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Abstract

AIM: To investigate the effect of ligustrazine in
alleviating inflammation and inhibiting the acti-
vation of NF-«B in rats after liver trauma.

METHODS: Sixty rats which underwent 2/3
hepatectomy were randomly and equally di-
vided into three groups. Group A was intraperi-
toneally injected with normal saline, and groups
B and C were injected with PDTC and ligust-
razine, respectively. The general status of the
rats was observed, and changes in serum levels
of aminotransferases were measured. Hepatic
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pathological changes were examined, and the acti-
vation of NF-kB was investigated by Western blot.

RESULTS: Cellular swelling was milder in
group C than in group A. Serum levels of ALT at
6 and 10 h after the operation were significantly
lower in group C than in group A (6 h: 488.9 U/L
£59.2U/Lvs 651.6 +65.3 U/L; 10 h: 670.0 U/L =
734 U/Lvs 930.0 U/L +62.9 U/L; both P < 0.05).
Serum levels of AST at 6 and 10 h were also sig-
nificantly lower in group C than in group A (6 h:
11131 U/L +138.7U/Lvs 13150 U/L +111.0 U/L;
10h:1388.2 U/L £209.6 U/Lvs1728.4 U/L £87.3
U/L; both P < 0.05). The levels of activated NF-
kB in group C (0.78 + 0.04, 0.75 + 0.07) were lower
than those in group A (both were 1), higher than
those in group B (0.68 + 0.09, 0.66 + 0.04) at 2 and
10 h (all P < 0.05), but were comparable to that in
group Bat6h (0.71 £ 0.07 vs 0.64 £ 0.09, P > 0.05).

CONCLUSION: Ligustrazine protects the post-
traumatic liver tissue possibly by inhibiting the
activation of NF-kB.
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FefF3 S EAS TR AR, SHETCA R IR 6 S gm0, A% 5 & 1E 3RS I 4. Atk 1E s S, gn 4538
SVER G R B, R B AR 5 s e e A 77, IR R A R IR
BHE HERRBIE: 1 g SRR RS A TS DO AT, 5 TR Ia, TR R SRRt 1 AR e 22 5
BRAZ . RO R BRIE R 400% ARG M, WP US4 SR B R A0, e . BH . T4, B AT,
PSRRI A G AL A BRI “ S5 S0 R S8 BTG, fffiER . BH . W4, Bk
TURGHER G % HERR SE R, FT G 45 HEAT A TR 0T, T KA 1 5 B v g i iR
BE HRR: AWITUT R ST AR, SRR AR AR B R RO S HEAT B s, RO BT . HIRS IESCTTRY
FASJE, 1B SUER L, i AEEAT . DT 27 G el A 0 D8 SO 2, e 0 SO IR A 9 S i
e 0, ST H T S 48 PR A AT IR B IR ST R g o S A W A AR BN . HIR. I
SO FAGFE T, I TUHEAAE R VS GBI 5 AR S RE, S STAS IR e R 11
BEH BRI, BT MRS AT R g A RIS A, SO P amBR@an e B F, STEREE g, T T g
B IR TEARIE A R ) HEAT R SRAT HL P 4B HI/EASP. PDF. XMLZE S, 445 Hio 44 288 B A IR 2
BINE NE: SUT PN, ST RS0 o %, S R A S0 JRUATERE . HIfE S5
(TR AT A 2228 ORI R AT B — D AR A o A o £y, PR IE AR RS SCFE i Hh AR, & A 2 &
WA B R 2R S AR Z —. S TR B A, (SR AR R R 3 3
16 wk N SERK. (ZREH AT 2% 5% 2010-01-18)
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Abstract

AIM: To investigate whether inhibition of the
JAK/STATS3 signaling pathway exerts a protec-
tive effect against acute renal injury in rats with
experimental severe acute pancreatitis (SAP) and
to explore the potential mechanisms involved.

