAE T 3R,
HEMA S 5 AR GHI Y. 2K E p
ZoAl NEFYEKE S i A I AR AZ AR, K
2190%[MIE T RAEPN G LT Y e NP Z 474, —
O RRE A NEFYER RS A7 AE T 1 W 18 2 R0 2 i
A, BRI B i S R Al
2ol TR T V23 B R M B B R 2, K
#5559 Ghrelind/h A AL 15 | S (G HABS TBOM Y, 2% B
Ghrelinid A] 30k 2R 28 #2825 3R 1 GHIK RS
G
325 UK IBAN A ANT AR
RE0% UM FLIRES « I B o S5 g 40 i 3R 0
(IR PR, A S SO Y. AN I
B4 T4 AP PR 40 i & I Ghreling
E® Dixit e al* WS BUR IR, AT 4y
WATA) Ghrelindd ol 4 T4H A 2306 40 P57, A
WY E e R B R BE, Ik — ¢ HGhrelin
A GE I [ T4 M i b ) GHS-R&5 &k 15 AL
A A P WL S R 2E 2 Hh AR B 4 i T A T
Ghrelinfg nJ A& [F] R Fr 5000 DX B g
G %, AERIRIE R, GhrelinfEFMHIFLAR
s~ DR M 40 PR (1 49 .
3.2.6 : Caminos et al"**'f{{)ijf
S %L B 70 R L35 Ghrelin/K S B & FRAG,
M R AR I35 G hrelin/K I BT, A3 %ok}
PaARis, MEPEASAI GhrelinZKSFAR T, A
B RE ET ATIR A T L B TR
Y8 R A1 e 5P A 2 BUMLTE Ghrelin K BRI,
FH Yok e B 2 i FE R 4 Yk /D 21 B R L G hrelin
KT X LERF IS Refdor, FUR IR D) AE S 5
I IALE GhrelinZK V(AR AR AR BT . 4T
R AE AU AR AL T B FUIR IR T A X
ME sk A0 E Ghrelinff) = A= R4 v HAT E B2 10 i 72
YER . SCE H IR IR 1) 8 PR A 135 GhrelingK
(1 Sk 35 38 v, R R b, $EoRGhrelinfi 42
Tt fE H A7 RIS R P R 2 5, BRUIR R
WE AR YA A Ghrelindiidt, 58U
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GhrelinZK AL T 5. 5 GhrelinflEZE-A
(orexin-A)AN S T TRH FH AR 2 Bk £ eSO 1) T
WA T (5 GhrelingK P Bl R IR 30 B 248
AR AL G 75 3k — A 7,
3.2.7 Ghrelin : Ghreliniliid
TR UEGHMPRE, 90k F T, S o Js A4
J, AT AT HUA R KT, 55 TR S e,
GhrelinXy iR & 28 70 W B2 RN A —30 A
OB H, o5 N kTS Ghrelin, BI#7E R
JEE TH v RS AT AR 8% 32 00 3 v,
JoAh s 5 B4 b AT AN, AR A TR
I, GhrelinA] DUEHER 5 25 1K) 70 We. Ghrelinft: K
BRI S5 o 4 L Hp R B vy R 2R R A, TR R I
Ghrelinfig38 N 5 o4 L 3 Ca WK, )38
FOr R B AT HOE R W, B EE AL
A Nkx2.280Pax4 23 FHUN RSB A &
SR, FHE#iGhrelingl Mo R4, 1EH /N BB IR
WAFAE—/NRANMBE = A= Ghrelin, FRA B e
J, 4 7% JBE B B A Mt R e 40 A LA 3 ) £ T A 4
JEL. T A A R A B s R IR T R R AR
AR 234k, AT AERF [ & A B 5 25 A1 Ghrelin
F10 P18, 338 R 45 RS ) e A g,
AR RN AR e AR R Y
WK, 5 T I A B e R 5 DA G, I
S HHUAR & GHBR IO BE AR & 7 1k
FEFEAE S e 288, LA S 2
GhrelinflLeptingy 4% i 41 & 1R 5
5, RN R AT K AT R, SRS
Tk P AR S AR AT I Y, AT 4ERERLAR )
fE AR ST R I, Ghrelinfigikd5Leptink
NPY/AgRPHIZ TN, (EdEE Earph s
JKNPY FIAgRP AR~ 4 AL IER £, 184
T, A, R EENPY /Y 12 A S
S, GhrelinfF LeptinffI R ARFE T K& 4%
VT B A B R AR I A H A 2228,
32.8 : Ghrelinfl/mRNAT] LAZE N[BT 4
A 215 Ghrelindd A 0. B, B
Ji B 7 AL URE B D e R BT A SOR IR,
Ghrelinfg4M ] FHHCGHlc AMPA Sk 1 B
A0 Jf0 S -6 B 5 M L HL R I S 23 A T
BEPY. Furuta er a/™ 18, U9 500 BR K BN = A1
S Ghrelinn] B 53 400l 2 44 AE 3% (LH) ) 43 .
Ghrelin X 2S5 ANFUK A R 2412
PEMR IR S RS, Rt Ghrelin Al G4 2
YERF R R P — N E B . SR RIE,

