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Abstract

Since the description of transforming growth
factor (TGF) 1 became known in 1972, much
progress has been achieved in its genetic
location, gene structure and expression,
protein structure, receptor binding, and signal
transduction, as well as its biological effects.
Here we introduce the structure and function of
TGFp1, with an emphasis on its special effects on
liver fibrosis. Single nucleotide polymorphisms
of the TGFB1 gene and its effects on disease
development and prediction are also discussed
to reveal the pathogenesis of this polypeptide
growth factor and its potential in disease
diagnosis and intervention.
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. TGFp1
A 80 C/EBPalpha 118 NF-E
79 Sp1 111 YY1
76 Sp1 95 gammaCAC2
32 E47 76 LF-Al 106 Spil
32 E12 48 ER 72 TCF-1 95 gammaCAC1

23 C/EBPalpha 55 NF-1 76 ER 95 CACCC-binding factor
\ L | L1 Ll

TransFac Graphic Map-Sequence 0
122 bp

B 80 C/EBPalpha
79 Sp1
76 Sp1
76 LF-A1
72 TCF-2alpha
72 TCF-1G
72 TCF-1F
72 TCF-1E
72 TCF-1C
72 TCF-1B 118 NF-E
72 TCF-1alpha 111 Yyl
72 TCF-Al 106 Sp1l
32 E47 72 TCF-1 95 gammaCAC2
32 E12 48 ER 72 TCF-1 95 gammaCAC1

23 C/EBPalpha 55 NF-1 76 ER 95 CACCC-binding factor
L L | L1 Ll

TransFac Graphic Map-Sequence 0
122 bp

4 DNAGEZEBOEMDITER(DNAasist 2.0). A: -509
C; B: -509 T
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e A O PR PR A M dn ST AN B . R A, T
ARG TGFRLI 402 (3)ANA[-509. codon
1038 R 7Y J& 75 HAT S M H S Ct Jst i 523 1 1
A FH e DR b 552 e 3 25 1 JEF908 0009003 B2 2 (4) AN
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I PR 8 T 9 2 I R A S ) B 40 I ) g B A
VH? (5) 2 15 vl 38 ik I PR K RE A FE i — 20 E 5K
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HB VIR B LA R 2500 98 ) Pl A B3 JH- 11
KD

TR [ A AN FUEIIR A bk il L, AT ]
AN BE— 2B R AT GF B 13 KA 5 56t -4
Moo SRR 40 BT GF B 1AL DA i 5 i
I < 5 J PSRN PN R PR e S s Y WSO T
TGFRIHGANR WA W EEEFR . HCCRASE
SO, MIMAE SR 2 K R TG 1 K AR 5 5
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Abstract

Drug use is a worldwide difficult problem,
which leads to a series of public health problem
harmful to common population. Hepatitis C
virus infection rate among intravenous drug
users (IVDUs) is obviously higher than that
among common population. IVDUs are an
important source of infection. This article
summarizes mainly research results and
standpoints in the field of HCV infection among
IVDUs, the virology characteristics of the
infection, particularly reviews the risk factors for
the infection such as intravenous, years of drug
use, sharing equipment, sexual risk behaviors,
ethnic background and prevention, control of
HCYV infection among IVDUs.
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b AL R SR AR (ORI AE10LL L), T A
(i) ] 2 Rt DX TR i AL ™ R B 2 AR,
DR R B3 A BE R HC VI AT B A AR R 2R
S E PN TR SR I Ol WA Y SE & PN
H119904E-£70 000 A 14 i1 4220054F1 160 000 A,
W5 AAEHHC VB G 3 1 Bt bl 388 . Jk
YLHC VKWL A B2 DL 165845 % THAE Tk ok 2,
FE R B e M RAAEHC VIR Ty [ 22 53R
W LORE H AU E W ARG RN T
ELBIAR /N, (AT IAEHCV AL 3% b B AT 52
YEH. BRI HC VAN AT 3 3 3t B v S 28 474
FEWHE NP AL 7, 268 0T B8 4 i
SRR DL S M A 1 5 7 e S — M R

2 BIESIRBAZBFHCVRRLAG R

2.1 HCV A BB IERERNAJ 5, %)
T AR F 1S T A S fR R A, £950%-80%1". T AL
JFF 46 995 B & N LA W S P M b . BRRSE [ K =
TSR 1A =, JESET70% LA 1A 3 (R 7R
Lafil b2, FE w77 X LAbAY A 3, Jb 77 X
PL1bFI2a% ok 07 IVDUs AREH, Bllafi3a%il
HyEPY ETVDUs AR LAIb, 3a. 3bAI4%
2 W RS SR AN AR HC Y, HLR R R
DA KR PO TR0 T IR R S B 2 7. 1b
RO 20T I RFEE N % 020%, 1T dE 1624
X IR TT I FRBE N 2 T T8 60%-70% ",
FoAb ARG B R 3 AL 5 TR IT, IR IIRTT AL
SRLA 2 T RS 0 b DX R A BFHLC VK
Yo D7 (1) I R I 3 78.9% Y, IR IK IR
AR, Ak, TR R IR AR A A
WIEFEEH H A A FZTRFYI 2 FHCV
BERR, IXFP EHREF HIRR T 41 6K A 5%
SEARA T AL IR R AR TR AL, AR “HERR

(quasispecies). JH/NF et al™ %t 760518 M 5 LT
K EFWHCV-HVRI 7 BT P 5 2 3851
(SSCP)K3ill, IVDUs4194.7%45 28 57 &£, YERH L
HA5.6+2.8%.

2.2 IVDUs A#EHHCV,

HBV. HIVAi 5 1) & e R i 5 | — i
AR, Atanasova et al"“FIBHEE et al "Ik
iR BR, fFE— AR P HBV/HCVE B K G 1
£0.68%F10.30%, MEIVDUSs AR 88 ik e
(RS 0 B AR5 M3 (6 2). Filippini ef al™™RiE 4
HIVEHEITVDUsH180% FSHCVIE YL, Rodri-
guez-Mendez et a/™" R IELEHIVHYE I IVDUsH
79%E S HHBVIHC V&Y. KA, Morimoto
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Agdamag DM™ Pilippine 87 70.1
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Abdala N3 Russia = 78.2
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= 35 31.4
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et 285 51.9

= 251 55.0

(o 508 57.9
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5y 850 63.7

(2] 102 68.6
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2 125 76.8

= 62 77.4

(71 265 77.7
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Garten RJ®” 485 82.9
Y 205 86.3

= 64 89.1

= 208 89.4

B 206 92.7

B 356 93.3

= 772 93.6

et al®"RIEHC VG EHIVAT A ETHE R 40 i 4
IMLPp3 9 BE(HTLV) [ = K 25 (OR = 22.60). HBV
ETHCV & B (1 A IR P sk s e 3
EARN, ALTHH R B E m K gEH", i
T YA R RS IS, HIV 5 HC VI S g,
A AEH CV 1 5L bR o3 B, I 27 4 tb 75
WA IR, FEFRE A 1) f B 2 S 5 1 =2,

3 BEVESIIREABHCVERIBRER

HC V) 5 B2 AL Rk i A0 2 i i, AR B i R
AL 71 JEE FRY e5 4 R UL 5% HLC VAL A 1) 4 1 75
LA T o A ML AR A% 4R (T H CV R0 4 T ALK
IMIVDUs AR, 3 KR A7 AL A AT
A, LEA AT, B2 O HC VIR
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HCV = 324(25.2) 850(63.7) 80.8
Garten RJ®” 485 829 96 166 = (24 81(17.3) 370(743) 892
el 106 321 104 - - 5 175(15.4)  125(76.8) -
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2] 27(11.1) 62(77.4) =
“ 148 797 182 47 14 Garten RJ® 106(28.3)  485(82.9) 51.1
1551 112(29.5)  205(86.3) =
& 208 894 216 - =
2z 42(38.1) 64(89.1) -
=Y 772 - 243 = =
e 206 92.7 248 233 185 5 80(48.8)  356(93.3)  56.7
20 370 743 - 14.4 -
= 128(46.1)  644(93.60) -
S fE NABE. N AMRGE ) 2 B R = .
3.1 SAA B EABFHC VG R g 3.4 W 7 N BEAE A AR ) I I PR A

T EE, IVDUs AR 5 #0525
H(NIVDUs) AFEAH LU HAT W v 2 5, ui ]
e S Oy o EE R fE R DR 32 (R3).

3.2 W B LI 3L o BE A2 R
WHEE MG R R, EREIVDUs ARE T % i
FEEEN RIL LG (3R3). B Ah2E# SO R
A 3 S 8 sl S FH A Sk & B INH C VAR FR AL
o3, I DA A R R A A [ 2 e A
#. RE AW et al>FIX A FKE et al™ TR
TN FE A A B Sk, B R A A e
Mk, BIL A VEEr Sk SRR K B8 2 1k
&, HC VIG5 10 2 i T8 L H D T 1k
(P<0.05). YEFAEL B THTMMT] 12 (K% AT i 2R
R, WREE A AL B SR EUE R JLH, 1
S FH 3 8 A B R R A T Ay ks, 4 K
I AE A CAANR B A L E R T, i xS
FH s S AR AR BOAR R VAR 1 S B P DA RS A

3.3 Denis et alP'Hl
Garfein et al® A\ J K Z VD USTENR B24F N
RIATEHC V. FREH (A58t A W HC VI e %
SR IR AR ATOC, WS, er al®M R IE L 252
ELL EEHCVIE G 2 8 TR AN L 247
155 et alWHH0 B s 104E L HHC VIS
HIK93%, WF TR EESHE L N ISR 1095
(P<0.05). XIFF et al™ i 3 bt A W= 1 ] f 4
i, HCVHTHBV 5 & B 4% 1) L 280 Tt iy, WEE10
LR SRR 1528.3%.

Jp3 (sexually transmitted disease, STD)F &1 i A A,
FE] P A K S R T 53 i B 7 TP A AE G IR
VAT A, WA XA, 2 k. 2R
S PEAT A w2 A et a/ ST BoR
HC VI e 5 55 Mg 23995 50 I A7 AEAR DG, H 5 1%
PR A NBCA B 5 B L B 52 P 25 G 2 5 22
5. AV E et al® I\ CHHBV. HCVAS I 14 3%
G T AL FR I IR AN A 2. 4Bk
IVDU s AT ] AR AT 1) K B L2 7 kg
HCVAT B2 5, X35 et al“ BN S HEAK A
R 2 T 80E = e HB V/HC V & K
e XN R et al®™ ez ma DU FIE W4 10
B R, AR 1.55%ETE S 5 R 1,
1.91%%K 7~ % & 5 R AT HS 5. Jin er al ™
WY (I RIF T 0 7 F Ok [ PERAT O 3 T
HCVIHfER R %, OR 11%60.43.

3.5 KEHR AL LR,
IVDUs ABEHEAT A s A 148 T 3 41K, 1T
FUAE T 2B MIVDUsH, HHCVIEYL R
FARTAMEH 2 2EMIVDUsHE (OR = 0.52,
P = 0.0, i B AR RIVDUs A
BFHC VG2 7 1 A — 2 (R E .

3.6 IVDUs ABEH G5 1 LLIAH 205, 2L
SHIEHC VIR ER N %, [ 4 E Hellard
et al™, de Nishioka et a/'", Haley et al*#j3fi&
GG HEFEHIEYPHCV(OR = 2.7-6.5). TR ¥#
155 et al* MW\ AH L5 LILHHAILEHC VI
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YR 15 (P<0.05).
3.7 FETRIE 2 DB R SR FR X, W

Rt VUV SEHL, IR 4RSS DB IRKRIVDUs A
B HCVI1 B 2L i T IUKIVDUs AR gk 2
et al““E B8 RTE IR R A 7R Y R R
T SRR R I bl 2 g T UG R e, FEHC VI
Al 2 RO AN R, B 208 PR R 1
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DU, AR GE T2 R0 A WL 3 22 5.

4 BREETIRES ABEHCVERAM FRUE R MR
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AT UL S AR SCEN IR SRR . Wi er al®”
FE) VU REELIVDUS AREP TR T 4 W1 14E (1) B
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PRI RRSAL IR B HC VNI VD Us A B 1) — fi%
N BEAL 3% 0 SR . H AT 22 5O 9T A B
HC V&Y, REEMERE R B R KL 5% A4,
Resti et all" ERRYN— 5 2 FP VI 9AIE S Ik
BEREHC VIIPL-HIV I ERESE, SEREZAL FE AL
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MNIE ¥ 3R97, 2P IEHCVATIVDUs A B
H ORI ) — SRR R I VAL —.

5 4518

A FE I A, IVDUs ABESS A0 T 4E 35 i
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B HC VIR AR i N R LN
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Abstract

AIM: To investigate the effect of Ginseng (G)
-Rh, on the proliferation and apoptosis of mouse
gastric carcinoma cells (MFCs), and to explore
the activation of the Ca** transduction pathways
mediating G-Rhy-induced MFC cell apoptosis.

METHODS: MFCs were divided into a normal
free-serum MFC cell group, a G-Rh, (3, 10, 30
mg/L) treatment group, a Ca** chelator BAPTA
(20 umol) + G-Rh, (10 mg/L) group and a BAP-
TA (20 pumol) group. Morphologic changes were
observed by fluorescence microscopy (Hoechst
33 258). The early apoptosis rate was detected
by Annexin V-FITC using flow cytometry; late
apoptosis was analyzed by agarose gel electro-
phoresis. The mitochondrial membrane poten-
tial (A¥m) and Ca®* density were measured by
confocal microscopy. The expression of caspase
3 was observed by Western blotting.

RESULTS: G-Rh, (10 mg/L) reinforced cell ac-
tivity and induced apoptosis of MFC cells. The
apoptosis rate in the drug group increased great-
ly after G-Rh, treatment. G-Rh, induced MFC
cell apoptosis, markedly enhance calcium ion

concentration, effectively reduced AWYm and in-
creased the protein expression of caspase 3, but
all of these effects could be inhibited by BAPTA
(20 pmol).

CONCLUSION: G-Rh, can induce apoptosis of
gastric carcinoma cells, possibly via a Ca** - de-
pendent mitochondrial apoptosis pathway.

Key Words: Ginseng Rh,; Apoptosis; Gastric carci-
noma; Flow cytometry; Western blotting
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Abstract

AIM: To study the effects of vitamin E and Se on
cytochrome P4501A1 and lipid peroxidation in
nonalcoholic fatty liver diseases in rats.

METHODS: Forty male SD rats were randomly
divided into 5 groups: normal control group,
model group, VE group, Se group and VE + Se
group. Each subgroup comprised 8 rats, which
were respectively fed with normal diets, fat-
rich diets and interfering diets (VE, Se, VE + Se).
All animals were sacrificed at the end of the 5th
week. Superoxide dismutase (SOD) and malo-
ndialdehyde (MDA) levels in the serum and
liver were detected by biochemical analysis. The
expression levels of cytochrome P4501A1 mRNA
in liver tissue were measured by reverse tran-
scription polymerase chain reaction (RT-PCR).
The levels of tumor necrosis factor alpha (TNF-o)
and nuclear factor kappa B (NF-kB) proteins in
hepatic tissue were examined by immunohisto-
chemistry.

RESULTS: Compared with the control group,

www. wjgnet.com

MDA levels in the serum and livers of model
group animals were elevated (serum, 13.40 + 4.24
mmol/L vs 6.43 £ 1.76 mmol/L; liver, 9.79 + 0.94
nmol/mgprot. vs 6.80 + 0.97 nmol/mgprot., P <
0.01), while SOD levels were decreased (serum,
312.72 + 49.51 kU/L vs 583.23 + 63.37 kU/L; liv-
er, 8.13 + 0.63 U/mgprot. vs 13.99 + 2.33 U/mg-
prot.; P < 0.01). The levels of NF-kB and TNF-a
proteins and cytochrome P4501A1 mRNA in
liver tissue were significantly increased in model
group animals (0.069 + 0.01, 0.230 £ 0.013 and
0.628 £ 0.116, respectively) compared with con-
trol animals (0.003 £ 0.001, 0.03 = 0.006, and 0,
respectively; P < 0.05). Compared with the mod-
el group, in the VE group and Se group, MDA
decreased in serum and liver while SOD height-
ened, levels of cytochrome P4501A1 mRNA in
liver tissue also decreased. Expression of NF-xB
and TNF-a proteins also decreased (P < 0.05).
The SOD levels in the serum of VE + Se group
animals clearly increased, and approached the
levels of the control group, compared with those
in model group animals, whereas the levels
of cytochrome P4501A1 mRNA in liver tissue
significantly decreased (0.324 + 0.070 vs 0.628 *
0.116; P < 0.05).

CONCLUSION: Lipid peroxidation and the
expression of some correlation factors in nonal-
coholic fatty liver diseases is probably relevant
to the up-regulation of cytochrome P4501A1
mRNA in liver tissue. Vitamin E and Se can pro-
tect against nonalcoholic fatty liver diseases ow-
ing to their antioxidant capabilities. The function
of the administration of both Vitamin E and Se
combined was significantly larger than those of
vitamin E and sodium selenite alone.

Key Words: Nonalcoholic Fatty Liver Disease; Cyto-
chrome P4501A1; Vitamin E; Se; Reverse transcrip-
tion polymerase chain reaction

Tan L, Guan XQ. Vitamin E and Se interfere in
cytochrome P4501A1 and lipid peroxidation in
nonalcoholic fatty liver diseases in rats. Shijie Huaren
Xiaohua Zazhi 2007; 15(28): 2977-2982

(NAFLD)

12.8%-

11.0%-+
5.2%.