METHODS: Fifty-six male SD rats were ran-
domly divided into three groups: control group,
SAP group and JAK inhibitor (AG490)-treated
group. A rat model of SAP was reproduced by
retrograde infusion of 4% sodium taurocholate
into the biliopancreatic duct. The levels of serum
amylase (AMY), creatinine (Cr) and urea nitro-
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gen (BUN) were measured. The concentrations
of IL-6 and TNF-o were determined by ELISA.
Pathological changes in the pancreas and kidney
were evaluated. The expression of STAT3 and
p-STATS3 in the kidney was determined by West-
ern blotting.

RESULTS: Compared to the normal control
group, pancreatic and renal injuries were gradu-
ally aggravated with disease progression, and
serum levels of IL-6, TNF-o. AMY, Cr and BUN
and expression of STAT3 and p-STAT3 increased
significantly (all P < 0.01) in the SAP group. In
the AG490-treated group, all the above param-
eters improved significantly in comparison with
those in the SAP model group (all P < 0.01).

CONCLUSION: The JAK/STAT3 signaling
pathway is involved in the development of re-
nal injury in rats with SAP, and inhibition of
this pathway can significantly inhibit excessive
STATS3 activation, which may in turn effectively
reduce renal injury.

Key Words: STAT3; Severe acute pancreatitis; Re-
nal injury; Cytokines
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B #: 33+ 3 H JAK/STAT3 43 5 38 %2 & 52 &
PRI K (severe acute pancreatitis, SAP) 'R 47
5 A R 89 52 B A K.

Fik: 8SDRR(n = 56)[A A A3 3+ 1R
20, SAP#:ALLEA=] AKF74) 7] -AG49074 57 4H.
VA QY% 2 Bk 9 85 40 Mk R A8 35 AT IR AR KRR
SAPEEAY | 3 A fn i i 0 B (AMY).  UEF
(Cr)~ k& R(BUN)K-F; ELISABAE N fo i
IL-6 & TNF-a & i oL, B4 T UL IR A K
JEJ% 22 % AL; Western blotting 4 STAT3 &
p-STAT3 /2 BNk o % & &k KT
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m/ﬁmﬁ, R 5 EFAT R, SAPEAMIRA  BUREIR T R L) H5E M Bio-Rad 2w $241.
JAK/STAT34%z 5

BB R A5 SAP
It A B ARG 65—
4FT L4254
%, SAPHEBH K
= RENRBE
JAK/STAT3 1 5
@3, A-FIL-6F=
TNF-o & & LA,
JESAPIRAL AL
TEIRAVAEA.

B ME S FE AR A5 A R B R 3R e
AMY. Cr. BUNK-F¥8 275 (P<0.01),
IL-6 A TNF-a % ik K -F 2 % EH(P<0.01),
STAT3 % p-STAT3 A AP B3 m, H18 higik
B AGA90AL P 5, LR B 36AF 5 SAPAA
R B 1) 5.3 B F AAK(P<0.01), AG49074 77 41
T BT A% P EA2 A T SAPA.

418 JAK/STAT3Z 5@ 3845 T SAP R Hi4
0 R E T A2, # 4 JAK/STAT3 7T LB 2 %)
STAT3#4at gk &, A i K R SAPATa £
SE R Ao B354

K5I STATS; BAE S HERERR 5¢; B Hi4%; 4R F

TH, skBRE, RABL BIT5, . HUAK/STATIESE
BYWSERMRIRXESRHORPIER. BRENBLRTE
2011; 19(32): 3297-3301
http://www.wjgnet.com/1009-3079/19/3297.asp

0 515

SAPRImK T WHEREZ —, ZBUEH WA )=
IR, A6 IR A5 RRE NV LA E, 3
B2 s e ey, Hoh 2123% W AE B B nl
RSB, RIS B 2 PP S AP
UG B EE AR, RO, TAKER 2R
B (Janus kinase, JAK)fF 55 5 1A
%3540 F(signal transducers and activators of
transcription, STAT)EAE 1 A B8 1 2 0F e N A5
TR, 75 HNE R N AR R F B R &
BFFLR B, FH KT AK/S TATYS 5 18 1% T 7F
—EFELE RS AP A IR N, AR OGS AP
IR A 5 RAE NI, 383 TJAK/STAT3 (5 55 38
I3 G A1 B R Ik B B I
HAG S Z 0P8, A SO i 7. SAPREAY, W%
T AK/STAT3 (5 il B0 SAPH I Sk B
Pt FTHIWEE, ARG SAPIF A& W 15 P it
T B AR A S BG FE At