n
(brain-gut
peptide, BGP):
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Energy balance

e/,_Y\°

Food intake Energy expenditure
\9\ n?
() [
TN L
- _— »
GPR39 . GHSR
/ Brain stem —
Obestatin

2 Obestatin 5GhrelinZ[EByx<Z".

JoR S 0 R AT AR . FROIR R RN S i 2k
S 4N L Ghrelin FIGHSR/K P 715, #278Ghre-
Vin [ P 4 i BL A0 o8 R 99w mT A 1
Volante e al ™38, 7t FFUIR 95 41 i R 7 Ghrelin
g f R, A HI1EH 2 AR E. Shimizu
et al®"VJg B, JligE B 2 o GhrelingK P 146
M, ity 5 BB I 3E H Ghrelin/K - IH 2
VAR TP

IE4b, Ghrelinids FLA B MEAR 5530121
TP o RO N A T T A

4 Obestatin 5GhrelingBAPE<F

Zhang et al"'WF 5T 43, Obestatin/t—Fl 5 Ghre-
linfy i 2 AL AR ik iR, el s 0™ A, 2
H W 59 FiProghrelin i & H R AT A 1K,
Proghrelinfl{ 5 J5 I AFAEAN R BY D) 7 X, 280 i
PEJE AN TR] r BB DIFIAS [1) 288 B A2 4 7= A A
[F] ()4 51, Ghrelins iZ il /& & 14 BB
Ja e, Obestatinl] 28 1% Hi A4 C AR v 19k e A4 2 11T
77E. GhrelinBENE RGN A SIS TP IFEN,
A5 A5 R 4 N7 1 Obestatin ] LA I Ghrelin X
EARI NN W 4 1R fl i F, i W] Obestatin
AZGhrelinfHEHUK, AR “ R Ghrelin”
Y. Lagaud er a/MREITIESE, 18R
Ghrelin 100 nmol/kg K BRI/ i B W 35 19 4%

i, Obestatin(100 nmol/kg) N FNHITE X, Ghre-
lin(100 nmol/kg)F1Obestatin(100 nmol/kg)— [A]¥E
SFFES AR A sE I AE H, 5 Zhang e alff) &t
—3. ObestatinFIGhrelin P 1 45 JIKAE [F] 4 Ffr o
HEEHIEG 10 52 0 Pt R A T AR A B 1 1 Y, e
2 FLARR I, Ghrelin X 4 [A] Y5 1) Ik Bt Obestatin
ZAFAEFE BB BH O &R, B E miE R A2 1
ANGY IR R T BN I R S, AT
FRAX AP R ST A LB e THREN. K2R T

“ - SR RE AR R T XA 1), R
M7 T Obestatin 5 Ghrelin [A] ¢ &R %A & —
AN O RN A A T 0 B AL R R AR 4, il
25 5 R I 2 R RF A4 P 1 R 1 ALK
AT R R