2978 ISSN 1009-3079 CN 14-1260/R 2007 10 8 15 28
;IAFLD Ui AR AR IR G e SR A A I 5 T A
HAY: E. JEEFE R AL T E S AT, 1 A0 DR 250 L 1
. P4501A1 DA PSS Ab 1 o R S50 i
» s ASD ’ 5 . ( JHE R St — k4T i, 5 BUIR W IH R AR R I )
y ( VOVE L ose MR RSIRSKNR G R ML,
CVE+se . 5wk 3o A0 L S 5 A 6 1 s A
) Y ALEF(SOD)RITA i (MDA) & 4 i {6 2%
(SOD) (MDA) , P4501A1(cytochrome P4501A1, CYP1A1)FIAH K
(RT-PCR) MR T TNF-oo. NF-xB, #0585 60 I8 it
P450IA1 mRNA ; S H5CYPIAL. TNF-on NF-k BRIHIJEYE,
-o(TNF-0). SETT G40 7 ZE(V E) RN R A(S ) % B i T
“<B(NF-«B) HUTFRFE b3k % T BRI T4, LU h

g, , e 1 5 A ST S B0 TR

SOD (312.72+49.51 kU/L vs 583.23

+63.37 kU/L; 8.13+0.63 U/mgprot. vs 13.99
+2.33 U/mgprot., P<0.01), MDA (13.40
+4.24 mmol/L vs 6.43+1.76 mmol/L; 9.79
0.94 nmol/mgprot. vs 6.80%0.97 nmol/mgprot.
P<0.01), P4501A1 mRNA

, TNF-a. NF-xB

(0.628+0.116 vs 0, 0.230£0.013 vs 0.03 %
0.006, 0.069+0.01 vs 0.00340.001; P<0.05).

VE . Se
SOD , MDA , P4501A1
mRNA ; TNF-a. NF-
kB (P<0.05). VE+Se
, SOD ,
; P4501A1 mRNA

(0.324£0.070 vs 0.628£0.116, P<0.05).

it
P4501A1
. VitE
A P4501A1;
E;
s . E
P4501A1

2007;15(28):2977-2982
http://www.wjgnet.com/1009-3079/15/2977 .asp

0 31

A RS PE % (nonalcoholic fatty liver disease,
NAFLD) KA Z F 4wy, SR IR L 2
A AR, HErfElmR BAs = 01
B G T-B. Day et alfEHI « k4T 2%

1 SRIASE

1.1 & SD KR40, JiiH200 g/ity, W H &
PREEBLR 22 5256 Byt Vit EJ T 40 i
J R, AR R A A s A R XAk TR
AFE SO R AL, AR EALRF(SOD). N
TREMDA) RGN R s R AR
BT, %t KB TNF-0. NF-kB p65% 7o 444
SABCH AR DABEERFI I A
A A ) TRE A F], TRIzolAGHII 1 56 [
Promega/A ], MRNAEERF G B KEF L
W), RT-PCRIAA &I H H ATaKaRaif 7| A
], DNAmarker JZPCR |4t B R 22 A 40) T A%
ANFVEPE L.

1.2 KIEH SR wkG BN ot 4
PRI, VET L. SeFidl. VE+Se T4,
REAS I, 4y JE bR, o B2 DA T8 FpR) MR, A5
T2 LA vy B RE IR 72 (2% HE [ 40,5 % JH R 4
+0.2% P SR E+5 % REFE+10% 5 1 +82.3% 5
AR, VEF P AE SRk s I vitE(250
mg/kglEDMETR, Se Tl 7 i Ig ok s il
HIRAM (0.5 mg/kglilBHMETE, VE+Se T 4L/ &
JUPRDARk H ) B o 3R [ 45 ) = 1R Vi e EFH A
TRENIETR. EERES wkfG AbFE, AbAERTAEE12 h, LA
10 /LI B 224895 753.0 mL/kg BW ip/RI,
HEF KR 1M, *#37 CHEIR /K320 min, 2840 M1
B, HUMLTE-20° CERAERFRS. +TFFIE R, WU
JIE, MEELN L RAATER S B ST, 6o I
LT 2 AT D) Fr, AR AR 2 S T
T4 2 533 I 07 JEEAROPRS R P 2 4 R 1k
J 7 S bt ™ 1, 6 45 4K U AR AR R i 3t
17008 FIRN LB WA RAT % H.

1.2.1 SOD. MDA i
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HSOD. MDA J5 vE 2R 771 & it ] B k47,
K525 FeeETE L, K551 49550 nm.
532 nm; ATZHZISOD. MDA &E: BUIFHZ ¢
BYRE, UK A2 R K 2 B AR 10 mL, $i4510%
JF2)2%; 4000 r/min, 4°C&.0010 min, B iE W
bl 77 ¥ 5 LS AH T
122 RT-PCR  CYPIAl mRNA (DR
PigenbankH 2 [ [ mRNA 4K S, HIPrimer3
SIY BT AE R CYPLTA LA X R S5 2 2%
CYCHI5I¥); CYP1AL LiiF#%): 5-CTGGTTC
TGGATACCCAGCTG-3', Riif/#41: 5-CCTAG
GGTTGGTTACCAGG-3', H =¥ KJ&F 4332 bp;
X FESE IR 22 CYC L7 41 5'-CTTCGACATC
ACGGCTGATG-3', FMiF/7515-CAGGACCTGA
TGCTTCAGG-3', H ™K 4266 bp; ()i
SMRNAFEHUFcDNA G A A S bs #E 2D R 5
§; PCRIX NAK &R: ¢cDNA 3 pL, 10 mmol/L dNTP
2.5 uL, 25 mmol/L Mg”* 5 uL, 10 X PCRZE MRS
uL, DEPC/K3 pL, 7agii§0.5 uL, CYPIAL. CYC
SIM%1.5 uL. CYP1A1 PCRAEH H95°CAs M2
min, 58 CiE k1 min, 72°C ZE{H 1.5 min, fEFR35IX.
CYC PCREH #95CA 1]l min, 58°CIE kS0 s,
72°CHEAH1 min, EIA3SIK; (3)10 g/LEg IR B e
HLPKRIIPCRY 144, EBY+(1; K HQuantity
Onelt KB 15 /3 T R RT-PCR= M LK 47
HEAT %5 B2 43 A, W H WAty & CY C4 Al I VAR
(Volume = “FI4JW %5 B A X 47 1 AR, H Ry
FILERV = VH U /CYC.
123 TNF-o.. NF-kB p65
— B RR A 1 2 300, 11200, FF424)
2 H RS 250K, 30 mL/Lid AL A & T 5
PR P A MRS T E 5, YR H1JEPBS
YEBR1-2K; 50 mL/LIEH 11 =F I35 3 4120 min;
W4, FIPERHE APBSACE:, 4°Cilad; A
Y FEN P, EilIFE20 min; HMSABC 20
min, DAB (4, JRARZE G, hERIE Fr. 400
GBS AR, R ) SN m AR (X 400) 11
B, MNVTEAL, N &8 ST R S H 85
B3 H P34 06 % (ATOD)YA.

N GE vk 2 3 M R LS PS S
11LOBEAT G vt 2% 3 M, K56 7K Ea = 0.05.

2 B8

2.1 ESCyrny PN
BITEAE T, B 2K BRUFF I AR AR 0 R 2 K,
PR AR BT, AR, V)il A b . HES
B NS, S AL b, RRA T AN i 4

www.wjgnet.com

B 1 AFmRRRsis . A:
x 200); C: VE+Se (HEx 200).

(HEx 100); B: (

FUREK, HEFUZEEL, 40 P 7838 /NS i
(B FHIVRF R G 0 8 7= ARG 21 6, IR S8 IR ),
053 DX P 9 40 VR Sk PR SR AR B A
LR, ST P4 g 07 SRR A s, Jubh
VE+Sefl i 3, S0 KIRSEA U (K1), IF
AFEE R NRL.

2.2 AT 20 1ML B P2 218
SODHON FEZH Wt FAIG, 25 T A B R 41 AT A
) 2 L A48 v, JU AV E+S el wdne oy W3, I
HFEE R AL AT, A, AR A il 37 2 S 412
FMD ARG TR AL B 3 w5, & T AR A 4
AT FERE BRAR, LAVE+SeZH B d5e ok (235 (2).
2.3 CYP-1A1 mRNA RT-PCRAG I 7R,
XHRZALCYPIA] mRNATCEIE, 5% LA Eps
MACYPIAT mRNAKIA W E RN, &g
VE. SeHlffi JIFCYPIA] mRNAZR LK1
N, AR X VE+Se4ICYPIAT mRNA

n
Shertzer

et al N
CYP1Al

et al

CYPIAL

CYP1Al

CY1Al
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| |
VitE
SRR - + ++ 4t
VitE N i 8 0 0 0 iggg Ep
p
M 0 1 2 5 750 by
VE ° 0 3 4 1 500 bp CYP1A1
Se * 0 4 3 1 250 bp CYC
VE+Se ° 0 5 3 0 100 bp

P<0.05vs M ;°P<0.01vsN .

PRI B L FAIK(P<0.05)(K12, #3).
2.4 TNF-o, . NF-kB p65 i
T4 N TNF-o LA RIE, Kupfferdl i
Wb Rk, A2 40 A TN F-ouBH 1 3R
B R, SCBHPERERE SR AR — 3 &1
TN F-ou B 4 5 1 B AR 20 A7 AN [R) R 5 10 9 59,
PAVE+Sedl 5 0 [0 35 (323, KI3A-B). X FEA4LATF 41
JMINF-xB p65f bRk, F 207140 i i
T, BERIZH 4N UNF-x B p65 3 i nt 41 W] &
Ha, TR AR Ak, R S iR
FEFE 3 & TT4INF-xB p65BH L&k Befsi i
AT, HrP VE+SeZL AT 41 i WLBH PE %
ik, RS IH- 4 AN KT (K3, B13C-D).

3 111E
JIg B A A AR I D5 I R AR e e R Ak T 2 7
AT, 0 TG A B A A Bk e T R I
FIPLAR) WA RNIRR(FFA)E 2 . 4 i
WH M =IR(TG)AMIE 2 . 4 (3 5 P450
[ v N D Ot = e e Y S o Bl
o 5 R AN BUIE T S RS AR SGE
oW e i B AL S B A T AR A M D A R
SODXCYPIAL. TNF-o.. NF-xBZAHICH T,
gl G A 20 B A2 (1) AR Ak, S0 AR TPERS 1 IR 07 I A
i S FL A i R b, AR NN T A AR 1
8 i 77 AR B 1 503 2 TR A FH R A B G R AT
WRisH, SEMTMLEEVit BRI AR AN P Rl 0 4204 771)
X v B K SN 7 P A R B B B AR 4R AR I
FIAEH.
IR PASOR G 4l) 2 A7 E T AL
A, AR 32 AR T 0 N 5 Y R VR 1)
Al R, 1% R F LA A CYPIA, 2E,
3A, K CYPIAIAMYZH i, 1 Hid
RE AL 10 22 17 S0 90 R0 T 65 0 16 95 A i AR
Shertzer et al "}t i, CYP1A1Z 5 R & 9
(1 1l T S A e N, HL 5 5 1 el R ) A i &2

B 2 KEFFLBELCYPIAI mRNARIA. 1 D2
3-5: VE Se VE+Se

K. B A S AR T A R N 1 B A, =
JIE A B T 4G 0 £ AR B AR 46T I 17 1R 11 454k
15 BNV, WO 2 T 5 5 40 i 5 35 P4 50
B R e ARG R BN, RERKERS
FINAFLDA A R 4ACYP1AT mRNA
FIh A, B R i ool s A A 4 5 )
MDA % i 5 35 3w, YU s B 1 i 2R
SOD & M W FRAIG; o IR A fr B 41 K B
PP i et S A s N 4 iR, JE LA — 7 T T g
H T CYPLATZRIAHG N, AFTHOR A48 i 20 iy 11
(NADPH) #8195 o ik 4k S v 34 5%, 55—
THI T A 2 T 39 22 IRF FA K 4808 06 ot o 484k
PEAL L8 1) S N B T

AW T ANAFLDA A 20 K BRI ik T
L) K Bl T 1) 0 T 4 s Y B
G A 45 R BR KR T4 TNF-o. NF-xB
B R A I N A 2 e R
TNF-a. NF-k B FHI#KIAZ H5NAFLDI K
5k, NAFLDJE RIS, V. FFARZ .
CYPI1ALl. CYP2EIZRIAH N SLIRSEPH 25 m e
KA PTG AR OS) B i, il I /TN F-x Bif 1k
MG & A -1(AP-D)ERE NS AL, JET ROk, A5
G40 A S TNF-od8G I, 38 22 (1) TNF-o X f§ROS
A2 ) O T A T R TKK B K B
F AR, NTTHEIENF-xB, ROS-NF-kB-
TNF-o. =3 Z [0 JE e A B, JE— D2 i
TE Ak SO R, [ AR 2 S AR, R
JTO S AL s N T RE A Rl 1 B I S 5 A 0
JHF 98 RS £F 440 (0 FZEHL, BRIE S i B 1l %8
FE-SRAEAG IR, 15 VDK e 3k G Jig Js 12k T 9 R0 T 4F
YeAb i e P

Vit EFIAR 2 P R 2 2 (1 PrAa AR5, AT idbt
AT REROR ST B 5 458, AthnT LL3G N 2141 i
JEL R I OB 2 2 ), 55 22 M AN L R0 TG U 1R
TE R 5/ (0 — 3580y, I 5 45 A e L Rer-
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xR 2 BAKRRMBRAFLALRPSOD, MDAZSEHYZE K (mean +SD, 7 = 8)

SOD MDA
mi& (/L) FF4R4R(U/mgprot.) Mi&mmol/L)  BF£R4R(nmol/mgprot.)

N 583.23+ 63.37 13.99+ 2.33 6.43+ 1.76 6.80% 0.97

M 312.72+ 49.51° 8.13+ 0.63" 13.40+ 4.24° 9.79+ 0.94°

VE 356.03+ 69.05° 9.87+ 0.05" 12.83+ 2.45° 9.13+ 0.06*

Se 393.79+ 42.95° 10.01+ 0.05° 12.46+ 0.65° 8.87+ 0.08*
VE+Se 528.23+ 53.72° 12.79+ 1.15° 8.51+ 1.33" 7.53+ 0.40°

F 33.63 31.72 25.33 29.98

P <0.0001 <0.0001 <0.0001 <0.0001

°P<0.05,°P<0.01vs M ;°P<0.01uvsN .

3 TNF-oFINF-«BFEFFZRLRPEYZRIK( x 400). A:
NF-«B.

A H S PR (TR A Th e AR ) B A AT,
FESH P SE B0 22 AN A g 7 1 i ks LAl sk AN
TR, BT A R, By AR T b AR
TE R I S84k 2 HLAR A R TR 2
—, A WEH B S A (G SH-Px) 3% 1 oty
(R RS . A ISOD. GSH-Px | B #%4%
Pt B R EEEAE R, 7 BRI SO 4 B A
FR A I3, ¥R B R i S IR R B ).
VitB & By 1 g ik S AR I 25— 8 By £k, S 11
GSH-Pxiie# 5 B g i/ Y, — & ek
0 PRI R P o AR SN DR N PR PR
LA B P 5 I JEE 1 R 1k 7 T A TOAME A
ARSI 5 IR, IR A P I B 78 VILE R A 1

www.wjgnet.com

TNF-q; B: VE+Se TNF-q; C:

NF-«B; D: VE+Se

X 3 BEAKRBAFABLCYPIAT mRNA, TNF-a. NF-xB

p65F&BRIA(mean £ SD, n = 8)

4B CYPIAI/CYC TNF-o NF-«B p65

N 0 0.03+ 0.006  0.003+ 0.001
M 0.628+ 0.116  0.230+ 0.013" 0.069+ 0.01°

VE 0.609+ 0.099 0.225+ 0.03" 0.065+ 0.016"
Se 0.588+ 0.0624 0.215+ 0.020* 0.060% 0.016"
VE+Se 0.324+ 0.070° 0.163+ 0.015° 0.030+ 0.01°
F 20.45 163.38 44.73

P <0.0001 <0.0001 <0.0001

°P<0.05,°P<0.01vs M ;°P<0.01vsN .

B, R T L O SR S B R A A, kD X
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Abstract

AIM: To establish nonalcoholic steatohepatitis
(NASH) rat models with modified methionine-
choline-deficient (MCD) diets. Hepatic steatosis
and inflammation would be expected in these rats.

METHODS: Rats were randomly divided into 4
groups. Rats were fed with MCD or with choline-
supplemented (CS) diets. Weight and food intake
were determined. After 3 and 8 weeks, rats were
sacrificed; liver specimens were fixed overnight
in buffered formaldehyde (40 g/L) and embed-
ded in paraffin. HE-stained and Massion-stained
sections were graded blindly for the degree of
fatty change, inflammation, fibrosis and necrosis.
Serum was measured for biochemical markers.

RESULTS: After 3 weeks on an MCD diet, ste-

www. wjgnet.com

atosis and inflammation could be seen in rat liv- =

ers. The liver index was increased significantly =~ NAFLD
by the MCD diet. Serum ALT and AST levels
were also increased significantly, whereas TG
levels decreased. After 8 weeks on the diet, fi-

brogenesis could be seen. - NAFLD

. NASH.
CONCLUSION: Rat NASH models can be estab-

lished using modified MCD diets.