1 RS

1.1 A AG490FI 2Tk IR R4k 1 26 E Sigma A
Al IL-6 I TNF-oi 71 &1 th & [ ADL A ]
Fefit; STAT3 M p-STAT3 K fil B v B i A4k i 56 [
Cell Signal’a m]$2ft; ST K B-actinPifi. B
3 A AL AR 10 (1 2E BT L g Gl T - 7
vl PVDFJE 35 [E Millipore 23 w2 {1 i
A PAGEBERCHIVKAL . HEE KA, Ik

12 7%
1.2.1 4% EHE: @ & SDARS6 R, 45 &
227 g+31 g, dH LN R Fe i 4 X = Bt
SIS SR ORI B R34 R 4L SAPiE
B4, TAKANHIFI-A G490y 7 4. Jm 241145 h6
h. 12 hy 18 h 3PMIfIA] A, 4158 HSD R, A
BIZEEr12 h, 25/K6 h. AG49074YT 41 T3/ 30
min/lE B FVESFS.0 me/kg AG490P). S iA(100
mg/kg) 28 IR N VE S BRI Eh I P O] VRN, h)
WAL TF I 5 BRI ALK, S AP AR 4] FITA G490
Ab B SN Wk e e BT TGS e+ 48
FLXT RIBE 7 RE, 4% HRAI(1 mL/kg), 0.2
mL/min>J S AT AR, EALE W5 1S min
HJ2 B ke, K 35 MIE 3 [ 40 48 1 At o
1.2.2 FACAE: AR B 5ol 1A 0 s B, 7
%1 h, 3000 r/min%/0»20 min, B 477 HUE
L ZARBEIR 24, T TN 10% H 1 P v
[ 5224 h, F A, 551400 B F-70 ‘CUKAE
thRTE .
1.2.3 My e i (amylase, AMY). LT (creati-
nine, Cr). JE % %(blood urea nitrogen, BUN)I
5E: Olympus Au-2700% H ) 440 /3 A0 & .
1.2.4 Joe S B 2 20 B 27 W82 i i R ' 2 21
P A H LR B RS D) 1, HEGL (4, 705t
OB g R B 2 A A R IR BETE S
Grewal™ Bt [ VP or bRy AT R EL VT 40 B AU 05 28
WIr S HFofi% 0y ARHEEAT 9 FL VP 47
1.2.5 MHETL-6 FITNF-ou 25 il 5« il S 35 W B
(ELTS ALK, FLAA D 387 kg 42 7] S A 6
B AT R4, 0 I 2 bR v 26 75 H R Sl
AH R 40 L P55 5. 17V R MITL-6 X TN F-ouf)
RN ng/L.
1.2.6 Western blottingf I 412 STAT3 &
p-STAT3KIA: HUEFMLRE, WA WHRK
2R, RIPAZN 220 Ja UKty 1 B 2
W, RS A, KM BradfordiEAT MR 1 E &
FIAE 100 pg/fl, 1710%SDS-Z 7 I I i ik
BRIk 43 B UK S, ¥ 8 1 2 PVDFJE
&, B G A RPUK S TAT3 Kp-STAT3 5%
FEPUAAR(L @ 500 k), B S ALY BE bR i)
Pri Pl 1 1 000F%E). 45K LAECLAL S ROt
K 22215 %5, LAB-actinfE A N2, HImage-
Pro A 43 B A 5 40 K BEAEL, LAAH R 4545 K
JEAH BN AHNT B 7 At