5 4518

ObestatinflIGhrelinff) 25 B 2h B S H O R IR
WS BT BATT T Al ARG A Al 1 3 4 A
H. ObestatinFllGhrelinF = L8555 o ) AR A0 X T
N H BT S W R 7 o R A EE R . %
F A3 M0 i e R A R4 F 45 1 (1 B T Ay
GhrelinflObestatinff: 1], tVF7& By IEREE
[ 548, {HObestatinfllGhrelinff) & BT ZA WF 57 &
B N VFZ MR R 1 1) 8. ObestatinFlGhrelinfE
AR AR P ST T R 0 i i, % R S e
O F SN R T R Y R AE A T AN, H I
AP SO H BT WA e AT AL R, DG
ANFEDRRAIE FUAT R AR BERRN.
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Abstract

The study of gene functions, including
activation and inactivation, has become a
hotspot in molecular biology since entering
the postgenomic phase. To achieve gene
inactivation, there are four methods: gene knock
out, antisense oligonuleotides, RNA interference
and methylated oligonucleotides. Here, we
emphasize the technology of methylated
oligonucleotides via backgrounds, mechanism,
method, current status and perspective.
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JIe R RSB A I A AT e 22 S S DR T e TR v
A WENJE IR AR, 73 1A 2T A
Heqn) 7 REDR ) D fig LA K A ORI 1 06 & b
K5 DA Tl RE PO AIE S E A 38 W AN 7 1T R IE WS AR
KRR . USRI Igg T g ik DR AN 26 R Jif
B I O B B DR R i, A o A ] A A
TR AL, W] DL T g a2 5 DR 7 i g a5t 4% 12
P00 R Ik R R P Y T AR €. S SR DT R
AR 2, AR SO Rl 1 5 DS D e B 9T P 1
i L TR, G R (gene knock out). & L 5E
AR ARMRNATHEIA, 3 FO BT I
()RR SERZ AT R EAR, W= A1 5t FERINL
il BORER e N IR AR 7 1) Tn) A5 7 1HI
HEAT T VRS 1) A

1 BREYGEFR

B A T BT 5 H I B o Bl R ) 3 A il 2 ik
PRIRBC R . At AR A (RIS B 4L R S 2R, R 20 72
P2 B AR i AN el s L 2 K S g R R
IBTR, AR i 58 S 0 B0 ) A AR T RECIR 2R 1) A2
A, IR DR Fry T B R R R R B R T
WA IE SO N D, H2 8 4 0k D e Bk
A/ Bl A7 0 P e DRI 20 b 0 A7 e DR £ kK B
AR, A7 L8 H R B DAL B B o N2 Y
WSRO, 3 EURR FAE T B
Mk BB, AR RATIEALA, AR THE
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FAREG W BT Z AR D REM . S5
IRk Hi AR (conditional gene knock out)() %37
SRR B TR IR, 19944F, Gu er al”
J% FH Cre/lox PHL 41 52 8 S T A5 DA () i
[)RE S 0, R IR b4 1368 R i PR B R
73 LATE 1. 25 A1 ik DR g 63 o A s 1 5 DAL i o
fifi E 255 Cre/loxPARGEM B, A n] LUSEIAE
T I TA), AR, 4 i R B R DR R, T AT
DAL S P e AR e 2 23 4 o b B8 56 AT e B
BS54 R, A R B I T A A
A2 rh SE A R H I BE DR 5 AT e AL 1 IR i
FABE T B™ (K R BRSSP AR 1 A
S HE UGG RO D) A e, SRR AR R, P
2% ).