Key Words: Methionine-choline-deficient diet; Non- NASH
alcoholic steatohepatitis; Hepatic steatosis ’

Qian XW, Fan ZP, Wang XH, Sheng L, Xi ZF, Qiu DK. N
Establishment of nonalcoholic steatohepatitis rat models
with modified methionine-choline-deficient diets. Shijie
Huaren Xiaohua Zazhi 2007; 15(28): 2983-2989
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NAFLD NASH

s NASH

B #: (MCD)
ik 26 4 MCD
(CS). 3-8 wk ,
. HE
Masson N
ALT, AST, CH, LDL
Z&8: MCD 3 wk
, , ALT AST
, 8wk
&t (MCD)
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] NASH 0 313 VEACTETT, S ALY I H mE i is ks
ARV RS M g 05 ME T W (nonalcoholic fatty liver MR A], Wiki. BEE. WEE. /75 RH.
NASH disease, NAFLD)/EEH . W AFE . BKY.  CaHPO,, NaCl, MgSO,, S ALIBHHEEA g 73 b,

MK Hb DXAR 22 18 5K N 5 |2 P T D) R e
Shy P SRS A R I U e R A 1 AL
JECDROT, R RS 1 I W M T 4 (nonalcoholic
steatohepatitis, NASH)/&NAFLDF]—Fi 2L
TR R, T LUR RN A B
1y R 308 oy R P9 S5 2 A AP, g 1 A
FL AN 58 405 R 50 1) R L A7 il
559599 FEALIK 5 38 B A 1Y 4 ] DLAS 3 i B
KT NASHI BB S Y 5ol K8 70 A5 T2 403
PR, 1 2 Ik DR R Bk D7 V23R A (1 B
R hob/ob /N I — B th B 2 BRI ke =
£ (methionine-choline deficient, MCD)5 | 1]
G T 1 6 A AR 12,

MCDX 0] HH1Shinozuka ef al' "1, &
P BRHR AT DRI 2 I 98 T2 e PR 58 0, i oK
R IAEH P R LG R TG D P 4. A
b, BRIV 2 R R B P, 3wk A n) L)
(I U PRI 948, 10 wka] DLHH B [ T £F 44k,
LB TR IR 7 PR I 28 905 7 55 N ZEN ASHZEI,
{f FIM C DR £ 35N A S HAR AU 2L 6 4 iE47 A i
PERF RS0 7 2, AR M CDIK B i
enut, BOJT AR, 1B P B S I AR g A
(s, AT 2 R MCDIR V7 T NASH
BT,

1 MR35

1.1 BA VARG SR, {FShinozuka er a/'®
e 7 Heilh BT T SR, HAREO (g/kg): K
Iy EER1147.0, 74 %£10.0, FKUER121.0, #
}45100.0, #EHE426.0, FgHE 1, A 4E423£10.0, Bt
HIR2.0, HAF 2/ (B 1.5 g, S4EEERA 7500
B fy, 4E4E2E 60 bRz, 4E4E3C 120
mg, MH2400 pg, 4E24E#B1 1.5 mg, 44 %B2 1.7
mg, MBENE20 mg, 4E4-25B6 2 mg, 4E-EB12 6
mg, 4EEZD 400[H prifr, AEPERI0 pg, IR
10 mg, 5162 mg, 109 mg, fll150 ug, £k9 mg,
%100 mg, 43 mg, ££22.5 mg, 2.5 mg, 4180
mg, 572 mg, 565 g, £1150 pg, 20 ug), NaCl
2.9, CaHPO, 16.6 g, MgSO, 1.6 g, F7 &5 1R49.9 g,
FoKM150.0 g, ZAGKEA100.0 g, &1 111000.0 g.
KB & Al |G EM ARG IR AH,
FKVER I B EIGSR T AR AT, YR
) HSigma/s ], A7 R, FoRMIE B &)

Vit B 1 24 4 1A 2R A PR A )L S I IR K
15 A IEA i 2 PR B Sty b AT o AR o 2 R
8 g, IINEALIEENS g. 3R Bl sy 78 /0 A0 o il
K e A, i A w1,

1.2 & THIEHSDA 26 5 (120-140 g), i
BEBE iS50 2P o it R SR wk
JaBEALAr R 441, 1, 2418 IEH X AL, BRAISH,
WLFEAS IMAEAR X & (choline supplemented CS).
3, A2 ML, RRAL8 KL, WEFRENHAR Bk = 1K £
(choline deficient CD). 1, 341 K fl7E3 wkibsE, 2,
441K 8 wkAbt. K RUFE T wr B B sh i
L, BRGE4A-SH, RFFIEEE T20-22°C, 12 hyGlEA
SERAEER, ZKFNErPE5) by B 5 A5 .

1.2.1 K B G5 J B R RR LA ot
FR2AELE3 ARREE T T . ALERTRR AR I,
WERAT N WRE. BREN. KL KRG
AR, S2RPRAA T, BRI [ 5E, MR
JoKECIL, TRGE D) T, PRI, TR
(HR PR/ A TR X 100%). WA IERT cm
X2 em A/, FH P vk R o, A i3, O)
FHES (0 FIMassonde(t, Y68 R IPAS AT T I 28
PERNJRE TS Bh 175 00, MassonHe(PPAili T T 41k
PO, AR A B & T-70° C KA b A7, Hopth
JHF R A 20 20 T R R AT

1.2.2 TG M¥EALT, AST,
TGE I 5E fEBayer Advia 16504 344k %
P EREAT. HIET G E : Rk 0.5 g,
HIRSCATH G, MR INEES mL, WA JGHHE?2 h,
2500 r/min /030 min/i5, B E3E I E TGS
a1, WA b

1.2.3 HEV) [ 64 T oA T AR
0 AR PN S IE TG AR L. JH R R D A 1 s v A
JHF /N U P 5 i A0 M e 4 A B e Ry
0(-), #4340, <1/3(+), T4 41, 1/3-2/3(++), Tt
A2, Z2/3(+), k3, = 1+l
4. NASH 155 32 Wb v R FH 7K Hb X 7 R
PR 7 PR 05 2 B 5 9 9 R BT A 1 26 [
AL DAEWTFTGEN A S Hili AR BIT T 194 45 955 25 01 2%
20054 T Frat ", A HL i [N AFL DG Z)
FER14r(a NAFLD activity score, NAS)BH{TPFAL.
NASHZFEPEIr RGMEE T 145000 FL . 305
FebR AT T 2 mAVPAG T4 IR AR CR2E M
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=1 IEMERRARARE., FHEE. MEKEIRIRTCE

paxc]
X8R4A = 5) IERIA(N = 8)
281 22 43 ‘R4
() 131.4+ 9.1 129.6+ 7.4 127.5+ 9.7 127.4+ 7.6
() 224.0+ 13.2 456.8+ 18.4 208.9+ 14.8 440.2+ 11.6
©) 92.6+ 11.0 327.2+ 14.9 88.2+ 19.4 312.8+ 11.3
(%) 3.2+ 0.2° 3.2+ 0.2° 7.5+ 0.5 5.6+ 0.8
TG(mmol/L) 1.5+ 0.7° 1.2+ 0.2 0.6+ 0.1 0.5+ 0.1
ALT(U/L) 76.2+ 17.9° 57.6+ 13.4° 162.6+ 27.8 93.1+ 18.6
AST(U/L) 135.6+ 15.9° 105.6+ 19.5° 466.8+ 133.4 206.8+ 54.2
TG (mglg) 15.4+ 6.5° 16.1+ 4.2° 114.8+ 15.7 121.0+ 14.0

®P<0.01vs 3,°P<0.0lvs 4.

U ARV 52 5 41 B <5%, 5%-33%, 33%-66%, >66%
rmt0-343) AN SOEE AL <2(BFE X
20040 57) . 2-4( X 20041 5F) . >4( X 20041 %)
ralit0-37r]. HA M ERERCE . DA
BREEANL . B 2/ B3 IRFEAR 73 il v 0-24)),
NAS=5% 1 I HINASH 2 M, NAS<3 1] HERR
NASH, B 2 [HE ANASHA] fg. R Meds
RTINS . KBEIA 25 R WE TR
AR TIBKRAE . (AR VTE B SE Ll “f
BLE(1/0)” Fon. HEYI R AEFHOlympusfiig &
ST ST . MassonZe At i Leica
DMS5000B5 R G0 AT WL R4 7.

HHOE B mean+SDE R, B
Y12 1) () L5 T A 06, 80127 5 v FH X
WA :P<0.05. 1 FHSPSS11. 58 HEAT Se 12
I3 AT,

2 B8

2.1 FARRIBTIET, M. BR.
W TR AETFLA2 wkiN, #41K Rt
TELHEZR, MN1.8%]15.6 g/d, DIt a&
BTN, fHE £ 4922.4525.3 g/d, KA K
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B FFSMNI. A
;B .

BB AN 2, (HE SRR AUAH L e W e 2%
(P>0.05). ALFERT, AL K B A4 ot A T 0t
W41l (3 wk, 2 = 0.089; 8 wk, 7 = 0.07); #iAi4]
BRI A 5 I R AL, (R
(3 wk, P=0.66, 8 wk, P =0.073). 3 wkiLAE
1, 341K R IR 40H 235 1 2% 5 (P<0.01); 8
wkAbBE )2, 441K BT R BN B P
(P<0.01)(F1).

2.2 51, 2401 b, 3, 440 KRG I
THALT, ASTIA W3 T+ mi(P<0.05). 3, 44113
TG ZFHLT 1, 240(P<0.05). 3, 4HATMETGH
BHREE T, 241(P<0.01), 3, 4412 A 257+
(P>0.05)(F1).

2.3 3 wkibF, 1EH O BT R
WEFEG, FFREANR IR To i 38 K, (iR
2L, PR, K, IGBIR, I (E1A),
HEY) J ml W40 BRI IE S, R AR R, T
NI RV A X 20 (12 A), Masson e (80 41 4k 2
ZUI . A5 L2 K BT I A0 00 2 30 e JH 3K
BB, DGR, AR AR b R
(5 BE R (BT 1B). U0 v R BA R i = A
(iR I O A N s Rl =T DR AT S Y TR N

n
ob/ob

SREBP-1
MCD

NASH
MCD

MCD
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2 KERIEHAFALRZ(HE). A: 3 wk
(x 400); D: 8 wk

(x 100); B: 3 wk
(x 100).

(x 100); C: 3 wk

3 fERVARTAEMa-ssonZiEd( x 100). A: 3 wk; B: 8 wk.

T°2/3, NEARIH- 4 M Al S5 i ik 52 15 T8, AR I
WY 58N, JRJsT A 7 oK S R T i VA ORI
/NPT LD P A R, AR 4 i LA
FZ AN, bk 4 ek 32 (E2B-C). Masson¥e
KL AT (B3 A). 8 wkIRF, X 24 KB
JHWIE A0 W B g 3 55 TR ARARL. S R0 4 40K B IIE
ARSI IO, R o, 5 B i s,
JH PV 2 TR I, 5T, V) HEGY €4 m] DL /)N
P A A 2 4 S K T-2/3, Masson
O] WAL 23U 22, H 5047 i/ TR (12D,
3B). IR ECRY s LU L 2.

3118
FE] Py JEAT G 1 P P IF 9 I, 22 SR P e I ey
B 25 o R RS ST B Y e R R R R

1 K B gl ST B A IR 7 A e PP TR — e 2
6-8 wk, WIRER N NRIMITEIT ¢, EFHELEK
N ], T LR 1 T 28 0 A AR AL FRATTH e R
MCDIRE M FRI R, 5 1EH G (CS) X
LR FE R BRI L, 3 wk BT I viT UL B S22 1D g iy 42
M N O S U e = N =
P HCSIE TR R BRI AR EVF 0 5 2
25, HNAS=S; A i FALT, ASTE #
Tk, TG PR, FFE R TGS =4 hn, 553
R T P A )T o AR ) (K, T AR
B JREE— 20 K R, JHIE P £ 4t 20 2338
SR, B R T S . T i T A 4 2R B,
ALTHIASTATIZWT T B, (B AR
W T, A MCDRERL R i, R AT el R
MCDIX B HlENASHB R a1l HIESFMCDIX
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FRAEMCD BRMCD
MP medicals
1/20
3wk , 10 wk 2-3 wk , 3-6 wk
, 8 wk
CSs CS

ALT AST CS
TG CS

2 wk

FTI TR B A TR AT AT 2 A, ik
A 2 RMCDAR B SR 5, B 20 K B A4 5
AU TR T B, AR I A2 . FRATTA
HATRE S IR E S R A R, AN AT REAEAS B
W —ERA.

i FIMCDIR il N A SHAR Y 2 [ A HEA T
A I3 1 JHE R AIE 9 PSR 22—, A 2 T 3K
Jth, (HE R R A B e, R AR 2D R . AT
I RS A A A E R 1720, [FRE AT LLSR
P N A SHA Y ORI S it 1 e
N AR TR A A 0 I AR AT L RS AR I
AEENy, FERRIETAEAEE 5, Ml =
IR, KA A5%MHE A5, (H 2 Kk Toiksk
75, FRATTHIBG IR 203 B9t FOR AR, RS20 88
H|ASAFE R EAT(A90%), K E A BT
SRR O PRE Y, A AR I R A T R AT R
HMHEIR0.2%). HT KAWL RSA
A5 b o AR SR A IR, TRk, WA £ R
PE, B Z P 2 B 2R I A B = X
(MCD)",

AL MR, EARNRAH
FA R IRAR. 4RI I, JRAR A g,
BB X FR A VitB4, & NBENG . L BEAERRAEY) ot
(AL 5y i D RGN, T & Reist A v >,
ANBEAT R B IR R, R ) A R A R e R
FI(VLDL); 1 VLDL &3z %y 954 H- il =16 i
JH I 2T 2, A H i = 156 8 S R,
HGEGURL, TR i . B BRI H i = et
AR R R, RRRCS H I A e O
Do FECH I TR R, 45 AL M b g
M 2 AR LABR B NER, 5 e T 40 PR 45 7.

PR R A PR B =, 3OS Ik LG =, f
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JHFIUE P 7™ e Z P Ak ), BRIEM C DR £ i it
S8 BE B LT 52 453 - 384 n AU R SRR mT
LS 504N D 2 Bl o RE A 5 A B0, 3 AT LU S
TNFo Al 98 RE 40 M PR 135 16 2. MCDIX &
WEFRMCRL, 2 dJiF kvl LUR I IETNF aZK-F
THEY BEREFINASHE B W7 AEFH TNFa kil
B s oL, T EAENE A2 N ASHAE WA
TNF R IE I, SN A TNF ok nf LSS
IKK B, IKKB#EIH %M kB(NF-xB), 1fiNF-
kBJE— /NI LA S TNF oty I 3 s R 7
I, — HLEE, IKKB-TNFoffi A mlt il LA )
Mo, B R FZHPURE M SRS TR
AEAE, I 98 3 200 Jf 932 3] R HF I 7 4 A0 AR e gt
S

MCDK &5 # IN A S H AL A L 17 1
CYP2E1™ L1, CYP2E1 /2 5 | 40 I i i) - 5
K, nL S8R A BE. BEH S5
A2 R R DR Y 0] g R H 40 S A6 22 35
PERVR o ) 2 B AU 4T 44k, CYP2ELRI
L M AR R IE B INAE N FI ) PIN A SHAE Y
BT L2, g irSchattenberg et /" RiE T
CYP2E1 /)i B 15w LA H A 1B &% 3245 518
P24, 5 BUH R B =T EMCDIRE K
13 ]I BFE T MR FE AT, $2/RMCDIR i
TR WU IR Ze R4 B4 2 40, IKMCDIK £
U IINASHE R, B 1 /R4 2% ok IE
PERT 499548 5 NN ASHIAL 2 4b, t[RIFE AT LA
PN TNFodlbmr s IR 40 55 N 26
NASH 35 WL 1) fés b I8 2%

MCDR BB R A 45 7= 5 W g 7R . 4
N TNF o Tt i, A4 B RAE, JFr] fefr
TEE W B 24T, (HERinellal er /i HHMCD

]
1 NAFLD:

2 NASH: NAF-

LD
ALT

4 wk,

3 MCD
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RETEIFFVB/NINERG, B A5 PR =
i F R M g Y 2% AU S E R W, MC DK
o R N A SHEL R h A7 AR JBE B AR BT, AH
SIEAT W 5 2 MU P ISR i Tahan er a/™
HEDL, K HMCDK IR K Wistar
KB, XTI BE i 52 5 R JBE  R T
B, 1T AE A HE I B 2R SRR B I B % A
XA e S KRR B 22 A K. 4 B
iR BIA N . TNFafICYP2EIITE], Tk
TN A M C DR 5 2 ot 5 A7 A0 4 5 PR By 3R
HEBT AT 180, R 1R J) 30 1B B 3 AR A A7
TR, AN % E R, BRI NASHE &
SSAFAE rh O P JIE JE AN B B R AR BL, R4
10%-20% N ASHZ & &4 11, o & # K
P, MK o NAT T RE A0 SR IR 5 3%
HEPL.

M C DR #E B AE i i 78 v 5 N R R
JHE S N A SHR i ik FEARAHALL, DR Ay i A 2
SV A JF U A 077 72 0 R e P 4% %) R 9 AL
oh, SN O TR Z AR R TN A SHA R
(1) F B, T HLAF A A PRI =30 1 JB B 3 L.
IR KD, $3EFEKEpS3, PTEN(phosphotase and
tensin homology deleted on chromosome ten)2§ 11
JUE P T 98 11 O e v e A R, AR T
DA SR S FE IR (R R IA Y, X T3k — R 10p 53,
PTEN{ENASH ALl A7 52 2 5 L.

B, TATE S SLRMCDIR & T
NASHELA, ABAL AT FIN A SHIF A I L] A
I 1B K7 16 77 28 1Y) R U S I A )
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Abstract

AIM: To construct two M1GS RNA ribozymes
targeting the S region and C region of the HBV
genome, and evaluate their inhibitory effect on
HBYV gene expression.

METHODS: A 294-nt in the S region and a
2333-nt in the C region of HBV genome were
selected as sites of cleavage. DNA templates for
site-specific M1GS RNA ribozymes targeting the
HBV genome were constructed by polymerase
chain reaction (PCR) using plasmid pTK117 as

template. Then, the DNA templates were cloned
into the eukaryotic expression vector pEGFP-C1.
The recombinant vectors pEGFP-GSS and pEG-
FP-GSC were co-transfected into HepG2.2.15
cells. HBsAg and HBeAg proteins were detected
by enzyme linked immunosorbent assay (ELISA)
and their mRNA levels were analyzed by RT-
PCR.

RESULTS: The two ribozymes effectively in-
hibited the secretion of HBsAg and HBeAg in
HepG2.2.15 cells, by 33.2% and 39.1%, respec-
tively. RT-PCR results showed that HBV S and C
mRNAs were markedly decreased by 29.7% and
32.5%, respectively. Expression of M1GS RNA
ribozyme had no effect on the proliferation of
HepG2.2.15 cells.

CONCLUSION: These results demonstrate that
vectors with site-specific M1GS RNA ribozymes
targeting the S and C regions of HBV can inhibit
HBYV replication specificity in vitro.