St AT Kodl Limean + SDR R, T %
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| BN
AXAELISA %

4R AMY(U/L) Cr(umol/L) BUN(mmol/L)
IRAE 656.94 + 53.69 37.41+1.71 3.45+0.31

SAPYS1ELA

6 h 2542.25 +287.511™ 57.44 +1.19™ 9.52+0.61™
12 h 3257.69 + 237.991™ 68.37 + 1.96™ 14.66 + 0.84™
18 h 4091.13 + 368.481™ 91.78 + 2.40™ 19.53 £ 1.07™
AGA490}8YTH

6 h 1614.30 £ 77.16™ 42.41 £1.63™ 7.91 +0.45™
12 h 2634.48 + 97.63™ 65.99 +3.15™ 11.24 +0.53™
18 h 3246.94 + 133.57™ 74.58 + 1.95™ 13.61 £0.75™

°P<0.01 vs WIBZE; 9P<0.01 vs SAPLA.

i K HSPSS17.04¢ v A (o b 7, 22 20 1355 1m) L
SR T B DR 25 5 22 0 M, A AL 3 B L AR T
LSD-#i 5t AT W 3 AL IS, P<0.05K = RA
SN

2 #ER

2.1 S HFAMY R B 445 47 T AL X I 2 i 35
AMY. Cr. BUNJKV-IIRAK; SAPIG R MG
AMY. Cr. BUNZK #4528 P<0.01), biE
VEH I IR B K B T 5, 18 Wt 28 e, 5t
W2 LA AT 3 Ik 25 7 (P<0.01); AG49034TT )i,
L[l 1] s SAPZH U RAMY . Cr. BUNZRIL
FIALP<0.01, %1)

2.2 i TL-642TNF-a8%& SS9l ifiiEHa >
HIL-6MITNF-otf [131%; SAPIEAA MIEIL-671
TNF-o/K P34 314 IN@P<0.01), FtisE B I TR ZEK
BT, 18 WAt i, 50 R LA B vk
ZEF(P<0.01); AG490769T Jim, LRI H] SIS APAL LL
BIL-6MITNF-outf 1A B IN(P<0.01, #2).

23 ABIRE F

2.3.1 MEARAA LR IL A A T A B IR 45 4 1
W, MR B A MR IR A, MR B84,
TG H I S RESN M3, SAP-6 hZ i 1 iz 41
MOAZ PR RO, Bz 4E . R, WE, R
A DLER LTt IR AR AL, PR B DX K i 48 E 4 v
(EI1A); SAP-12 hA B v IR, 1) 5T ifi & 1
24, AR B IR AR R, 9% R 4 32 v B
SAP-18 hIfFEFEEJE— D I eE, i 15 45 R
SR, RIS T2 H LR AE K 90T 4 =i (1]
1B). AG4903A 77 41 IR IR 4L 23 2 A% 55 S APAL [A] I
5] SUAH EL AT TR, AG490-18 h4, iR bz an
i P K B A, K SR AN R (T 1C).

2.3.2 BRELA LRI F A A X AL T 45 k3

www.wjgnet.com

D4R IL-6 TNF-a
WiRAE 55.56 + 4.81 87.09 +5.45
SAPiEEH

6h 322.24 + 16.93™ 288.12 + 12.42™
12 h 379.02 +10.87™ 327.83+16.70™
18 h 43455 +20.91™ 420.78 + 16.27"™
AG490 87342

6h 139.61 +9.62" 142.93 +10.03"™
12 h 249.30 + 18.74™ 271.74 +7.99™
18 h 331.02 + 13.89"™ 337.29 + 10.04™

°P<0.01 vs WBBLA; %P<0.01 vs SAPLA.