R LT RBA LR — KA N TH
B8 AR 1) s SR BAR AR I SEAZ B IR
B, KEZ 1530 %R, 5 A4 sl A
RN, AR RIS BN R B, ik S5 EEDNA B
mRNAZSE T JAUE A AT AR X IR H, AR
HmRNAPH KR A 5B, 5 5DNASS G
= A 5 R B 5 FLED N A5 A U 45 44 DABH
IEREIE PR ) SR e 5%, LAMZ S mRNA APAZ AT
giGTHIILET . N TANE ), fEmRNAZK
REEAER, TR, BRI e p
FUB. AR VE FLETE TR e s . R
SR AT IR N 256 R [ FEmRNA(DNA)
(1077 A0 Bk B B, DRI UG L A7 B o R e e v, JF
H AT ok FARS R & A . T340 e SUSER% T
R T IR BRI, A=A RV, AL
A NI AR, X8R ILAE R 259 v H
TR T A fig. 19984F, SH1N R X244
Vitravene(Fomivirsen)# 3¢ EFDA#LAHERE L, H
PAVGYT HH 40 i B (cytomegalovirus) 5 |2 1K) 3
i AGE AN S S = ) E - RS R &Y N
L NN VA T2 | S 5 R R e
B, WHArs e TR A T BR EAT TN AL
P2 A LASE A E P, ZE I 2 1, 38
FEAE Y S TR) AT G e 58 s T T R5 5 BB A, A4
A PR KR MR e SURZ IR, 4 v HAE 2%
I, U BRI AR

RNAT#E(RNA interference, RNAi) N3
A T R 2L 20 400 40 i e DR 30k () AT 807 v Al
TR AN U I XUEER N A(double
strand RNA, dsRNA)'T A4 i 5 & 15
dsRN AU I mRN A B, 3 i 400 1 AH . P
KKk, dsRNARTARE AN G, HAZ R
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-Dicerfb B4 21-23 ML /N FHERNA(small
interferencing RNA, siRNA). iX£&/NFHRNAS>
THE S RIRIENE . IR NS 45 5 TE RN AIS 3
MIUTER R S PI(RNA inducing silencing complex,
RISC), I 5 HEH P I I APMRNA LS 15, KfmRNA
BREAR, A2 S AP R R PR ) e, PRI S
PR M 56 J FE R T BR (post-transcriptional gene
silencing, PTGS)"""?, RN ATt H B ) A
K, MT99SAE I AR IE 46", Fi R JLAEh,
RNAFBFFUIAT T 58 AR R el Ik
5 ERFE FEVE R 200248 8 fe L R R 2
—. 2006"F-Andrew FireflICraig Mellols I 2 4%
EAERNAT-PL AU il A Hh sk w152 7
W DURE 225280 B AT IEAE AT (5L R Al siRNA
SR TR 3 ST K DA DA B DR A K 0 v 45 B )
FER D e AT Rl RN AT R S [y
B R B DR R, ) AT IR ER, RNA
TRECARSEERAE AR (a7 5, K5 DRITER 05 &L
T HE, AR IF R OB 2 N IR RY, i
A JH & R 82385 995 5 [ 5 5 M9 RV 7 o
Al E R AR B e R R BRAEH T
R AL ZVRI A0 I, XA T AR 1] R RIS
(R FE.