Key Words: Hepatitis B virus; Ribozyme; RNase P;
Gene therapy; Reverse transcription polymerase
chain reaction; Enzyme linked immunosorbent as-
say
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LI 4 9 75 (hepatitis B virus, HBV)& 4 —
AN S R 16 PR ) it B A kR
— A NI IR VAR, IR, A
4§ P(RNase P) &% HAE AL W HEM T RNAK ik
IM1GS RNA, PRI 5 PR R0 2 35 1 52 B AT]
(732 i 793 23 0 R0 TR Y g TR
BT B RATTT RN AT S, e — R )
(BERA YT kY Jr e 7R B, #EHBY
CIX EEH 3 AR 57 P 5 IIMIGS RNAKZ I, fEH
WA HepG2.2. 1541 it " HBe A g 3K ik, {HX]
HBsAgFRIEEA M, ik, A1 58 T
HHHBV CXFISXILHRFIMIGS RN AL E
R IE AR, e YeHep G2.2. 1541 fd, WF5¢H: %t
HB VL K IE [ 50,

1 #EREA

1.1 E.coli IM109J [ Promega /s &; 54
T7 RNARABHE B 5M1 RNADNAJTS
F1BkipTK 117 HHFengyong LinZi% B4, BA% R
X3 AApEGFP-C 1% H Clontech 2> 7] ; HepG2.2.15
S0 M 1 L AR K 2R B A B e B i ST T, DNA
marker, FREIVER VIEEECOR 1 fiSal 1, T4 DNA
Ligasell) H EAY) TFECKIE)H PR A 7]; Tag DNA
BAW . ANTP. MgCl,. 10X Buffer®:PCR 2 [
WA B iR T 2B TR R R B
A, PCRGIWIE ATDN ANy Fifg 2k 1T
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Y TR RS B A F] 58 % QIAquick PCR
Purification Kitl4 4 Qiagen/A #]; MEME; 775E A
Gibco2s 7=t B AR MU UM VY255 A4 24
] fib; Lipofectamine TM200 4 Invitrogen/A
77, G418 Amresco A |77 ih; RTIAFIEIE H
PromegaA Al; 25N E# JURL /DRI, 2X
Taq PCR MasterMix }j b 5T AR 23 7] 7 fh; ELISA
RAEIE [ g SRR A .

1.2 FRAPEMT RNAY)FIAL m e 5 S ), 4n
DIEIRT £ 3 RS 31 43 Sl Ay 1 M 4 0 85 g ] 3R
P DI R A AR S HB VI R ) 45
5 Ife, WEFEHBY ayw il RUSIX HL[X1294 ntFIC
X HEK2333 nth#EA7 A, Ffif I NCBI GenBank
Blastfiffi i 1% /7 51 5 N (1) 5 57 510 3% A TR P
PLp TK 11750k R A5, ARHEM1 RNAFEHEY)
RVRFAE B v Re e e S 1 9, 38 710 o H R Bk ]
EPM1GS RNADNAIAR. L m) SR B K 13 %
514 5'-gegtcgacGTGGTGTGTGTCTTGGCC
AAAATATGACCATG-3'"; 1] CIX K& 135 5]
WA 5'-gegtegacGTGGTGGAAACTACTGTTG
TTATATGACCATG-3'; JL[RI 555 514 K2 5'-ge
gaattc TAATACGACTCACTATAG-3'. J:rh3'i 5]
Wi In T BRI N VIEESal 1T MBI s (NS
JEH) 5 A5 K6 35 [F ACCAC T3 1 AH 5
(B (RMA FE 51D AN S HBY _E 47 B 55355 — )
AN SR F AR RIZEE 5, 551 in T
FEITE N VIR ECOR T BEVINL (NG P A1), LA
FRp TK I 7 A TPC RN, J W 454424
94°C 10 min, 94°C 40's, 55°C 40's, 72°C 1 min, 3t
SIS, B JE72° CHEM10 min. 197 H) T
TR ZEE0.5 mg/L)I10 g/LE b se i i Hi ik
R, SAMERCT WL Ik S R, H M4
%58 5 FHQIAquick PCRA[AKIR 4% M i i 4
HEAT2lifk. LRI PEAZ R M VIS al 1T FlEcoR 1
MAEFYIMIGS RNA A (DN AR FLAZ ik
HAApEGFP-C1, 37°C/K#+5 h, QlAquick PCR4(
A S Al A R, 73 30 B A RV R um 6 H
FE R B AZ R IE B ARpEGFP-C1. 4 ik H &
A R 2 AL I p EGFP-C 1A AR 44 & 11 BE /R L
VR4, T4 DNA Ligase 16°C ik B EA7 34452 [ .
X TSSHPIE, B8 = Ak 2 B e 1)
K E.coli IM109EKZ 40, 125 RIBEERK
f£35 mg/L)LB i [457718-24 hfim, BHLPEHEK
A ST ) AN B I A T RIB G = LB
PR FRIE, W 2 N 75 38 TORL /N 32 ) G 3R I
JEORE, A5 B R ) S DX RIC DX 1) 2 4 J5ORE 4 5l

]
M1 RNA
E.colri

P(RNase P)
RNA

(EGS)
MI RNA

MIGS RNA

RNA.

Ml
RNA

(HSV-1),

(HCMV)mRNA,

, Cobaled
et al M1 RNA

BCR-ABL
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- HBV
HBsAg HBeAg
}\{NA paxicl Asyo valueln = 12) vy —— o~ o
) 0.957+ 0.127 16.15+ 0.59 - 7.37+ 0.63 -
M1 RNA PEGFP-C1 0.933+ 0.093 15.03+ 0.78° 7.0 7.45+ 0.57 =
HBV 0.919+ 0.112 11.49+ 0.47" 33.2 5.31+ 0.69" 39.1
. HBV
i/“ GSCRN A %P<0.05, °P<0.01 vs
I,{ep G2215 & PEGFP-GSSFIpEGFP-GSC. Sa | FlEcoR  JiI A1 MIA dhAT Be E, 441X 10°40 M5t 54 b
HBV [ XU B 40 FbipEGFP-GSC MIpEGFP-GSS L EHH T4/ #7.
S A Ok, 37 CoKIEA, X H &)™~ 1.24 HBV S mRNA  C mRNA ik
P10 pLT10 g/LEgERE AL b vk, 7EBERE 44548 hI AR 40 i, TRIzo sl 5 U 4L i)
B RGP B VK S R, B E A R B e HepG2.2. 15400 (B RN A, LLOligo(dT)fE A
T TR AR A B AT WE, WET 514, fEAMVISE SRR AT 42 il B ANDNA,
HAEHMIGS RNAFIDNABHRET IS4, W ARG TPCRY I SX FMCX ALK, SIX 54)P1:
J7 & B 5 M1 RNATKDNARER P51 L. 5-GCGGGGTTTTTCTTGTTGA-3', P2: 5-GGG
1.2.1 HepG2.2. 1540 fif/f  ACTCAAGATGTTGTACAG-3', #4585 bp;
37°C. 50 mL/L CO,M4&AM: 7. 77387 CX5IHP1: 5-GGCTTTGGGGCATGGAC-3/,
G418(380 mg/L). 10 mL/LIE4-MiEIFINE &  P2: 5-~ATACTAACATTGAGGTTCC-3', =¥k
T ZMBERE 250 KU/LIIMEME; F23. #5947 566 bp. [N 451F: 94°C 5 min; 94°C 45's, 53°C 45
24 h, ¥HepG2.2. 1540 fufh AN 24 LK, £:4L2X10° s, 72°C 1 min, FL35MEHR, J572°CIEMI10 min;
41, HLipofectamine 200015 AR il LA AYEPEB-actinfE N WS, 51#JP1: 5'-CCCAG
F K pEGFP-GSSHIpEGFP-GSCLAL & 1fJLL#I4E  ATCATGTTTGAGACC-3'; P2: 5'-TAGCTCTTCT
e NHepG2.2. 1540 M, H I HIPEXT (I EE R CCAGGGAGGA-3', PCRX N 451F: 94°C 5 min;
pEGFP-C1) &2 (X (A4l fIg FAA). #5948 h - 94°C 1 min, 55°C 1 min, 72°C 2 min, 3£30MEFF,
Je FHBVE 56 WA B Mk (090, Hl, #H% JR72°CAEM10 min, PCRI=HJ7E20 o/LE bt
F48 hJi A I M R 355 R I08E— DA e ERETHIK. SRk RS, BT PCR™Y)
1.2.2 MTT FHIBEEE AR A0 B AL 0 B 4545 B-actind 4L J 11Quantity One 1-D analysis
BN MR, AN S R R A1 X 10°  softwarell 5.
cells/L, FEFLINANHLE(2 X 1041 §2)200 pL S K d Flmean + SDR 7R, K
AT 96 LMk, 48 hfEBEfLINS g/L MTT#WH  FISPSS10.01E47 )5 22501, P<0.05 0 2% AT 4t
20 uL, gkZER5 974 hfm, BEALINAL00 uLrtral 22 X
DMSOJR I, P %R 5, 570 nmAb LL e iz, 3%
TR IR A R s 2 BR
" Ho= A B AL G A BRLIR s X 2.1 FE AR pEGFP-GSSHI
HBV C  100%. pPEGFP-GSC%:Sal 1 FilEcoR 1 V] J54710 g/L
M1GS RNA 12.3 HBsAg HBeAg Sy Ty MR U IR FL UK T 43 22 E]470 bp 4700
FR BE P 40 K% 5 1 o B AT M o B, 415 X bp I Gty (1), Iy &5 SRAIE S, 410k
HePG2 205y oaq fiu4se b T 1 2L 41 MU B e D 4k 4k 95, 48 pEGFP-GSSRIPEGFP-GSCTTMIGS RNAK I
HBV hJE WO AN 1359, ELISAWRFI G40 fuss  DNAJF BEf AERGJCIR.
Yed8 WS LIRS IR LI HBsAgRIHBeAg, A 2.2 HepG2.2.15 {E
THTEA 450 FUZHL S5 RILIAE M FLA (/I I S 0se PSR 5 HepG2.2. 1541 IES, 5
LA PN E R, Tl PR 0 PRI A, T n] WM& 200, MTTSER:
HBV

il = Oh EFLP/NAE - SERALP/NAE)/ (O TR ALP/N
{E-2.1) X 100%, [FJIf UL 40 J v 4, K45

SRR, S AL AL, 3L JepEGFP-GSSA
pEGFP-GSCJi5 i HepG2.2.1 540 i iy 39 5 % 1tk IR
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2000 bp

1500 bp
750 bp

500 by 470 bp

250 bp

100 bp

B 1 Sof/ | FFcoR | MBBLDELEBIRIPEGFP-GSSFIPEGFP-
GSC. M: DNA Marker DL2000; 1: pEGFP-C1; 2: pEGFP-
GSS; 3: pEGFP-GSC.

TRFEERERD.
2.3 MIGS RNA HBsAg HBeAg
Y % Yea8 ), ELISAVEAG I B 77

HHBsAgfHBeAg® i, 45 XMW HepG2.2.15
4 HBsAgHHBeA gty 221k 23 w40k T
33.2%F139.1%(%1).
2.4 MIGS RNA HBV mRNA

HBV S mRNA. C mRNA K N ZHB-actin
mRNAJRT-PCRY #4735l 41585 bp. 566
bp#i361 bp. RT-PCRZ R BIR, LA HBV
S mRNAMIC mRNAFRIELBFAK, 5 alifii
JEARHL LA 53 s> T 29.7%H132.5%, i i 4
pEGFP-C1/{J41ftHBV S mRNAFIC mRNA 5 #.
afi g TR 2AH LG B I 22 S (1512).

3L

Bt AR i BEE AT R, AT 5 1R A TR
BHERNE 5y 1K, BERR YT OOk Moy
TV R E LN AURZ —. M1 RNA#
B S E.colit% Bt R HiP(RNase P)FIRNAVY H
B, FEAR N PATRZIR A DI S 1, DIEIRNART {4
(pre-tRNA)FI— 26/ NRNASS 11/ 55 5 541,
RNase Pt 7 75 M2 B % 0 1 2 A 18,
FEE.colih, HRNABFR M1 RNA, K/ K375
bp, HAFKHCSHE A, WIRCSH B, M1
RNA AR A & ik — M & e 8 1
(M) S AR 2 T 2R M. RNase P}
JEAI RN 5 )2 I8 P (R S bR B R SR A% AN
), L5 R AR IR 2 1] (0 AH A FH AR 55 i
W5 TR, T AS S 5 AR R (1) 7 1 sl A
1%, REHEMIT RN AU 45 F e aLFE: XU
BERNAX I (G Fpre-tRN A & B HE ok T=X);
5'3ii /i 7 1 P 4- 164 B X Bk AT 42 2 — A58

www. wjgnet.com

2000 bp
1500 b

585 bp 250 bB

566 bp 500 bp

361 bp 250 bp

100 bp

2 MIGS RNAZESITHBY mRNARIAHIEIN. 1-3:
HBV C DNA,; 4-6: HBV S DNA; 1, 6: ;2,5
pEGFP-C1 ; 3-4: ; M: DNA marker DL2000.

HRSE; 3 A FC R I-CC AR A AR 754 1
HERIIRNAJFA, J5U ) BT F M1 RNAT
FRIED. Liu er al' ey S AR 43 1 AN
5|5 74 (external guide sequence, EGS)iEHE
FIM1 RNA b, TEHA P HIRE Sk e A P 1)
MIGS RNA, WF57IES2, M1GS RNAK A4 P
FARSMES RS S ME DV RIFERN AN, O 28 &
T T AEPRAE AR 3 D) ) ol 2 5 25V VRT 4
0% #(HCM V) mRNA M 1GS RNAKZ [,
R II0S BE R 38 T A R KL N Rk KA B R
W%, (ERRVAIT 71, Cobaleda ef a/” LAIM1 RNA
S FEA, VU AR S A A 115 R A R 1 I
o K8 W TG G G A BT 7 A ) g o e e i S
[AIBCR-ABLI{ %1k,

FATHHT IR UL ], LR HBV CIX LA )
MI1GS RNA#REE T HepG2.2. 1541 il i, w45
FPEMHHBY CIX &L, 40 s -
THTTHBV CIXHE AR IE =Y HBe A g F0H] %
1531.6%; RT-PCREE S W, 1A% o] LA R4
HHBV C mRNARZRIA, (HXTHBsAgtFRIA K&
AR G v 2. AT RERHB VL K 41
N ZY3.2 Kb AUEEFVIRDNA, 7E#% A LA3E
#r A5 HIRDNA(ccc DNA) AR, fE15 J:RNA
RO IERT, H3m3.5 kb, 2.4/2.1 kb
0.7 kb 3FIAFKEEFImRNA, £l P 535 i
EiHBcAg/HBe AgFIDNAZL i, HBsAg/%
HBxAg? ", #E[iHBV CIX JEKFIM1GS RNAK
fiftg m] A0S S PN FRI3.5 kb AT FE R ZHmRNA,
B9/ T HBeAgt k. {E 0 A mRNAJTCH)
BN, SO SEIHBs A g4 k. R TRAT 1%
T 24N IR CIX IS X FE K IM1GS RNA
KW, B Ae) g I R IA B L Ye Hep G2.2. 1541
J, APF SR 1) AN [ a5 ) A il [ 40 ) 25 A
HepG2.2. 1541 i & A HBYV ayw AL 21 1)
A MR, RefS RIS & FIHBV =Y Be 7

M1 RNA

E.coli

P(RNase P)

RNA

tRNA
tRNA)
RNA

(pre-

5
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HB VISR, S — e A BUAR ) 40 IO G5 A0,
WFFT 45 W], S mRNAFIC mRNA LS55
/> 129.7%A132.5%, HBsAgHHBeA gt £
W73 BB AN T 33.2%H139.1%.  HAE A% i
TERIPOR SRR B3, B XS RINAY

AT

FUie R S PRI BTHB VIR T i VLB E T
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Abstract
AIM: To explore the role that leptin plays in
acute inflammation.

METHODS: Vital organ samples, including hy-
pothalamus, lung, liver, spleen, stomach, duo-
denum, kidney, epididymal fat pad and testis,
were collected from normal rats, and the levels
of leptin mRNA expression in those samples
were determined by reverse transcriptase-
polymerase chain reaction (PCR). A cecal liga-
tion and perforation model was established in
rats. The rats were divided into sham-operation

www. wjgnet.com

(A), intralipid injection (B), injury (C), estradiol
injection (D) and insulin injection (E) groups to
assess energy metabolism and neuroendocrine
function. Reverse transcriptase-PCR was also
used to detect leptin mRNA expression in adi-
pose tissue, liver and lung.

RESULTS: Leptin mRNA expressions were con-
firmed in all nine vital organs examined, with
the highest seen in kidney and the lowest levels
seen in testis. By twelve hours after cecal liga-
tion and perforation, compared with the level of
leptin mRNA expression in the sham-operation
group, that in the intralipid injection group was
increased significantly in adipose tissue but de-
creased significantly in liver and lung; that in the
injury group showed no difference in liver but
was decreased significantly in adipose tissue and
lung; that in the estradiol group was increased
significantly in lung but decreased significantly
in adipose tissue and liver; and that in the insulin
group showed no difference in lung but was de-
creased significantly in adipose tissue and liver.
The effect of intralipid injection on leptin mRNA
expression was found to be a dual-direction pat-
tern, as intralipid injection induced leptin mRNA
expression in central secretory tissue (adipose tis-
sue), but inhibited it in peripheral organs.

CONCLUSION: Leptin mRNA expression
shows a sensitive change when intervening en-
ergy metabolism and neuroendocrine function
after acute intestinal injury, which suggests that
leptin may be a key protective factor promoting
homeostasis.