AKIE . SAP-6 halF/NE R 5K, 40 i >F,
B Ta) ST A, B /N ROR L) 8 3 (JB12A);
SAP-12 h41 B /INEF 15z 240 A8 1 7K e, A% WL - Rz
A MIIRTE, B P LD T v A TR A R e, Al
Ji 3% 23 i T il SAP-18 haL B /INERA L, 17 5 78
i KI5, B /NG b R A2 IR AE, Ik
UL R 2040 i J 4 i Y (612 B). AG4903R YT
Y1 AL LA A 55 S APALIF] I R) i AH LA BTz,
AG490-18 hZH W /N Ik B YA ML K i, 1) 538 5,
/b B HHOLE 90 A0 I, A AL A L 2R e
JER(E2C).

2.4 MEAELALASTAT3 R p-STAT3 & A oL 5L
55 R IR AL 2R 3847 /> S TAT3 Jep-STAT3 K
ik; SAPIEMEAL I STAT3 Mep-STAT3 /K -3
B IN(P<0.01), BEA1EHI I 8] 4 K2 % T+
i, 18 Wt Rl mfE, 5o A LU AT W& v e
F(P<0.01); AG490iR77 )i, L5 [AIF W] fiS APIE
WA LA S TAT3 M p-S TAT3 25 [ K14 I 2 Ik
(P<0.01, &13).

#o il o A TL-6Fe
TNF-o8-%, KA
Western blotting 7
AR R
20 4% ¥ STAT3 A=
p-STAT3 R ik &
W ER, SRS
SAP B 445 64 +T
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| B3E XA

AL EEHRIE
SAPX A . X
FTRY S EES
BHRPH—FE
245 5B IIAK/
STAT31z 5 i %
FESAP K B 45 F
Rk g TACH L,
T4 SAPE TR
BTG T F

E 2

3 BIAKRAMALLRPSTATIRp-STATIEARIL. 1: &
HEBZH: 2: SAP—6 h; 3: SAP—12 h; 4: SAP—18 h; 5: AG490—6 h;
6: AG490—12 h; 7: AG490—18 h.

3 111E

SAPE—FlARIEYLE . IRPEE, EERIN
BRI AT S BN S PEA 2 PE RO, 7™ T AT E
A5 GONE RN RIS b A B A s, Wi il
Z 2T UNRERERG, 5 R 28 N7 7 FE St
JRA A KRR Pl E A AT 7 Ak
Z RN, TNF-afE N UHEIIA 1, /&SAPHK
ISR R T, A AT 51k 4 B T 40 if
EPETE i, ARDS, HUf# R ELAE; M4k, TNF-on]
755 JIE AN BB I L-625 45 Bl e 48 I 7 HORR L,
TIL-6 ) &S AP™ HLFE BE P R Skt ™. H
HIA N, SAPR B, ZAER T K ERUE

IIR/\‘

SR IVRIES RN HERE x 200). A: SAP—6 h; B: SAP—18 h; C:AG490—18 h.

I S APH R B B I B ML 2 —, AR0M, IX
SEE 5 K1 AES AP I B 450405 Hh IR A FH LA 1
A 5E 4 .

STAT3/E HTAK/STATA 5 i % o ) 5 2L
B, Tz AE T 2 R A R, %
P fu 1ol % STAKSE AL, 3546 T AR A] i
AR R IR 45 A A B IR AL, 40 i 2 BAE
5 IO 5 R SRR R A 45 45 T R LS TAT3(
p-STAT3), p-STAT3RHF S 46 T R4tz N,
AH YKL R ARk, I A A M A S I At
LR B PE. p-STAT3 ] B 422k a4 i &
i R T I AU STAT3E 5 30 I 53 Wi 7T
Sl R T Re kR, T B0A B RAE RV IR AR
BN, AT AER, 22 BRI W] 2% Aol 4 i A)
T RIEN . AR, S TNF-o. IL-6.
IL-1B+ NF-xB%, A B IS IAK/STAT S 5
R E, TR AE RN R A RIEEFE TR
FEAE FRUTRY i I S R 7 S P A e
SN, [F IR AN ER P A i R SR A
PR A5 A FEU S DR, At o) 2 b BEL T T A/
STAT3 {5 5 il 5 44 A v] Rl B S SAP I Kk
Bt B FE ) H 1.