2 PEEZERIRA

2.1 RN L2 (epigenetics) & 5 33t
%% (genetics) ARSIV (RS, B4 R4 5L T
FE P 7 2 50 By 850 R 3R IR AP AR AL, 36 3
RIRAR . LR 2 5 2 R A DR SRR E M55
T 22 Bt A 2 It i 25 T = E 6 DAL 1) 40 ol 350
FERRIEK AR, BFEDNAF L, A5 H
Wt £ WAL TN G 0 TR AR S, R R A A
(epigenomics) & 7EHE R LK1 10 M ist A%
SR BT, DA L PR A AR I CpG iy A
YT S5 R 53 2R 48 N IR 3 R 56 IR 441
ST S A PP FTIEDNA AL 2 e A
DNA AR BEER T, 2R 2S5 5 CpG—
R AT 1R 16 R s e 285 S A Jsd 7 B3R g A — A
LM, B TDNAF AL 5 AR E Mg
PRI E YRR, Rl & CpG iy FH AL B S5
LR S G, DN A JEAL L& Bl 26 M st A%
27 RN 2R3 DR 4 2 ) B LT N 4%, FSCDNA
A 55 Mg 1 5 38 186k 24 i 23 1 AE A 2 ) Ak
M. HETHRFST SR R 4n i fn 4l 2]
HPAETE R DN A LIRS, I JE A 41
PR IEAL K FRAR, 5 Bt A& AR e PR,
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H LRGSR L PR (1) )3 31 DO A Sk AL
T 3 S0k DRI A3 O PAT st s ik DA 22 DA A1 R A
AN 7R g AL, G A0 A SR S KR AL, &
BCEH R RIS, TSR AT, B g
AR AT E PE; 0 e DN 22 4 i 5 Y Ak, oo
FE AL S BRI RGP, IR R B LR At ok
FEAENERE R, DI R, &S
Jo 1) A O,
22 TEMFLE Y, AL AGE I DNA
b ST R BE(Cp G). W H I CpG
TR A A AR, KZ150%
BE RAE A 3l X A Cp G X T R I 4R T
%, A I A0.5-2 kKb ANAE. %X I
LR e s AT B DI IR OC R, 38 Ak T 9F F 24k
R T AEF ISR E 31, RS 3
FUR IR TF A 5, S i s DR F0 SL At )
WORPFELT. AN, 53 R 1) oy 4 o A HC At 1y
et Sy DAL R e £ o R R 1 A DR S
B, AR N EBHIERFIEL ., MK, CpG
Ry v FAL 1 3 2 1 0 B SR I R A, A
RS 4 Sk R - Doy S, T LIS B T 2 i
WEWE S5 5 E . Rk MBI HE . DNAF I
R S5 0 e s AT I E I B A 45 S T 3
TIX, A8 FREIRE, 2 R BE D e s KT
ERUCS AR Z VORI R, KL S 31 S e
PR L SO SRR, Zha et a/™™il it H
B IR FERBIE A 3+ X F Ak k1
X CpG iy e vk AL R B, 70 117 71 I 40 P
b, JRERBHED 81 X (A Z 48+ X)CpG
Sy AL S8 T ERPIE IR B S Ry, S
ARFRIVE -T2 s 40 i 5, ERB mRNAYKE
PR AN S A 7 TR 2 A2 R B0 BB DN 5
B B AL SEAX T IR - Bt (methylated oligonu-
cleotides, MON)5 JE Rl Ho i — 465 B AN SE &
TERCE FIAEDNA. 2 AL DN AR B A 51
XFER, JIDNA AL AL 1(DNA methyl-
transferase-1, DNMT D)L 5 K4, DNMT S
VEER S AL, MONS 456 o 3, WAL
B —BE 5 AR AL 1 AN R KO R 2N
AL DNAJRY), [FIFERIIA S0 X FEL5 ), R
DNMTIEH LG D). 45 5 45538 Kk A
Fetk, bS5, FIFEMIERE, H R4y A 2400 1
CpG IxH IR, f5 ) BB (R REAL 5 (3
B RAEEAF I W LRk, FREST
A T DU SO s 0, DRt H 24

FERLTRREA, FATh v LUK B 2 ST H
FEDR AT S K g R ghab, WA Rk I,
CpG & F AL KR (CIMP) g i A8 Y (A 1)
%, P P EATR e HEMSDILS, 51 L
GRARPAHI TXPPAT BRI IR A A% 2 R
B [ AR T AL, hWE S 2 AT
PRI T BB, ZERCpG & i F 361018
Wi A AR E, BRI R E . AR, FREE,