Key Words: Leptin; mRNA expression; Tissue dis-
tribution; Reverse transcriptase-PCR; Cecal ligation
and perforation; Rat; Homeostasis

Lin J, Yan GT, Gao XN, Liao J, Wang LH, Hao XH. Tissue
distribution of leptin mRNA expression and its variation
in acute intestinal injury in rats. Shijie Huaren Xiaohua
Zazhi 2007; 15(28): 2995-3000
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leptin
mRNA

leptin

leptin mRNA

leptin

Fik:

,  RT-PCR leptin mRNA

>

, (A) (B)-
(©)- (D)~ (E)
, RT-PCR leptin
mRNA

&R 9
leptin mRNA ,

leptin mRNA , B

C

leptin mRNA
«C )

#£if: Leptin mRNA

, leptin

s AT

: MRNA
-PCR; X

. Leptin mRNA

2007;15(28):2995-3000
http://www.wjgnet.com/1009-3079/15/2995.asp

03I

J8 Z (leptin) e — M HHob LR KIE, Fr167NE I
1R, 431 FiE A16 kDalfigtE R 7, Wil F e
P RIS S S AT A A £ R R T G
{10 25 B Y 1 199445 1T ve e leptin LK,
AL CIEAMS SRR PPZe-P
ML T A B AT A, A, Teptinfi % ik
ARG 107 R 4 A LB A1 A2 5 AT PAR 2 40 M 4 £,
3 Ry e S AR S G g% R G T RE AL HE P B2
4 BT, $oRleptini] it 2 5 8107 5 R
B RREL Wk A LR, EUE H T E A A T 2 1,
1M H R Wlleptin mRNARIAZZ 7 Af (1 4iiE. Tk,
B ¥ leptin mRNA) 2 RIAFEAE S iE Hid
I A2 AR 4K, T X AR R 5 R 5 AR
PN AH DG, FRATTA Ik SR AR IE K BRI T
PFEA, DL s -PCRILKT M leptin mRNAFK X

LA, FFE K B E W 45 4L 77 FL(CLP)#E
Y W 524545 I leptin mRNA IR FIAR4E, B0+
AV TE B Ja fe AR R £2- N 7 Wb Dy e
X leptindi R 3 15 7K - 1 52 0.

1 SRIRSE

1.1 S HTE R 6 SD K60 K, 445 &
250 g, HIfRIRCE SR sL i sy b o fe . p-i
TN E Sigma® oyl 5 S I A Novo
Nordisk"Al; AMVEEH 5. Oligo(dT)15M)
HPromega®/A &l; AR FLIESHB0 [ 5]
Z4; TRIzol, Taq DNAR A M B-actin5 |44 A
JERUREY AW Lepting |9yt Ll TN w4
G AR A B A A At B0 HOK R
10 g/LI% L Z4960 me/kg iphkIEE, ToB 414 F
MBI e, il . . B R
W B 2000 B SR A AR 1 O el G 41
20y, SR AEE TR, L EI B EHEE, R
R 51-80°C VR A7

1.2 KEBENL RS, R0, BB 121
JAETFARA, 22400 e FL41(2 mL, ip), 341
Jy AR, SAZH M T EAI[12.5 mg/L(2
mL), ip], HS4 NP F41[0.5 U2 mL), sc],
ME R B DUE AR KA. S ETI2 h
B, ABRIK, SRR 10 g/LI L Z A 60
mg/kg iphkIE, JCH S N ITIE, 705 6 WK i
PA3-0'5 222k 4541, TS S SLBtibL % fL24b, ¥
B R R I 5 % J2 R BT AR o
HaARu N, AT Il TR S $
A A T ARG S NE R, 2 mLAE R K4, HE
32 S IR 254, CLPJE 12 h Tk
PR 2% AT TR E DA R 0] B 2 50 i i
JIF R B AL 2R, SE R BE NI REGE AR G A T
-80°C. K H TRIzo A A& HUZH LUK it (1) RN A,
FAE D B B BT, SRBUSRNAN, LL—=2
IR R, DU R 260 nmAk (158 AR
FEAEFF U S RNAWKEE.

W AR R (20 pL)EHE: BRNA 2.5 ug,
AMV i #% 5667 nkat, Oligo(dT)15 1 pg, 5X ¥
HESRZEPB4 uL, 10 mmol/L dNTPs 2 uL, RNA
BEEAITI720 UK FERRIR - LB AL EE 7K 6.5 uL.
NG I SRR B T37°COKIB2 h, BRIG95°CKS
minKiGAMVEE, Ps vk 5 #4°C, 10 000 g/
ALr5 min, TRAFcDNAFE § T--20°C.

PCR 2 [ DA B-actin/(JmRNAEIE/E A cDNA

PCRIAR(50 uL)fL$h: cDNA 4 pL, 25 umol/L
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513 BB R PCRIZ W 24 YR GenBankimS
leptin :5'-CCTGTGGCTTTGGTCCTATCGG-3' 290 bp RATOBESE
: 5'-CTGCTCAAAGTCACCACCTCGG-3'
194 455, 160 45s, 172 60s, 135
B-actin : 5'-CATCTCTTGCTCGAAGTCCA-3* 318 bp BC063166
1 5'-ATCATGTTTGAGACCTTCAACA-3'
194 455, :55 455, 172 45s, 130
leptin - M T1 T2 T3 T4 T5 T6 T7 T8 T9 N -0.332, P<0.001). fEMFAH RS, H5Hi4h )T

300 bp
200 bp

B-actin M T1 T2 T3 T4 T5 T6 T7 T8 T9 N

400 bp
300 bp
1.50 [

1.25 ¢
1.00 -

An=3)

0.75 ¢
0.50 +
0.25 +

leptin/B—actin mMRNA

0.00

T1 T2 T3 T4 75 76 T7 T8 T9

1 Leptin mRNATEIEE & KRR EZHBIANRIE. T1-9

3 R RS 1 ul, 10 mmol/L dNTPs 4 plL,
TagM#33 nkat, 10 X PCRZE M (720 mmol/L
MgCl,)5 puL X K 25851 7K34 pL. PCRATHHY
ST A B R AR . T15 g/LEii
BEEER(150.5 mg/LIR L MERE ) HL VKA IIPCR ™41,
JH F Gel-Pro e 43 T AR 43 #7 Ha ik P14

2 BR

2.1 8 leptin mMRNA EH 8
KRB F R W . B B =35,
B M SEIRD R, ARSI
leptin mRNAKIA, (HEFRIEEAR, LLVEMEAN
R B, TSR AN SRR 1 R R,
leptin mRNAANUANAFAE T HRITHLR, &) 247
TETHUA AR EE R GRS o T 2 35 (&1).
2.2 CLP leptin mRNA e
glih, 530 5 BT AR, BEWiFL4lleptin
mRNAFZE B FER (e = 0.1384, P<0.001), H
fib 341 ¥4 0 25 A, T L A% AL PR Al
A3 4 RN i B 22 LA G I8¢ = -0.0526, -0.1292,
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ARAALL, PaififiHleptin mRNARIZE L
FFEESE = -0.0277, P = 0.067), HAb3H L &
A, o B A, MR LA
FEHMIE (e = -0.6826, -1.4506, -1.9057,
P<0.001). 51507 FLLALAH B, 52l 453 405 4 e
4 leptin mRN AR 23538 = (¢ = 1.4229,
0.76 792, P<0.001), 1k 5 Z 41 2 3 %@ =
-0.4551, P<0.001). 7EMiZlER ., S+
AL, B FE A leptin mRNAKIE L B % %=
(= 0.0363, P = 0.125), # ¥ 40 BE W (e =
0.1549, P<0.001), M FLA AN L2l 45305 413 b
FZREAR(e = -1.0191, -0.2725, $1P<0.001). 5 AR
AHALE, HABIA 2594 leptin mRNA R IE Y
T, i AR s Al A 20, B 2 A RE
AR VR (r = 0.7466, 1.0554, 1.1741, P<0.001),
2.

3 itie
Leptin— 3 B il 7 30 W0 i 7 44 1 43 ik
() 3 s PR 1, AN [F b A 1 [R] 5 1 e ik
80%!"> L - BV JE SN R ML I £ i
RS, TMileptingg WM I H 2L 1, ithih
TE ZONE SN e P 30358 2 rh R 3R R AR T,
B TR R RE AU L e AR R £ - A 434 3
KINEE RS MM AL. leptin & X SL T[T
e, WARELE S HR M2 AR S5 5. Teptin 52 A4
(OB-R)J&E T T B44H Al 1 32 A 5K I, 075 6 Y.
M(OB-Ra, b, c, d, e&f), F=Eif i Janus - g
BRI S5 BT R D55,
B R RE 4L ZA LAAL, 18 R ILOB-RAT
T . REREL .. M. B B
DTN = N =) 17 0 N R L R 0 I % NN
P05 N NV "5 RN /A" K N A A P 2R
P ARPROB-RIN) V2 A7 4E, AT IHEM leptindt
PRI, WY 2 AR 2 AR 23 AT 0k A H i A MY
W.leptin mRNAZIA TJENR. H. 45, Al

(OB-Ra, b, ¢, d, e
f),

leptin

leptin

leptin
6

leptin

leptin
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2 KESHEILEILARSleptin mRNARIL. G1-G5

M: Marker; N: . #P<0.05 vs G1; P<0.05 vs G2.
PR 0 R T 2 O, R ST 4140y
PRI,

TAVERE T PR RGECE Tix) FFI
REW) HHURGEL LT ) HHRGES
EasE (CH A R ) . MR GE (M) R
RYL(E) Ao A ZR G (B 52 8 7 38 R0 AR Tl &R
GL(SEAL)ENE S RGN AR S w, 3T
leptin mRNAZL LA ()% 4%, 45 R, leptin
mRNAJFE R AEE TR A, b re Fak
fib 8T B LT #8 N AT ik, U R EAT AN
[]. Leptin mRNATER . B MlAS B A%
KA EANE TR 07 4, $E7R1eptindt SN fe
TE kA JE U 2 R AR 2 R 4 LE@T)JlH'T’E)EHﬂ%’ft
PEHERIA KA A, BUAE . B Lk
HeFFHLE . JKHAICO, fmﬁf%@]ﬁ’]%ﬁ%ﬂ&%ﬁ
T I 2 A 28 - DA 70 06 T 92 ) 8% 1) sy i JUE 4
BATATIH EAESE, W sln/ f B )5, leptin
XoF WL R A 38 27 1 47 52 1 AR 4 s ) B AR
leptin mRNATE BIR 2 R SA LN RIS, 1M
Hleptin@& Bk R e EACH . S I FpZ- )
GRUP3 K INRE RGN, FATHEN 7S ¢
i NS (1) RE AR AR 28- ) 70 WA D e V] e s
Xfleptin mRNAZIL ™A — g 2 m, HARIAK
S[R3 R R G MR EE R ELAT K. CLP&Z
R MBI R, Re I KA E
J L SRAE SR R A R 3 A B R R I
FEER, (AP FA% - B0 L v o 4 i A

G4 G5 Gl

G2 G3 G4 G5

TIEMERR, FEOE I RGN 20 RNV
BE R AR IR RS 20, AR AL B 2R &
MiE I A5 T AR AR TR i - A 1) g
1258, K eptindE 40 285 & H 1 4E H
7 B A A 8 R, T RleptindE Sk i
47 5 Pk 2N IR B RS i B D) AR A T
%4lleptin mRNATENRNT JH. iR RIL
BIZKEA—, BRI BATE A LU LA (D
07 L SR O AR G 0T R & T, BN T LA
M Re S A, Mileptinff 3= EAF H S (L 2 g &
FE, JEINFRE A A B It S 5 Fleptindk
AT . SIRTF ARG, B FL4 leptin
mRNATE T N R 7KF 1 8 25 T s, BLRAE
IS I P 238 K- 1) b 25 BRAIG, S g 1D 3L 3
B F5 T leptin ) ThoHR 73 WAL B - 1D 41 23k
KIE W Z Wleptin, MXEZCLPXTAM i #fleptin
KIS RN, ()2 G R AR S L, Bl
AL T — PR T YL B ARDIR S, il
FRLE- P o AR T A lleptin RSB, S84l
W AleptinRIAWANH. SEFARAMIL, 5
alifiifglleptin mRN AZE A8 Iy F i Py 5 5 FRAI,
TE I UG S 35 22 (R el t 25 PRI ) i 7
(P = 0.067) , #¢/RCLPJ512 h leptindk K F ik
Bl I, AT R B S AR S & A
H AL leptin & AR I8 (3) HIRTF- A4l
AL, ME - EE4Hleptin mRNAZE AR W7 FIHT A
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X, BIFE S8 0 N BOIR S R, E R
TR A LRI 235 B 2 [ leptin, LASMy
W7 Ak B LA, AN N, A 5%
iXleptin mRNASZ 21 I8 115 73 WA = 34 & 1) 87 s ot
DL AR IR S B X I, o LARR 7 L 51 %
(1) e w25 T R N JC VL A A 2% B (M leptindt
RIZRIA. 5 5 s AR L, I D5 L5 5 2 3 = R
AR, T I SR AR S AR ) 28, PRl
HE 5 FLZHAE BT M leptin mRNA )2 IA = TR 2%
My Jy—J7 I, TR B R R s A S
LA ZR IR h #E AR L, DAL R D LA A5t M leptin
mRNAFIRIE LT B = 41

B2, leptingd —F 2 KiETHAEZ FhEH
BN AR I, A T S M A 5]k
1) fie A 2L AN A 42 - A 23 R R A SR R Y.
E ke, TENRIT AL T #s N Leptindk [ R T4
HEE TR R ) P R 7 At T REAE Ay — A O 4 R 142
HENUA NI EL (A8 4 e 7870 A FH Elleptinh
RO AR s S - Ui WY 248 1R AT PN U
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Abstract

AIM: To elucidate the clonality status of multiple
gastrointestinal stromal tumors (GISTs) and the
relationships among them.

METHODS: Fifteen different tumors were exam-
ined by histopathology, immunohistochemistry
and clonality assays based on X-chromosomal
inactivation mosaicism in female somatic tissues
and microdissection. Genomic DNA was isolat-
ed from the lesions and the surrounding fibrous
connective tissue as controls, pretreated with the
methylation-sensitive restriction enzyme Hpa
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or Hha , and amplified via nested polymerase
chain reaction (PCR) using primer pairs specific
for the genes encoding phosphoglycerate kinase
(PGK) and androgen receptor (AR). A single
nucleotide polymorphism (SNP) was identified
at the PGK locus by incubation with Bst  and
agarose gel electrophoresis, and a CAG repeat
length polymorphism was revealed at the AR
locus on denaturing polyacrylamide gels, and
visualized by silver staining.

RESULTS: Microscopically, each sample
showed typical histological characteristics.
Lesions were composed of spindle cells with
abundant cytoplasm, arranged in cords, knit
and whirlpool patterns. The nuclei were staff-
like or fusiform. Mitosis was widely observed.
The tumor tissues showed positive reactions
for CD117 and CD34, but not for desmin, S-100,
SM-actin and NF. The clonality assays demon-
strated polymorphisms at PGK and AR loci,
and these were seen on gels containing the PGK
and AR PCR products. DNA samples of tissue
analyzed without Hpa  digestion showed two
groups of bands, with equal intensity. When the
DNA samples of the lesion tissue were digested
with Hpa  or Hha , the lower bands exhibited
obviously reduced intensity or disappeared.
Monoclonality was demonstrated for the lesion,
suggesting that they were neoplastic lesions.
However, the intensities of the two bands were
equal for the surrounding fibrous connective tis-
sue treated with or without Hpa  or Hha

CONCLUSION: Gastrointestinal stromal tumors
are monoclonal as well as most of tumors, sug-
gesting that they originate from a single cell.

Key Words: Gastrointestinal stromal tumors; Multi-
ple; Monoclonality

Gong L, Zhang W, Li YH, Wang XX, Zhu SJ, Han X]J, Su
Q. Clonality status and clinicopathological features of
multiple gastrointestinal stromal tumors. Shijie Huaren
Xiaohua Zazhi 2007; 15(28): 3001-3005
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H W8] JiiJ% (gastrointestinal stromal tumors,
GISTs) 2 4 i 1 o UL 11 ) - g, e 1
Feike-kit(CD117) I Cajalii] J5i 40 ", GISTsi
AN R A, RITAESR, WAL 4ER 1 BL(NF-1)
BE RAEGISTsAH B K HE . NF-1XFh 2 K
P 5 LT YR, de i L AR N B S TR 35 L
SR 2 —, ] B At S N 10007 A
MZFAL, Wk, M. kg1 g
FAENF-111GIS Tl AR BE 2445 AE AN [7] T FL R 1)
GISTs¥ifhl; Horh K2 Hom eIk LT/ Mg, If
Hee-kitH P 1 5845 kit /MR AT A= 1 26 KR 132
AAPDGFRA)ZRF I, GISTs H Ak
SRATE R, LSk Ea T HG9%),
/N (32%) FIR I (15%) . A>3 43 W1+ 45
JFE A s A IR S s Tl RS, AR, Bl 4

T AW F RN G A A AR AW R i, A GISTs
AR ERNR AN, JF HAA T — S & k. 1
KT B Mo 2 RYEGIS Ts e B v 57 51K WL
G, AT T — LB E e A 2
RAEGIS TsIREHI 5, FRT I o B P DL R AN [+
AR TR AH DG

1 SRIASE

1.1 B, L, 34% (M d. Bk A
I KA AT fih fe— ELAR 3 i 2910 cmAHT7 em
s, BEAMCTA R FEk. it rES
i AT = 7 TN R S N Rt o
LI ZAFESYE AT LAFP<10 pg/L, CEA<7.0
ng/L, CA125<10 pg/L, SLEIEFJEH. T ARHFkR
BT v AR L1154, I A,

1.2

1.2.1 MR PR = G
-1 AL (S PR A B (KIT9730, A M I B A= 4
HARIFRA AT, %) KUt AT, Pras
—PUARAFEEXTCD34. 458 (Desmin). #HI£
AL BE(NSE). LT 4E(NF). R
AR YE B 1 (GFAP) I IR BT AmADBFICD117.
S-100&E H .« P NNLEh & H(SM-actin) &
HMBA45 1R bt A\ 2 5 B fiik DL A & E
(vimentin) [ SPTEmAb. LL_ERA 0 A 158
2.

1.2.2 DNA I bR A A i A 3
Ja #4510 umb) A 85Kk, SHEY S, F100% H
A S AL, TR B R4 B T 4
S I A SRR AR AL 2 Y, R B
7K L EE 1.5 mL Eppendorffis i [7] i 43 125 AH [7]
THIAR (R AR 5 £F A 5 G A 20, A S B I &6
3RTK CEEVR SR, SR, A2 TS,
N HQIAamp DNAHEHIAF £ (Qiagen GmbH,
Germany )% I 150 B P4 UL R I DNA.

123 PGK AR STtk
LA AR X G 0 AR R ik Bk, BRI e M A4 4
JL )24 X B A T I 1 4 AE IR IR R B L T4 20
I K R AT BERL S, ) — S PRFR I A%
WMEY. PGRIEN 2 &M R Ik 78 FF B4 AV 25
NS AW A Bs e XU 5 (1 PR 1 1R 22 3%
PEAT 2, W 2B vk R ARJE 2
BRI ILE SN FINCAGHR I ER )T
(short-tandem repeat, STR) K J&E A A, B (CAG),
A 223 (11-31), 38 AR VE 3R 4 Ik e e e
CERT T TR S & S A7 X VSN N T o S
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B 1 AEERA20 cm x 16.5 cm x 13 cm, I E T AR
EZTMETHHINY, BHEEE

R v B 4 A I AL RO B 4, T R
VTN e VS T e R L et |
S LART 7 E AT, PGRAL 55T L3510
F: PGKIA, 5'-CTG TTC CTG CCC GCG CGG
TGT TCC GCA TTC-3'; PGKIB, 5-ACG CCT
GTT ACG TAA GCT CTG CAG GCC TCC-3';
PGK2A, 5'-AGC TGG ACG TTA AAG GGA AGC
GGG TCG TTA-3'; PGK2B, 5-TAC TCC TGA
AGT TAA ATC AAC ATC CTC TTG-3'. DNAF
i 2 Hpa 113 him, SLCPCRYHY. 25 148 [ W
S5 WX PGKIA/PGKIB, 97°C 7 minfiAs{E,
94°CAFE40 s, 58°C K50 s, 72°CHEK 1 min, J&
35MIERR, 72°CHEK 15 min. V7M1 2058
Ji, WS pLINNER 2% [ AR &R, o 55 5 1%
PGK2A/PGK2B, B Kl JE 56 CHk, R45A:
SR ARE. 250 RN ) T 4 Bst XT48°C
JH168-10 hJh, 20 g/LIFARMERER HUIK, R &
BER BN AL ARG ST TSR ARIA,
5'-GAC GAG CTT TCC AGA ATC TG-3'; AR1B,
5'-CAT GGG CTT GGG GAG A-3'; AR2A,
5'-TCC AGA ATC TGT TCC AGA GC-3'; AR2B,
5-TGG GGA GAA CCA TCC TCA CC-3'. DNA
FESTE3T COKUT AR N ZHba 1 #4k3 hs, 62°C K
7510 min, HLXAPCRY 8. 55158 S N A 258
N (R 51455 53 51 A ARTA/ARIBFIAR2A/AR2B,
KR FEYI H56°C, 25 MG, 25 156 N 1)
1 1008 i, B uLIn NS 258 IV, 4% I W
ZHRIP GKAT AU 1Y S 8. DL b0 BRI R —
FEPCRANBE 5E PH X R K A g B M FE. 3l
P20 g/L)FLIKPEA ARSE N B RUR. SR )5
B4 L= RSB ERES R A R, n
FIJEE40.8 mm A VE R NG IEZ(100 g/L, &
JE %8 mol/L), % FminiVE Hi ¥k & 45 (Amersham-
Pharmacia Biotech, USA)120 VIk#h4 h, #%LLET
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T1T2T3 T4 T5 T6 T7 T8 T9 T10T11
M- +-4-4-+- +-+-+-+ -+ -+-+

500 bp

N T12 T13 Ti14 TI15
-+ -+ -+ - 4+

500 bp

B 2 PGKAIRISTAREEBARKM-T5EEGE, THesl
&, [URBLET. - Hpa :+: Hpa : M: DNA

FR 7 v AT AR G F K & R %) ) T
UVPHEB 34T 245 (UVP, Cambridge, UK)F1)%%
FEAIC S s, AN 3K (LabWorks ™, UVP)
tbiHpa 1l 8iHha 1 AT G — XS0 BE R 3™
T P B B 2 S, A 14k ] LL s B IR 95 04
50% LA I A BN A A B, BIX G AR 253 ik
Ak E RN

2 BR

2.1 TR W 2R I e K ANANZE I ) 21
21— M, BAARI20 cm X 16.5 em X 13 cm, HAn]
WL ZI154, B KAF10 ecm X 8.5 cmX 7 cm,
B/MERI2.8 em X 2.5 em X2 em. K4 e £
JEse s, YA, B, JREA (&l 1). ot
BENRAN N R BRI, BUOIR. g SUIR B
WORHES, Mo, IR TE; 4 A% AR B
RIE, #5248 0 W. ez AL bR ic iR 4i i % ik
CD117, CD34, S-100, GFAPHlvimentin, 43k
#1CD30, CD20, CD45R0O, CK, EMA, HMB-45,
NF, desmin, SM-actinf1SC-actin?J >4 4.

22 JITAT R 21 ZA7EPGK AR A
B K I IR B R 2454, AT 2 A e
WIS MR A AR D) IS R B ok, HUORE B
A7, B X RO RIS 1 25k, UEW R
JibgeE P A T R £ 4 2 4l A 2 AR )T S
PR A o W] B e (112-3). IXR WY, BT i
Je AL 2R3 R SR v B PR A, I HLR IR T R — A
4 .

3 e

T W 8] J5 e 2 — M R AR T A D W R
Mazur et al">' 19834 ¥ L, At 45— KBET
7 T PG 40 60 A2 28 A0 RE R SO LA e ok
SRR W iE AR b g B vE . DAAE B T
FEEORI BRI, LLAE 18 VE 242 08 40 i i e

PGK

AR
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PRATAT IS R, A A TL T2 T3 T4 T5 Te T7 T8

T LR B 22 YR PR e, 9 A 28 T~ LR,
S UL 0 i e mF e UL PR RS BN A L s
T4 Wi sh i Cajal ) 40 i, A & R
e R WMV 5, HAT 1P L, s sy
AN E [0 73 A1 2 1) S0 AR R A, 2Rl LA
TELE MR RE I S i g . L A STk i
TERIRLIN10-20/100 1, 2 KAAE40% LU F, )L
HAEN, Bz tbhs 19 HGISTSHA &%)
RAET B i, K kB T H(39%), /»
W(32% )RR (15%), M/ H0k AT B ot

GISTsil i AR A, HRZHH RS,
HUoENg, K, &8, N0, I g4l
ZUE . AR, AR eSO R 2 Ak
A2, T AR 2R YR, JF HAh S KITE
INBRATAE I AR R - Z ARA(PDGFRA) R R 1)
SAFAY Ml T IX R B 1 IR A T/
[, DR AT g 55 Cajal i) SR 40 MO (0 185 4= 43 K,
TR IR R I R B, 4n B Ik 1) €5 38 0 A IE
KA M 25 L. GISTsIF2 I 2RO T 41200
HAE R AR R, Horh s F R e A4k
5 S IR AT I C D117 AIC D34 4L (4 B . HE
PE SCHRIRE, KZ190%-95%[FGISTs#iACDI117,
60%-70%[1IGISTs % iACD34, 30%-40%GISTs
FiLSM-actin, 11 L5 5%KGISTs#iES-1004K
M. 244K, vimentinzh A2 B 1. 38 X e G s 21
AORE 5, BIR] 5 H A g o R, a5 T 4 i
981 BTV LR AH S . BAT TS e B AT T 1
| (1K) 4 250905 B 27 UG R 928 4 A 2 et o
T AT SO AR 2R RS, MR 4 L ik
#ILCDI117MICD34, % KYEGISTsIZ Wi N iZA
FEA, ARSIk IE, 2 K PEGISTs— M #D
LT T BUPP 2 2T e g S % . O T aE— 20 B
Z TR PRIAH DG, FRATTNS 3 8 R /N AN 58 ) 980 Ak 43
AT T e B PEAS .

e 0 A e 22 B R s A AR A, Tl
ok v B PR S AT AR, BT N AR
P GKANA R A1 11 5 b M A I A 66 T 2 P A4 4
L2 R X G AR SRR G 1k, BT AT e VAt
LR 256 X Gt A rh 1K) — SR AE R G R 6 S 2
T 7K A F AR T BEAL KOS, 55— S DR FF AL
TEVEY. PGRIE N 2 A ME R A8 AL 2R
WA — 0] A Bs e XU (1) FRAZ IR 2 A PR A
25, BV AT 48 B M B e H kSR AR A
ZAMERIN I A2 TIHCAGH RIRE R

T9 T10 Ti1 T12 Ti13 Ti14 T15
M - +- +- + -+ - + -+ -+

200 bp

B 3 ARMIEISTARERBALRM-TSEEG, THess
%K, RRBLEH. - Hma +: Hha : M: DNA

J#%1(short-tandem repeat, STR)HJ FEANA], B L
B 20 (@ = 11-31), A2 k5 Y4 1k
et s r vk SR AT 22 A A 0 I Lotk
HOIE 2L S R NS AR A R R T2
BEPEAN MR R, 2o Wy 25, T R 1k (R e )
AR ik R — 4 P — 4k Ry 210

GISTsZUT 42 1 —Fh B PR g, S5 T
SLva B YR, SCR R WARGE. K2 B R e
v PRI A, KA /TRy I Rg 2 2 v e P
LK — R AR AN B4, GISTs 2 EFEIIE?
2 RVEGISTs XAE BFEE? AT Z A AELEAT 4
FERI L ZR? AT SNF-12 [0 O AR R R
We? 1X— R4 ] A E AT AT — PR, ARk
3645 FUIEW], GISTsIE T 5w Bk, MR/ NASE
FR) 15 Ji e it 1) ) 139 2 I A () — 2 X e (A4 2k
TR G PRk, R IE—kEYE, JF Bl Rt T
1R BTG BT, T 22 1 #4802 4 9 o
ANFER AR Z A2 4% BT, Wang et al'™'¥ oy
Bt 72851 358241 B 1 LR, F SE A JRe 45
T Ry R YR TR 148 v A AT UL IAL
Je (1 T AL (R 988 45 7 HEAT TR, 25 R0
s AH R ) B )y 28, E B ARAT TR R T R — A
S, JE TR I AR L A A 24
S5 22 RS- LIRSl 7 AN [R] R 3% S5
FEN, AT [R5 MAT A — o 2 KR
TR, 085 WD) 5 s AR [0 e 28, i He At )
MR Iy — 4 AL, IR tlch, Z2kMETE
P USRI &9 2515 I G R, IEABBART AR
H RN R4 f6 5, v et dE e o, R
fR2EF —H IR A B3RP, d b FATTHE 18,
VA 2 R PEGIS Ts T e i ied ) iZ A2 22 TR 1,
BT ML RIEGISTsHE 5 #RG ik 45 B4
R R, 38 5 0 5 22 (R 451 3R AT 12F — P F
FUUESE.

www.wjgnet.com



3005

4 2@ chromosome inactivation. Am | Hum Genet 1992; 51:

1 Fletcher CD, Berman JJ, Corless C, Gorstein F, 12231235
Lasota J, Longley BJ, Miettinen M, O'Leary TJ, 10 ) ) . X
Remotti H, Rubin BP, Shmookler B, Sobin LH, . 2002; 31:
Weiss SW. Diagnosis of gastrointestinal stromal 162-164
tumors: A consensus approach. Hum Pathol 2002; 1 ! , ) ) . AR
33: 459-465
2 Tsukuda K, Ikeda E, Takagi S, Miyake T, Muraoka 2002; 23:1969-1973 .
T, Watanabe K, Hirai R, Moriyama S, Nawa S, 12 Wan.g SF/.LIU Q, Zhang W, Liu J, Su Q. Clonality of
Kunitomo T, Tsuji H. Multiple gastrointestinal uterine leiomyomas, an assay using X chromosome
stromal tumors in neurofibromatosis type 1 treated
with laparoscopic surgery. Acta Med Okayama 2007;

polymorphism at the phosphoglycerate kinase
locus. Di-Si Junyi Daxue Xuebao 2001; 22: 1576-1582

61: 47-50 13 Mazur MT, Clark HB. Gastric stromal tumors.
3 Miettinen M, Fetsch JF, Sobin LH, Lasota J. Reappraisal of histogenesis. Am | Surg Pathol 1983; 7:
507-519

Gastrointestinal stromal tumors in patients with
neurofibromatosis 1: a clinicopathologic and 14  Beghini A, Tibiletti MG, Roversi G, Chiaravalli AM,

molecular genetic study of 45 cases. Am | Surg Serio G, Capella C, Larizza L. Germline mutation
Pathol 2006; 30: 90-96 in the juxtamembrane domain of the kit gene in a
4 Takazawa Y, Sakurai S, Sakuma Y, Ikeda T, family with gastrointestinal stromal tumors and
Yamaguchi J, Hashizume Y, Yokoyama S, Motegi urticaria pigmentosa. Cancer 2001; 92: 657-662
A, Fukayama M. Gastrointestinal stromal tumors 15  Hirota S, Okazaki T, Kitamura Y, O'Brien P,
of neurofibromatosis type I (von Recklinghausen's Kapusta L, Dardick I. Cause of familial and multiple
disease). Am ] Surg Pathol 2005; 29: 755-763 gastrointestinal autonomic nerve tumors with
5 Kinoshita K, Hirota S, Isozaki K, Ohashi A, Nishida hyperplasia of interstitial cells of Cajal is germline
T, Kitamura Y, Shinomura Y, Matsuzawa Y. mutation of the c-kit gene. Am | Surg Pathol 2000;
Absence of c-kit gene mutations in gastrointestinal 24: 326-327
stromal tumours from neurofibromatosis type 1 ~ 16 Hirota S, Nishida T, Isozaki K, Taniguchi M,
patients. | Pathol 2004; 202: 80-85 Nishikawa K, Ohashi A, Takabayashi A, Obayashi
6 Resorlu B, Baltaci S, Resorlu M, Kankaya D, Savas T, Okuno T, Kinoshita K, Chen H, Shinomura
B. Coexistence of papillary renal cell carcinoma Y, Kitamura Y. Familial gastrointestinal stromal
and gastrointestinal stromal tumor in a case. Turk | tumors associated with dysphagia and novel type
Gastroenterol 2007; 18: 47-49 germline mutation of KIT gene. Gastroenterology
7  Lyon MF. X-chromosome inactivation and 2002; 122: 1493-1499
developmental patterns in mammals. Biol Rev Camb 17 Isozaki K, Terris B, Belghiti ], Schiffmann S, Hirota
Philos Soc 1972; 47: 1-35 S, Vanderwinden JM. Germline-activating mutation
8 Gilliland DG, Blanchard KL, Levy J, Perrin S, Bunn in the kinase domain of KIT gene in familial
HF. Clonality in myeloproliferative disorders: gastrointestinal stromal tumors. Am | Pathol 2000;
analysis by means of the polymerase chain reaction. 157: 1581-1585
Proc Natl Acad Sci U S A 1991; 88: 6848-6852 18 . . 2003;
9 Allen RC, Zoghbi HY, Moseley AB, Rosenblatt 10: 112-115
HM, Belmont JW. Methylation of Hpall and Hhal 19  Wangs$, Su Q, Zhu S, Liu J, Hu L, Li D. Clonality of
sites near the polymorphic CAG repeat in the multiple uterine leiomyomas. Zhonghua Bing Li Xue
human androgen-receptor gene correlates with X Za Zhi 2002; 31: 107-111

ISSN 1009-3079 CN 14-1260/R 20074 fRAH H 4 N TH A 2% &
o JHE o

(2006)

AFRR B4 (P EZEARYT S5 0N BRI (CAICED)) 20054 618204 vt TINEHT H (11214 )7 4% v [ 1 F1)
5| S HHE ZE K CNKT A IR 7 A 352005-01/1245 30 F 80 (1. 542 55 VO B K REAR B Gt 20 W 15
F): A A AL A RE FRAET S ISSN 1009-3079 CN 14-1260/R; 25 H & FR: 122 2RI R R\ K W 4 5
G (YKS.2.3) S 518K 2471, SR T 50.661, SEERI KT 40.644, BI4EFEHR 20.079, 5] Bl
0.73, #5 WITIEC 491, 51 WI44.6, 200588 3C &4 768, H:4xi SCH 0.4, WebRIAFE N 4%50.6. [
AT OGH IR HL 7 A #l; o ERF SR S PPN IS 0.

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

9

2007 10 8 ;15(28):3006-3010
ISSN 1009-3079 CN 14-1260/R

CLINICAL RESEARCH

HIGPHERTT P EE B Z BTG R7 2O R 24

510630

, 1995 , 2006
’ , 510630,
’ . stevenp28@21cn.com
1 020-85516867-3028
: 2007-07-17 : 2007-09-28

Therapeutic-effect analysis of
chronic hepatitis B treated by
traditional Chinese medicine
based on differentiation of
symptoms and signs

Yi-Hua He, Zhi-Heng Pan, Lin Li, Wei-Bing Guan,
Yong-Ze Wang, Yong-Wei Li, Yue-Wu Yang

Yi-Hua He, Zhi-Heng Pan, Lin Li, Wei-Bing Guan, Yong-
Ze Wang, Yong-Wei Li, Yue-Wu Yang, Department of
Traditional Chinese Medicine, the Third Affiliated Hospital
of Sun Yat-sen University, Guangzhou 510630, Guangdong
Province, China

Correspondence to: Zhi-Heng Pan, Department of Tra-
ditional Chinese Medicine, the Third Affiliated Hospital of
Sun Yat-sen University, Guangzhou 510630, Guangdong
Province, China. stevenp28@?21cn.com

Received: 2007-07-17 Revised: 2007-09-28

Abstract

AIM: To observe and evaluate the differences in
therapeutic effects between traditional Chinese
medicine (TCM) and conventional practice on
treating chronic hepatitis B.

METHODS: Eighty nine hospitalized patients
with CHB in the department of TCM made up
the study group; the same number of randomly
selected hospitalized patients in the department
of infectious diseases made up the control group.
Liver functional indexes (ALT, AST, ALB, A/G,
TBIL, GGT, CHE), blood coagulation indexes (PT,
PTA), liver fibrosis indexes (HA, PCIII, IV-C,
LN) and ultrasonography indexes (the diameter
of main portal vein, the diameter of spleen vein,
spleen thickness, spleen length, gallbladder wall
thickness) were measured before and after treat-
ment.