I3 B S AN ) A5 5 A H S, At AL A5 B
k4% — R R AR, 25 58 BOAN R I
IEEGEIPCIVATE SRR 1Yy A=l R E s TN S
9 LA ACIE I bR A aos AL o 2 OC B 22 KR H.
2.3 FH LA S5 A T R B A 1) SIS it it 2k
45 (DMONM B 56 B MONZ 5204
AREE ) NBCEZ R B, 5 H R A
)1 DX AT B (R g s e 51 56 A A ), AN (] 7
FEMON J BEH 1506 Cp G A% I Hh 1 s e
RS S 1 A AL (mSCpG). 1iGenBank
He e A R AR ) H R S 3 T IX I CpG %
TR I A R A F AL B (CpG). MONF Bk
T NER R DA E3ANCpG TR, BRI
MON H B T & (mSCp Gl & 1T, IXFEA ik
15 ) 5 4 R PR A AR O T B e A e
TR AR, SEAZ TR v Bk 75 BEAT B AR IR
A, BEANE AT DIARIL 2Ot KRoRES, TRl id
7 BB R R SEAZ TR Bt (unmethylated
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Abstract

AIM: To investigate the expression of S100A4
and matrix metalloproteinase 2 (MMP-2) in
esophageal squamous cell carcinoma and
adjacent normal mucosa, and their correlation
with clinicopathological features.

METHODS: SP immunohistochemistry was used
to detect the expression of S100A4 and MMP2
proteins in 100 cases of esophageal squamous
cell carcinoma and adjacent normal mucosa.

RESULTS: The positive rates of S100A4 and
MMP?2 protein expression were 52.00% and
67.00%, respectively, in esophageal squamous

cell carcinoma, while only 26.00% and 31.00%
in normal mucosa. The positive rates of SI00A4
and MMP2 protein expression in esophageal
squamous cell carcinoma were significantly
higher than those in normal mucosa (P < 0.01).
The expression of S100A4 and MMP2 protein
was significantly associated with differentia-
tion, depth of tumor invasion and lymph node
metastasis (P < 0.05). A positive correlation was
observed between S100A4 and MMP2 protein in
esophageal squamous cell carcinoma.

CONCLUSION: The overexpression of S100A4
protein may produce a marked effect in the gen-
esis, development and progression of esophageal
squamous cell carcinoma through regulation of
MMP2 protein overexpression. S100A4 may be a
potential marker for evaluating the prognosis of
esophageal carcinoma.

Key Words: Esophageal squamous cell carcinoma;
S100A4; Matrix metalloproteinase 2; immunohisto-
chemistry
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Xiaohua Zazhi 2007; 15(31): 3338-3342

B#:
S100A4 MMP2

ik SP 100
S100A4
MMP2
gh 8. S100A4 MMP2
52.00% 67.00%,
26.00% 31.00%(P<0.01).
(P<0.05).
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i (esophageal cancer, EC)&{H A i
DR A iR 2 —, TR AR 2% 5 e B AT i K ik
Je R HROG AR 22 . DRI 3R 3 8 e L
FEARZE GBI 2R R, K E R
EREIIRIT ST . S100A4E 12 f i il i
cDNA LR K IE R %17 Fr(serial analysis of
gene expression, SAGE)ffi 1t t 1) 15 22 Pl 1 i
A KU R I 47, R R RS
BT v kg BN AT ARV T S g 1 7
ZHEBRAORBFMAE A MR REN
1G5 — RAP IR, b B4 s B
2(matrixmetallo proteinases 2, MMP-2)iffi i} [#fi#
L T S A0, e b e 10 B 5T, SRR 5 B i A Al
BB A ML A B IR T A5 2% B P s v b R
YEHT. ASCH 995 AL S PYAES I 1 10041 £ 5 i
Jee 2 2R P ORI 5% 1E 5 R B2 2 S100A4 8 11
Tk, T HAE BB RA . RIEPIEH; 4
V43 HTS100A4 2 11 5 MMP-2 8 11314 I AH 56
PE, SO B R A 2 e B h VR R, T
W PR EE R INR R SRS TR
SN, A B B, OIS SR )
FE IR AR