RESULTS: After treatment, all liver functional

indexes improved (P < 0.05), but CHE continued
to decrease (P < 0.05). The extents of improve-
ment in ALB, A/G and GGT were greater in the
study group than in the control group (ALB: 1.72
+0.64,1.21 £0.85v51.32 £0.57,1.06 £ 0.12; A/G:
0.085 + 0.030, 0.105 £ 0.039 vs 0.036 + 0.007, 0.069
+ 0.034; GGT: -154.14 + 30.69, -151.06 + 31.16 vs
-20.90 £ 7.17, -54.86 * 20.64, all P < 0.05). The
blood coagulation indexes were also improved
after treatment (P < 0.05), but the cases of CHE
(mid-range) in the study group showed smaller
improvements than those in the control group (P
< 0.05). The ultrasonography indexes were not
obviously improved, but gallbladder wall thick-
ness was better in the study group than in the
control group (P < 0.05).

CONCLUSION: TCM treatment based on dif-
ferentiation of symptoms and signs has a better
effect than conventional practice in terms of
improving liver synthesis function, lessening he-
patic inflammation and necrosis, and relieving
cholecystitis.

Key Words: Chronic hepatitis B; Traditional Chinese
medicine; Differentiation of symptoms and signs;
Conventional practice

He YH, Pan ZH, Li L, Guan WB, Wang YZ, Li YW, Yang
YW. Therapeutic-effect analysis of chronic hepatitis
B treated by traditional Chinese medicine based on
differentiation of symptoms and signs. Shijie Huaren
Xiaohua Zazhi 2007; 15(28): 3006-3010
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7k 2003
89 (57 , 32 )
89 ( 57 32 )
(ALT. AST. ALB. A/G. TBIL.
GGT. CHE). (HA. PC-
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-C. LN). (PT. PTA).
B (MPV, . SPV, )
&R (CHE )
(P<0.05), . ALB.
A/G. GGT (ALB: 1.72

+0.64, 1.21£0.85 vs 1.3240.57, 1.0630.12;
A/G: 0.085+0.030, 0.105+0.039 vs 0.036+
0.007, 0.069+0.034; GGT: -154.14430.69,
-151.06*t31.16 vs -20.90+7.17, -54.86+
20.64, P<0.05); CHE ,

(-835.08+241.61,
-228.95+113.26 vs -2488.791356.73, -765.14

+261.90, P<0.05); ()
PT. PTA (PT: -1.31+
0.24 vs -0.38+0.18; PTA: 11.96+2.04 vs 5.32
+2.58, P<0.05); B
(P<0.05),
Zig:
XEEA:

2007;15(28):3006-3010
http://www.wjgnet.com/1009-3079/15/3006.asp

0315

181k 270955 B AT R 2 R R (HB V)& G5
FL A WAL GLIR, EGEh B2 25367 AR AR B [
18 1E CHFIB VA T AR A E BT, 5 H AT
AP EPRIEGTT . E B E T R
TG REUS 2 A IRAE S 2 “AEs 7 BEsR A JU) BE
DU TRATT B AR SRR S 2 (R AR R, VP
FZGHHIE I 259697 P RS IE Z AT T AL

1 MRRT5A

1.1 HEFE2003F 3 Bt h BRI A 12 1
B e 8B AR T 4L, B7261. L1741, 4F
#520-59(°F1442.03+14.79) %, WFL0.5-13(°F
$16.67+0.65)5F, ¥H97 I ] 11-80(°F-3J29.94 +
19.06) d, " EEHHIE B A BH Y3441 (38%) 9
1M B2 129451 (33%) IS B8 RE 292 145711 (24 %)
JH- 5 B B 4181 (4%) LR BT R 2R 1481 (1%). 4% FiRE
53 2 BERLI Js ik £ 3R B [ AL Qe RHE I £
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B 55 8OBIAE Ay X B AL, 7761, L1261, 4
W 18-52(°F1434.30+12.13) %, i F£0.5-9.5C°F
¥)4.51+0.49)4F, J6I7 ] 14-76(°F-1428.11 +
19.08) d. PZL I3 B S5 574, R AR
320, BT A Y FFA52000-067F 74 2 44 FF )
A [ 51 I 2 B 76 25 U E g M 2
TS W bRAED, o IR 2 8 g v A A [ s
o WRHH R Bl 25 s REE 45 i0(1991-12)
PRAER HEBR A AT RO BRI gs. H &5 fudk
PRI 98« PRSP JHH3 S At 28 400 7™ B i R 900
WYY AR B P AL R AR TS R T . IR R
B), P ) R s T8 3 1 2 :(P>0.05). ¥R
ST AP . R K TR AL (P<0.05). 1
IR R 0 1 K ORI 2l i 4 A PR = 2B 7,
VA AE B HH b OB i R AR 2 B W) AR,
iy Z 0 FR YL 95 1 KR 2l B 7 B 2 v 2B,
Hp 2RI HH AR B 24 700 R RTZG LA D 48— R
1.2
1.2.1 PR 2R 4610 1) i i R R B 4 i
FIEK150 mg. PAEHE30 mL. 52465150 mg; ¥4
ST AR IRV A F AR o B FRIE 4 2 i
FAR 245 Ri5), 20/d, 250 mL/AR, HiAS B 2570k
FREZIHLA TE e — RS, JEAR TR g
BEL 260 75 FH 08 I v 3 n s, 9% 1 B 6% 284 75 FH 0L )
BRI Ik, JHAS FEL R 284 5 P S H g B O ok,
JHF 5 99 0 284y — BRI gse, T B R 2L 7 H
WRA B2 I .
1.2.2 (DM Zhie: BN BF(ALT).
B A M (AST). HEM(ALB). HEE
FHLLBI(A/G). SIHL 2 (TBIL). &% B4
KEE(GGT) ML JERF(CHE)(CK H Technicon
RA-10004x H 3 AEALACGEATAT I, (2)%E 1M D fg:
TRE 1L J I () (P T #5E ILP J5 3% Bl B (P TA) (R
IS S Wik AR 2 w4 J 8l 1k 10/ 042 23 A4
(5 [172)SAT-CompactiE AT ), (3) MLy I £F b
AW FEYRRHEA). TR EPC-1). IV
HRIRIR(IV-C) JEFHE I (LN)CR I Sz is,
PRGN ZE B I = ), (4B [T ER K
FETHNEMPV). JEEHIKNAR(SPA) JHESE .
K A%, JHZEREEE (Biosons AU4RU A2
B IS, 3.5-5.0 Mz % B 743 4k).
FT A3 R4 R HISPSS13.0 for
Windows K AFEL TS24 A0 B T E0%E RER H
KL, VI PORER A 56 K B3 PR
7£0.05, Th & 7k i mean £ SDE IR,

20
HBV,
3.5
HBV
25%-40%

HBV

HBsAg

9.09%,
2002
10
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178 ALT(U/L)  AST(U/L)  ALB(g/L)  A/G TBIL{umol/L) GGT(U/L)  CHE(U/L) PT(s) PTA(%)
( 305.21+ 212.60+ 38.34+ 1.26+ 41.31+ 259.38+ 7250.71+ 14.93+ 80.17%
49.67 23.54 6.20° 0.36° 21.17° 34.66° 640.25 1.98° 17.44°
49.75% 51.74+ 39.67+ 1.34+ 21.48+ 105.24+ 5838.71+ 13.64+ 92.12+
28.36° 30.99° 4.63° 0.30° 0.83° 12.17° 300.96° 1.10° 13.16°
, 542.73+ 475.78+ 34.49+ 1.23+ 147.54+ 224.89+ 477276+ 17.71+ 61.92+
106.28 98.92 7.58% 0.37° 87.44 34.88 517.64 3.79 19.36
73.88+  53.55+ 37.71x 1.30+ 46.71x 73.83+ 4432.86x 15.4+ 79.68+
21.14° 30.47° 5.49° 0.31° 9.74° 7.05° 433.80° 3.65° 22.38°
402.76x 22441+ 39.61x 150+ 31.39+ 115.14+ 7662.19+ 13.81+ 93.27%
76.36 32.21 4.08 0.31 3.13 15.70 437.14 2.12 22.39
84.46+  67.22+ 4133+ 154+ 20.20+ 113.04+ 5073.40+ 13.42+ 98.59+
12.03° 9.85° 4.20° 0.32° 2.62° 12.09° 310.83° 1.73°  19.99°
644.76+ 476.63+ 37.41+x 1.29+ 169.11+ 156.09+ 4716.78+ 16.81+ 66.89+
92.80 77.89 8.60 0.37 12.42 1.66 261.43 3.64 22.90
81.58+ 75.26x 37.59+ 1.35+ 71.56+ 101.23+ 3951.64+ 15.04+ 82.33%
21.72° 6.43° 4.81° 0.35° 0.53° 10.89° 208.36° 3.65° 23.02°
°P<0.05 vs : P<0.05 vs
ALT(U/L) AST(U/L) ALB(g/L) A/G TBIL(umol/L) ~ GGT(U/L) CHE(U/L) PT(s) PTA(%)
-255.46+ -160.86+ 1.72+ 0.085+ -17.56+ -154.14+ -835.08+ -1.31+ 11.96%
49.12 21.91 0.64* 0.030% 2.77 30.69° 241.61° 0.24° 2.04°
-468.85+ -422.23+ 1.21+ 0.105+ -98.25% -151.06t -228.95+ -2.29+ 7.75%
104.93 100.18 0.85* 0.039° 11.60 31.16° 113.26° 0.51 2.64
-318.30+ -157.19+ 1.32+ 0.036+ -11.19+ -20.90+ -2488.79+ -0.38+ 5.32%
71.73 31.00 0.57 0.007 2.20 7.17 356.73 0.18 2.58
-564.64+ -402.71+ 1.06+ 0.069+ -97.55+% -54.86+ -765.14+ -1.77+ 7.37%
92.22 78.35 0.12 0.034 13.71 20.64 261.90 0.40 3.00
*P<0.05 vs
2 BR TRTT I M35 AT 4EAL 3R bR O R A2 1 &
2.1 JE B HPC-IIBRAN A S5 QRYT Ja vs YRITHT,

BT HT S S K DR bR (CHERR SN B4 W 2
MGERIT G vs GITET, P<0.05), WAL F)Z{H
LG4 B L GRIT 4l vs XTHR4L, P>0.05),
AIRITHALB. A/G. GG Tl 5 M AL T % i
HORITH vs MR, P<0.05); CHEWRYT Jo 4l
BIGeas, BAREE T s GaIT e vs 1RIT T,
P<0.05), (H¥RI7 AT RN TR A GRIT A
vs XF R4, P<0.05), PS4 E L Th REFRAn it T o
BHUEEGRITIE vs 1RITHT, P<0.05), {HIAYT 41
181t £ JHF (P ) B8 8 S T LA TR R (VR T
2 vs B}, P<0.05)(1-2).

2.2

P<0.05), {HAY7 4L SR AL T4 2L (7R Y7 20
vs Xf HZH, P<0.05)(3£3).

2.3 B YA
7 T NS BB b (30 MIEL B B J5 18 ) 49 O ) Y
AR, IO RE LR IS W AR 1 8 B AN O
J7JE vs IR, P<0.05), (HiRTr 4148 LR
FRIRAGATTE vs XHIRAL P<0.05)(4).

3 e

M 2T B AL R R BN AR R 4, 12 %2
BT BE MR . LT . RN AR
FIVEs. s — Ay “HAERE R8T
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HA

PC-lI

lu-C

LN

337.90+ 126.28
211.98+ 123.95%
417.67+ 165.32
190.93+ 140.54*
291.30+ 151.20
223.17+ 215.24°
460.65+ 163.06
283.84+ 143.48°

146.78+ 34.06
89.44+ 73.27*
198.65+ 80.83
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212.43+ 91.72
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%P<0.05 vs : °P<0.05 vs
MPV 2= [0S SPV fBZEEES
12.02+ 1.54 39.60+ 11.27 112.16+ 29.26 6.84+ 2.18 4,96+ 1.79
11.99+ 1.34  39.32+ 8.18 111.24+ 23.18 6.78+ 2.06 3.28+ 0.73%
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11.71+ 1.01  41.65+ 10.44 119.56+ 22.70 7.43+ 2.15 3.43+ 0.96%
11.58+ 1.11 37.42+ 6.63 112.25+ 15.39 6.29+ 1.74 4.69+ 1.74
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11.39+ 1.02 38.08+ 4.36 112.30+ 15.03 6.79+ 2.13 5.09+ 1.72
11.10+ 0.93 37.86+ 3.48 112.07+ 13.84 6.54+ 1.43 3.92+ 1.07°
%pP<0.05 vs : P<0.05 vs
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Abstract

Excessive deposition of extracellular matrix
leading to tissue reconstruction is the basic
characteristic of tissue fibrosis. Transforming
growth factor (TGF)-f3 has an anti-fibrotic effect
through inhibiting the deposition of collagen
and promoting its decomposition. Furthermore,
it has been shown that TGF-B3 can decrease scar
formation during wound healing. We focused
on the expression and effect of TGF-B3 in the
course of hepatic and pancreatic fibrosis, then
investigated the effect of TGF-B3 on fibrosis.

Key Words: Transforming growth factor-3; Hepatic
fibrosis; Pancreatic fibrosis
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AL ZE KN 1-B(TGF-B) 2 —Fl 2 Bh ik 10 £ ik
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Abstract

Inflammatory bowel disease (IBD) is a
nonspecific intestinal inflammatory disease.
Its causes and pathogenesis have a close
relationship with disorder of autoimmune
function. The imbalance of the Th1/Th2
paradigm is an important factor for IBD.
However, the pathogenesis of IBD cannot
be interpreted on the basis of the Th1/Th2
paradigm alone. Recent research has highlighted
the substantial role of regulatory T cells in the
nosogenesis of IBD. This review will explore the
relationship between regulatory T cells and IBD,
and the progress in the study of regulatory T
cells.

Key Words: Inflammatory bowel disease; Regula-
tory T cell; Autoimmunity
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RIEM: 99 (inflammatory bowel disease, IBD)
s BB mIE ) B 5 B R, LG
HMELE N 4 (ulcerative colitis, UC)FITE 2 U
(crohn's disease, CD). x4 i % 2 & F 7t
sy IBDIIRHLEIAM, H AT Thl/Th2 K
e FEUBDWA RS H M E LN 52— Tk
JIR A7 ) T Th1/Th2 %5 2R 40 i 18 15 P T4
Jitd(regulatory T cell, Tr), ZEIBD e i Z A .

1 THRRRBYAEYIS ISt

Tedi M BAT & B S v, H a5 AN TE 2 ARATT
AR A RE . AR R . AR I S R
PRV HLH, Tral R34 B K A2 )CD4'CD25"
Tr4l ffd(natural regulatory T cells, nTreg)HlifE V.
T4l fi(induced regulatory T cells or adaptive
regulatory T cells)"™, JG& A Trl. Th3%ZFhik
B, CD4'CD25" Tréfl g /2 H AT 7T 2 1) —280F
B, mT N B IR0 A0 J 1 v 2 B 21, HL SRS uF
SENFS B Te B A AR R R k.

H AR AE I Trdi i 32 2202 FR A0 IR & & Rl
RJGRENS R LA, 0 A RN T 4
Jid, DALERF B 5 s YA, 7RIl BEvE 5 5
P2 S N5 THIEAE P29, CD4'CD25” Trél i
MURE 1) 40 P R BRI D e, A —Fh D e A T4
MOV AE, 29y 1E o ORI S A0 ) I e B 40
LR CD4” TAMII5%-10%, HLAT Gz H) A
FBETCREE. CD4'CD25" Trdi i i) o kI
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RN AT CRAF 5 R BEHE 5 eI HIC D4 i
CDS b B 40 11 375 A R 5, 3 b0/
PR S, ANEATHLHH A A ARMHC) R
IS, S TE i A LA K R B TL-2 1) SR
MR, [ AR R BRI P EBTC D3 ST, LR
CD3#H471. HLCD28AHTMIEEEH IR ZIR
A, WAWIL-2"Y. CD4'CD25" Tror S sl
IR D) 237U ANE 2, H iR I i -1
(IL-10. TGF-BE5)[I5rilh 5 FIVR AP IR i% 2 40
HL(AP C ) P12 ik (W 41 5 40 By s 2 1 S i
ST IIEE) LARKAPCSIIREN N %2 FipL
HI RS 5CD4'CD25" TriflH™. CD4"CD25"
TrAA MR E A, CD25(IL-232 4411 ofiff) 2 F-
WIR LIRSS, (I R IA RS T ik
11, S SR (1 e Ve L EEC D25 RIB %
ETIARSEE . Foxp3/ECD4'CD25" Trif X Bk
SRR AR EY). Foxp3Jd T foxhead 5 i i 1)
BNy, Atk THLAICD4"CD25" Tr,
XInTregdl U i) & & FITh fig ks S 1 i {1
JE A Foxp3 )@ T Ml 1 1, A A7 &4
PrAE. I oRARIE, KI5 FCDI127KKE ]
LAEUARF oxp3, 14 Trdl Mo 47127, 4k,
Neuropilin-1(Nrp ) 1] g /£ECD4'CD25" TrffI4H
XPREFERR &Y. Nep U 535 R ) 1l 45 AR soRn
TGS A 53248, Bruder et a/™ R I IL4]
B FIE T CDA'CD25" Trkif. Hifbbr sty
CD45RB"™, CD62L%%, {H#[A £ CD4'CD25" Trff)
B ERR &, AN 5CD4'CD25" Trillhl Bh A
(1193 74 GITR™, lag-3"". K. Tollkt
52 4K-8(TLR-8)™.