1 MRRTSA

1.1 PR 27 55— B g = B2001-2004 4T
ARUIBR1000] & B mbr AR, 555841, a2, ik
37-79(57.8 £6.2)% . MU LI : Fior4k25
1, ForAkedts], L4, JErh itk R 4 A5 23
1, Tk a5 R 771, 12 B R T J2 Bk
WUZE)36H, 152 SR 2 (RWLZ B A 6414, S bt
AS100A4(AP-9003)% v B H1 14 K 5 E Neomar-
Ker/A a7 i, Pt A\MMP-22 7 [ Bt AR o %
ISP &I At thAZ AE A ).
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1.2 G UMb e R R RE R N 11 354
Yy FE L E AL Yk (streptavidin peroxidse, SP).
S100A4FIMMP-2H0 KR B4 5073 7R 1 - 400
A1 1600, DABR 4, JRARZEI Gy, Yeth DU
M F UL PO REAT. 256 vl [ B BH 1 5 1 2 9

B HUVE BT L 40 P 5 4 A b S I
TR G EAORE Dy BH 4 R, TE 10 v A A B
HhRSH P A R A B BB 2R S100A4: FH
PR M E<2% 0 I C), BRI S0 % =2% 4 (+);
MMP-2: BH M40 050 <30% 49 FIPE(-), FHPE40
Hr>30% K (+).

FIFISPSS13.0% 1, FIH b
KK, I HT R Hkendal IHI 5< MY,
KR prER o = 0.05.

2 #R

2.1 S100A4 S100A47E I Fr i &b
L it () B P IR 95, T W AR AR e ik
o 240 J0 vp AT b S5 R 1 R ST B, 8 R CE
LEON 1D SRR NG =11 = 2 1 o A e
JO A G 1) R E A M T 0 P B T
B (B1A-B). 16 & & 8w A 20 B,
52.0%, G TR IR A b i Rk %
26.0%(P<0.01). LEAN[H] 4> P FE BE 10 B 45 e 21
2, SI00A4EE [FIRIE A W . P

A J Al g v PR B A 23 53 0l 2436.0%, 51.6% A1
90.9%. i 40 a2 0 VR BE S NS 100 A4 25 1
PRI . B2 VR 2 R LZ RS ) 1) £
fig 3 20 2P S 100 A4 i 11 BH M ik %6 4 59.4%,
WA A v T30 2 2 (R R SR UL ) 1 BH i 26
38.9%(P<0.05). A& %41 S100A4E
F1 B BH A 263 #.(69.5%) 1 T bk B 45 B A5 40
(40.0%), 7 e A Gk 2 = X (P<0.05)(K1).

2.2 MMP-2 MM P-2 I PE R 1A & {7
T ML (E1C-D). 7r 8 il 41 23 (1) BH 1 %
67.0%, W5 M T & IE W A U Rk %
31.0%(P<0.01). MMP-274 4 A 2 15 R FlJe 41
ZUR AR . B RBE A ok 4 e %
PIAHIG(P<0.05), AR RS . MERITE (D).
2.3 S100A4 MMP-2 &
E A2 S100A4 48 (11 RIE FIMMP-24 [
2k B W] I EAE G (P<0.01, K2).
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S100A4

xR 1 EB8EALNAPSI00AMEEIMMP-2EENRA SIGRRIESIMENFXZ
S100A4 MMP-2
IBER IR IRAHIE n = =
- + BEIMEZR(%) X = + BEIMEZR(%) x
100 74 26 26.0 14.208° 69 31 31.0 25.930°
100 48 52 52.0 33 67 67.0
58 30 28 48.3 0.767 21 37 63.8 0.642
42 18 24 57.1 12 30 71.4
> 60 53 23 30 56.6 0.958 14 39 73.6 3.054
60 47 25 22 46.8 19 28 59.6
25 16 9 36.0 13 12 48.0
64 31 33 51.6 6.440° 19 45 70.3 7.330°
11 2 9 90.9 1 10 90.9
36 22 14 38.9 3.874° 19 17 47.2 9.952°
64 26 38 59.4 14 50 78.1
23 5 18 69.5 8.253° 3 20 87.0 5.380°
77 43 34 40.0 30 47 61.0

3p<0.05, "P<0.01.

HAN11.5 kDa, J& T 4555 A XK. 1]
ZHRERIL G SRR RE. RIEKRE
AT 0 AR5 45 o, SI00A4RE (FI7E &
T IE S B AL S (0 208 B AR T LA oA 1%
FE AL 2k, FLBHYEGN i 2 4 b 7E LR 40
Mu2; 7E g ehm A2 b U R RIS T4 4

1 SI00A4FIMMP-28a Z 4R 1k
. A: S100A4 (SP x 200);
B: S100A4 (SP x 400); C:
MMP-2 (SP x 200); D:
MMP-2 (SP x 400).

E N T N ol oY e T A AN 4 1
PN P R (L, Ui S100A4 4
EIANATAE T8 40 B P, 3 [R] B A7 T P 4
J{IAR. STO0A4ITH i A 44 4t Jifa py A4 u SR HT, 5%
DR DOV o L N N e NI TERSR
R A A i R S8 9 40 il R A 0,
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Abstract

AIM: To characterize the expression of P53
and proliferating cell nuclear antigen (PCNA)
proteins in gastric cardiac adenocarcinoma
(GCA) with and without paracancerous
intestinal metaplasia (IM).

METHODS: Immunohistochemical analysis
(ABC method) was performed on tissues re-
sected from 70 cases of GCA with and without
paracancerous IM.

RESULTS: The high positive expression rate for
P53 protein in GCA tissues with paracancerous
IM (33.33%) was significantly higher than that in
GCA tissues without paracancerous IM (4.65%)
(P < 0.01), and the high positive expression rate
for PCNA protein did not significantly differ be-
tween the two groups (74.07% and 79.07%).

CONCLUSION: The high positive expression
rate for P53 protein in GCA with paracancerous
IM is significantly higher than without paracan-
cerous IM, suggesting the possibility of a dif-
ferent molecular basis in the two types of GCA
with similar morphology.

Key Words: P53; Proliferating cell nuclear antigen;
Gastric cardiac adenocarcinoma; Intestinal metapla-
sia; Immunohistochemistry

Gao SG, Wang LD, Feng XS, Ma BG, Fan ZM, Gao SS,
Guo HQ. P53 and proliferating cell nuclear antigen
in patients with gastric cardiac adenocarcinoma with
and without paracancerous intestinal metaplasia in
Linzhou city. Shijie Huaren Xiaohua Zazhi 2007; 15(31):
3343-3346

BHa: (gastric cardia adeno-
carcinoma, GCA) P53 PCNA
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Abstract

AIM: To explore the colonoscopic and related
features of ulcerative colitis, with a view to
improve recognition of ulcerative colitis (UC).

METHODS: According to UC diagnostic code,
232 cases of UC were collected from 4994 cases
diagnosed by colonoscope over 18 years. We
carried out retrospective and statistical analyses
of the endoscopic data from all cases.

RESULTS: Two hundred and thirty-two cases
of UC were detected, with an average detection
rate of 4.65%. There were 134 male and 98 fe-
male cases, with a male to female ratio of 1.37 :
1. The mean age was 44.11 years, with most pa-
tients between 20 and 69 years. There were two
age peaks: 66 cases (28.45%) between 30 and 39
years, and 51 (21.98%) between 50 and 59 years.
The urban population comprised 70.26% of
cases, and was higher than the rural population
(29.74%). Among patients with UC, 13.4% had
proctitis, 27.2% had proctosigmoiditis, 18.6%
had left-side colitis, and 40.8% had pan-colitis.

CONCLUSION: There have been an increas-
ing number of patients hospitalized with UC in
recent years, and the endoscopic detection rate
for this condition is higher than for others. The

www. wjgnet.com

lesions of UC are commonly located in the left =
colon.

Key Words: Ulcerative colitis; Colonoscopy; Detec-
tion rate
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