& NPT e 40 M W) 4R (navie) TN A AE BT A
I LERE ¢ 2R (WK EGADC, [#DC, 1L-10,
TGF-, $iCD4 Z#iICD8 mAb, IFN Jt /£ D3
VRIS F AN, R 2 147 CD8'C D28 T4
M. Trigi e FITh3gnfe. HhebekikyS T2
PKIICD4CDS TN, NKTHH A,

2 CD4'CD25" Tr{BIR7EIBDS BTV ER R
HANH
JW T N AR Ab S BT R B i i) 32 B B, R
VT P S S I T G b R Y U Sk
PEBU SRR IE 5 R BE AR S I N, AT SLREA
S Hb 977 A SRR A5 N A DL R B R e [ g
FUI IR, Tedl AT R R IV A s vh i 22 .
CD4'CD25" TrAE Mk />, Ko 7RI
[y e, I D) RE K 5288, ¥ 51IBDI R 44

5. Maul et /™3> HrIBD 3 4 J& 1 iz %6 i
LN Ted M, 455 R 70BN 76 20 0 40 JH 1
CD4"CD25 fIFoxp3” Trall i B, 1480 22
fift 0 LTt 1B DR W Rl S Tr gt i Al A b ot
e, AHXAPTF AT ARG T FRE X 4. Takahashi
et al" B3 B 45 HL: FEsh U CAh A i
CD4'CD45RO'CD25" T4 it {35 FRAK, H5 70
7™ R R L S b, (HCD S i 24 2= 5. AR
A $53E B 7 TB D AR T4 i 410 1) 1 B 4%
AIAR, HADEHEES)HIBDA ML, fHF
FT el M T 272, 3 ] B A N R B AN [,
FEREAN N E R0, Bl AR Te g M (R 5 5L
i, AT VLB BETTBD 1) i 6 I 4 i
TET 4 B8R B 1) /N iU KR, iy cD4”
CD45RB"" T4l LLE KIBD. il 5 ik
& I %5 ACD4°CD25" Trlll fi¢ HBTIBDIH &
Az FAEMRZ S, IBDRIEEAR G LT, e
CD4'CD25" Tr, n #1552 itk 41 21,
), T8 B BN & 3 S e W VE R, VAT
IBD™. CCR4{ECD4 CD25" Trifif#% bt f %
YEH], wHEX—#EA b CD4'CD25" Trif 4kl fg
JESCHEVE Y. A C DA CD25" Trit i i HL ]
AGEE, HE— PRy oK, CD4'CD25”
T f R FCRT 380 Ik 20 B 42 flk S 53 i 410 51 4 i
A 72505 RSB C D47 /C D8 TN i) AR 4% 5+
PEFNHIZEY, ELFRRG 1697 IBD.
2.1 ZEARAE, CD4'CD25" Trél
JH A 1) e P 0 ) A T T e P 5 s I 4 [
A P . Z PR AR S I R, Horp
AR S5 5 IR 7, gl R EE Tk e
41 o AH S BT R -4 (cytotoxic T-lymphocyte antigen,
CTLA-4). H Jz =15 S 10 R SR S8 IR 122
A& (glucocorticoid-induced TNF-receptor, GITR).
OX40(CD134). k40 Hu % 4 KL HI3(LAG-3) 5.
CTLA-4J& T-CD2841 K H 2 h KR, 5
CD28#H [, T4 =2 A CTLA-4 5 APCs
FEAACD80/CD864E &, T i iklfE
5, DLAERR G AR, BIFSUIE ST Trdn i A ik
CTLA-4. /K FIRICTLA-4 5 APCs_EIIBT45 4,
75 3 (0 2 R SRR - Wk i 2, 3-— N4 (1D O)
AL, AP0, CTLA-44E 45 i 4 il B
FEEAEH. CD4'CD25" T iz 28 (42 vl
CTLA-A] FRIFUAABHLET. SR fiCD4'CD25" Trf)
PHI G P FT RN AN g CTL A4 W i i 4%,
GIT R 1L 7E )i Jig A0 A5 & 1M (1) i B CD4”
CD25" Tr4ifs . GITRA] g 5HCD4'CD25"
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TrHifk 445, fiCD4 ' CD25" Trif Pk 1458 .
#ECD4 CD45RB" " Ti% & (M IB DAY o
CD4'GITR" T4 M REFH 145 R (0 K s 4
THIGITR mAbH] FHWTICD4"CD25" Trkf /) i
g e A IAE B, R IMC D4’ CD45RB™"
TRIAGITRE FAHH = 11EH. GITR-/-/ L
JIECD4 ' CD45RB" " Ti% T 45 Iy 4 1 3% 7 B&
fi%; GITREFGIERFIFHBIGITR, Al Tip;2, 4,
6-trinitrobenzene sulphonic acid(TNBS)if & 1) 4%
4. RILGITRAEIBD i1 H B 5k —20
W

OX4075r A 3k TiE1LIfICD4" T4
I, 5APCEIHOX40LEE &, NSRBI,
2 5CD4"CD45RB"" T & [ 45 g 4 7= 4= 12.
45 T HLOXAOLPL A e % BH 1L T4 M 1 /N L &5
RIHFHE AR, I ELA 45 s K 2t

LAG-33KiA T 151k CD4'CD25" Tr, LAG-3
B N BRUAIC DA C D25 Tri3mii oh AE B
FEAI, CD4™ T4 A7 FIELAG-3 5 v] SRAF Trl¥)
FRPERY. B H T, 43 95LAG-351BDWFST K3 iE
DL, TS LAG-3 5 IBDISE &,

d ] W, SO TR TS ARAE Tl
P3G Ak S T A L WS LR IR S L
el 10X — 2 A5 5 R AR T B ¥R YT IB DA
KW I
2.2 CD4'CD25" Tré4iffu
I A 38 R TR R R Al DS (W IL- 10,
TGF-B2AIIL-255) K5 B EAEH] . ARSI 5
o8, CD4°CD25" Tr4i g IL-10f TGF-B
mRNA [ ELIE K8, IF B4 74 5& 1)
¥, CD4°CD25" Tr4i /i fig L2 /0 WA IL-10A!
TGF-B. 7ECD4 CD45RB"®" Tif & [{IBDA L 1,
TGF-BAIL-1076 Trdl X IBD I AR5 15 F v oy
AT AT GF-BIE B b/ B2 B 1
CD4'CD25" Tral 5ok I T TL- 10555k /N B
CD4'CD45RB™" TNk 2 T HIBDAEA. ZEdi
J Ik 141 g (antigen-experienced cells). ZEZEfT
B A O o IR 45 M RS b, T i
(TR 55 VA 97 1 AT L-1087. tEAML-103E 4
FRCBR (/N BB TL- 1052 A0 M Ak 21 1 A 0 /8 B
A FE RN S 2%, T ULIL- 1048 [l 18 P R 55 op
A AR R i i B N 4 . TGE-Bi AgkH
W IR 5 3 (I Th2 /N B 48 i Y. {B4ECD,
T4t WA TGF-BI¥ & M3 n, ] e & A A7
FEHR A BU Y VS HLE]. CD4°CD25" Tré i
Al LAE RSP TGE-B i 3 CD25™ T4 L™=k, X
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—TGF-Bif5 F M T4l it L A5 5 PiCD4 CD62L"
T AHsE 51 Rk 9286 M4 4 4 P, 1BDI
TGF-B =SS 5 Smad7 ) B O po
Smad7 /)R A% IR AT U5 TNBS 155 1 45 1 98
I 1R R,

3 Efh I EavTr/BiR7EIBDPAYER KA

B H AR KR A I(ICDA'CD25" Trdi i 4b, WifT £
P20 M FF B 00 ) SEABT 40 M (92808, 491 4 Th3 48
M. Tri4if. 5RMADCILEFRIICDS" T4
i, CD8 CD28 i i T4 .

Th3 41 i #5542 Mp o f S it 52 1% /1N Bl AA
P4 B3 B, T Th LRI Th2 A7 400 5 4 0,
po I Z jtfapohu)iJa, 51 ML % Fh
PG 77 A T B G e 1k s B, ELPL A 2 At
PUAT AL = 2R I G e b A L Th3 46l
ROV P AR b, OF Fd i 4 W TGF-B
UL M IE” @A A Th3 )
WML AT GE-BA N RRAE, Lkt
TGF-pAI5E. SnTregMMIL-241 Lk, Th3 {4
HSMETAT I T TL-4FIL-10%, SR 1l Th3MnTreg
ZIE 55 BRI AR, B EIESE, Th2¥ 555
FTh341 i, M Th1AEEHMETh3M S, H
&, 25 Th3 % 5 il F2 16 U0 40 i 8- e A
4. {ECD4 CD45R B Yl il i 5 (91 B DA
Rrp ) Th3E > W TGF-Bi% 5B i e
IgARIFRFP AL, I A fe4ERipoiit %2, Neurath
et al™IF SZTh3 41 S RESNHI TNBS 75 S 10 45 117 42

Tr1 45 4 i Th I FITh2 AR, 2 4EIL-10
PSR4, IFN-a [ 88 5RIL-1015 5 7= £ Tr1 4l
MR BE S B4 JLARIE B AN /) WATL-4, {H A vy
KA IIL-10, Th4FE & TGF-B, IFN-yHIIL-5,
A EEIITL-2, EA 55 003 0 i 008 e 2 i 42
YA A ATTAE AR AN E 1L 43 WATL-10 M TGF-BoK
PO SR S Pk G B R Tl 40 B T A
ARG G RNV, TEAR N A S e AR
7ESCID fil# A CD4 CD45RB™" T & [ IBD#:
R po i 85 FI(OVA) T S HI4 S PR Trl 41
FIEH (11CD4 CDA5R B "4 fitg 1[5 45 4, n] T
Bl IX —Th140 A3 10 JOE. B S 1) 5256 Bos
Trl B4 T A1ES7 CD4'CD45R B % S {1 IBD
Y, H 5 7RCD4"'CD25" Trik) %% i 52 4F F 38
SR UAZh T 8 Tl (659 fhe i ez 2 11 F O

B T CD4 41 B i WA AT T T BE, CDS8”
{14 S 5 4 B A ) i 3] G g 1 T 4 . S
CD8'CD28 [ — T4l i % 52 ik, AR ML

CD4'CD25" Tr

CD4'CD25" Tr
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IBD
IBD

IBD

il 2 1 5 C D40 % 115 515 5, MHAPCH
AT BI4I . CD8'CD28™ T4 i m] LA T B fariE
CD4'CD45RB™" T4 i% S HIBDY. phahsE
IBD & 1 RN b A£(ECD8 1 1% 4l i Fry e i,
FI A N R C D8 1% 4H it A4 &40 il vk £ 4
WSS T A T L-FH 2%, FFrT Rt BLTCR VB5.1-
FH I \IC D8 W P, {HCD8'CD28™ T4 i) A%
LR B2

B, AT Tean f s bl FBLEL. ASTR]
AL PR AR OFIAR FAE FH IS A7 AE 4+, FIIBDI G
RIEA ARG . (HJ2, EIBD, Trdl o5 ¢h
78 TARR I ThYTh2 B S, X Tréd e idk— DA
WL, AT LA ERAT T IB DR i AL il (1 B
fift, T ELAE /R Tl I mT B B B AT HE R, R
IBDIFEIT S A i (i 5.
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Abstract

There are two fundamental methods (placing
wadding pledgets before opening outflow
and primary suture) for treating the perineum
wound following Miles” operation for rectum
carcinoma. We review the great quantity of
documents and reports from the last two decades
on treating the perineum wound in Miles’
operation for rectum carcinoma, summarize
the indications and main procedure points,
appraise the advantages and disadvantages of
each approach, analyze the influential factors
and measures of prevention and cure (that is,
primary healing of the perineum wound), and
introduce the ameliorative method of placing
wadding pledgets before opening outflow.

Key Words: Rectum carcinoma; Miles operation;
Perineum wound
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Abstract

Research indicate that telomere is relative to
certain diseases such as cancer. Telomerase
activity, replicative history and genetic stability of
the cells are all reflected in telomere length. Since
telomerase is known to be activated and have its
length changed by certain cancers, assessments
of telomere length are important for disease
investigation and analysis. We here describe
several methods for detecting telomere length.
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Abstract

Somatic alterations within the oncogenome
underlie the genesis and progression of most
human tumors, by causing oncogene activation
or tumor suppressor gene inactivation. The
present review summarizes our current
knowledge of these areas and the progress that
has been made. The purposes of this review
are to highlight the importance of the human
genome project to identify cancer genome
alterations, and to discuss the advancement of
research on systematic cancer genome analysis.
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Abstract

AIM: To study the effect of heat stress pre-
treatment on cell-mediated immunity in rats
with obstructive jaundice.

METHODS: Thirty male Wistar rats were ran-
domly divided into three groups: a sham-oper-
ated group (S group), a bile duct ligation group
(B group), and a heat stress pretreatment + bile
duct ligation group (P group). Each group com-
prised 10 rats. The rats were sacrificed one week
after operation, and the levels of T lymphocytes
(CD4" and CD8") and bilirubin in blood samples
from the hearts of the rats were measured by
flow cytometry.

RESULTS: One week after ligation of the com-
mon bile duct in rats, the number of CD4" T
lymphocytes was significantly decreased com-
pared with that in sham-operated rats, whereas
the number of CD8" T lymphocytes was signifi-
cantly increased. However, the numbers of CDh4"
and CD8" cells in the P group did not change
significantly, which had a statistical difference

www. wjgnet.com

compared with B group (52.60 + 3.27 vs 43.52 +
2.23,2.37 v5s 1.96; P < 0.01).

CONCLUSION: Ligation of the common bile
duct inhibits cell-mediated immunity in rats.
Heat stress pretreatment can improve the cell-
mediated immunity in rats with obstructive
jaundice.

Key Words: Obstructive jaundice; Heat stress pre-
treatment; T lymphocyte; Rats
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Abstract

AIM: To observe the efficacy of titanium clips in
treating acute non-variceal gastrointestinal tract
bleeding.

METHODS: Data on forty-seven cases of acute
non-variceal gastrointestinal tract bleeding,
treated between December 2003 and July 2006,
were collected. The bleeding site was identified
by endoscope, and both ends of the bleeding
area were clipped with a titanium clip adjuster.

RESULTS: Acute non-variceal gastrointestinal
tract bleeding was stopped immediately in all
cases using electronic gastroscopy and metal
titanium clips, the instant hemostasis rate was
100%. Patients were followed-up for about 3
months and none recurred.

CONCLUSION: Metal titanium clips provide an
effective and easy measure with which to treat
gastrointestinal tract bleeding. They offer better
efficacy than hemostasis treatment without any
severe complications and their widespread clini-
cal application is recommended.

Key Words: Acute non-variceal gastrointestinal tract

bleeding; Metal titanic clips; Hemostasis treatment
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Abstract

AIM: To analyze the state of drug-induced
liver disease and improve its clinical level on
diagnosis and therapy.

METHODS: We investigated the causes and
incidence of drug-induced liver disease in 109
cases occurring between 1999 and 2004.

RESULTS: Antibiotics, non-steroidal anti-
inflammatory drugs, anti-thyroid drugs, tradi-
tional Chinese medicines and anti-tuberculosis
were the most common causes of drug-induced
liver disease. Different drugs caused different
liver injuries. The incidence of drug-induced
liver disease annually was increased. Among
109 cases of drug-induced liver disease, 22.94%
were symptomatic, whereas 77.06% were non-
symptomatic. There were seven cases of chronic
liver disease and 102 of acute drug-induced
liver injury (67 cases of liver cell injury, 23 cases
of cholestasis, 12 mixed cases). A cure was
achieved in 17 cases, 81 cases improved, 10 cases
were not cured, and 1 died.

CONCLUSION: Drug-induced liver disease

www. wjgnet.com

mostly manifests as acute drug-induced liver
disease, with only a few incidences of chronic
drug-induced liver disease; this is due to the
species, dose and administration route of the
causative drugs. Enhancing drug administration
and patient monitoring might prevent drug-
induced liver disease.

Key Words: Drug; Liver disease; Acute drug-
induced liver disease
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Abstract

AIM: To investigate the prevention and treat-
ment of biliary complications after ortho-topic
liver transplantation.

METHODS: One hundred and thirty-four recipi-
ents undergoing liver transplantation between
October 2004 and January 2006 were retrospec-
tively reviewed.

RESULTS: Biliary complications occurred in 18
cases. Seventeen patients were cured, while 1
patient gave up treatment. Biliary strictures oc-
curred in 12 cases, bile leakage in 2 cases, and
cholothiasis in 6 cases. The incidence of bili-
ary complications due to a T tube was 11.7%
(14/120). Cold ischemic time and double hot
ischemic time in the group of patients with bili-

www. wjgnet.com

ary complications (624 minutes and 60 minutes,
respectively) were longer than those in the
group of patients without biliary complications
(384 minutes and 43 minutes, respectively; both
P <0.05).

CONCLUSION: The most important reason for
biliary complications is preservative and isch-
emic injury. Early cholangiography and MRI are
helpful in the diagnosis of biliary complications.
Treatment of biliary tract complications by inter-
vention is effective.

Key Words: Liver transplantation; Bile duct; Com-
plication

Cui DX, Liu Z, Liu BL, Zhang XB, Xu WX, Deng YL, Shen
ZY. Diagnosis and treatment of biliary complication after
orthotopic liver transplantation. Shijie Huaren Xiaohua
Zazhi 2007; 15(28): 3045-3048
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Abstract

AIM: To evaluate the diagnostic rates, in-
dications and complications of double balloon
enteroscopy (DBE) for small-bowel diseases

METHODS: A total of 183 patients with suspect-
ed or known small-bowel disease underwent
210 DBE procedures (under anesthesia with pro-
pofol, via an oral approach 61 patients, an anal
approach in 95 patients, or both approaches 27
patients) at our institution.

RESULTS: The success rate of DBE was 99.5%
(209/210). The mean duration of the procedure
was 75 (30 - 180) min. A positive diagnosis was
achieved in 130 patients, giving an overall of
71.0% (130/183). The main discovered small-
bowel diseases were as follows: jejunitis/ileitis (n
= 43), Crohn’s disease (n = 19), angiodysplastic
lesions (n = 17), polyps (n = 14), tumor (n = 14,
malignancy 10, benign 4), Peutz-Jeghers syn-
drome (n = 8), diverticula and celiosites of the
small intestine (n = 4 respectively), and other

www. wjgnet.com

rare diseases of the intestine (n = 7). A few pa- =
tients complained of light indisposition or pain

in the pharyngeal portion or pars analis after the
DBE procedure.

(DBE)

CONCLUSION: The procedure is safe and use-
ful, provides high diagnostic yields, and can be
regarded as the first-choice of examination pro-
cedure for suspected small-bowel diseases. ,

Key Words: Double-balloon endoscopy; Small-
intestinal diseases; Diagnosis

Mao GP, Ning SB, Bai L, Tang J, Cao CP, Yang CM,
Chen Y, Zhou P, Du B. Double balloon endoscopy for
the diagnosis of small intestinal disorders. Shijie Huaren
Xiaohua Zazhi 2007; 15(28): 3049-3053
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