AHIFFER F 4% AR IH R A 5 3 7 TR R
SAPEIIRERL, J£H] FH Western blottinger i ' i
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"STAT3Flp-STAT3 & 1 1A, [A] i 45 & i
AMY. BUN. Cr. IL-6. TNF-a bl } 2045 P
SERIAE, WGBTS TAT3 Mlp-STAT3ZESAP &
I BB R AR R AR . ASBEOR IR, R R
20 W5 ) ] Wb B STAT3 Flp-STAT3 2 [, 1 SAPA.
KRB ESTAT3 Alp-STAT3 & ik, 18 hdlik i
e, L fke R AR O 453 407 o v 48 o,
$E/RSTAT3 ) 5 8 o vl e 5 FLIHS APIN 28 9E Je
A . AGA90ME T AK 2R S 4, ny i
RELITI A KURE 53 45 A7 fU AT IS 21 BT RS TAT
S AT TRAT 145 T AGA90TIAL B =, SAP K BRI
Y ZASTAT3 Fip-STAT3 & [ 4 IA 45 [R] IN [A] i A Ak
HAH AT AN RV RE BE ARG, 5 BRI, 55 %6 B 4L A
tt, & SAPA MLIEIL-6 I TNF-a. %32 K -3 B 3%
ThEr, H 5 STAT3Mp-STAT3 &k 5h AL
FEALRFE 5, MAG490 T AL FEZHIL-6 I TNF-o
5 ] ][] S S AP LG A ARG, 7R SAPIN,
JAK/STAT3 5 7 1l Bk 4 0%, IL-6 I TNF-o&iA
i, dEITIE S AP 4 (R FHKTT ARG S,
HE T4 T NS S A > T STAT3 A
p-STAT3AI= A Ji4b, 456 M #4505 vl WL, 9
PR, B MR A0 B 2 2P0 S0 £ 5 ik ™
I, ZEHHEMSAPRY, tHTSTAT3MIp-STAT3 R fiE
15 SAPTILJ 4 T (1) % Bh 4 b

2t FPTIR, TAK/STAT3 S 53 4% i 0, LA
MRS TAT3N S LIS LAESAPI R K
J& ] fie kTS AR A A S
B R I B R i P R 1 e SN T S
o5 B i SR S Bt b 2% T B, ARIE T K
B SR R RIIF A ReAS B HE— D E 5.
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Abstract

AIM: To observe the impact of a tuberous scle-
rosis complex 2 (TSC2)-specific antisense oligo-
nucleotide (ASODN) on cell proliferation and
apoptosis in human esophageal cancer cell line
EC9706.

METHODS: A TSC2 ASODN at different con-
centrations (5, 10 and 15 pmol/L) was transfect-
ed into EC9706 cells using cationic liposomes. A
sense oligonucleotide (15 umol/L) and nonsense
oligonucleotide (15 pmol/L) were used as nega-
tive controls, and non-transfected EC9706 cells
were used as a normal control. At 24,48 and 72 h
after transfection, MTT and TUNEL assays were
used to examine the proliferation and apoptosis
of EC9706 cells, respectively, and immunocyto-
chemistry and RT-PCR were used to determine
the expression of TSC2.

RESULTS: Compared to the three control
groups, transfection of the TSC2 ASODN in-
creased proliferation, decreased apoptosis
(13.11 £ 0.13, 9.31 £ 0.29, 4.38 + 0.43 vs 16.46 *
0.43, 16.63 + 0.34, 16.23 + 0.45, all P < 0.05), and
reduced the expression of TSC2 mRNA and pro-
tein (FMRNA = 260.23, 572.22, 1004.35, Fprotein
= 50.60, 330.69, 1221.28, all P < 0.05) in EC9706
cells in a time- and concentration-dependent
manner. Transfection with a dose of 15 umol/L
for 72 h exhibited the most strong effect (P < 0.05).

CONCLUSION: The TSC2 ASODN could en-
hance proliferation and inhibit apoptosis in hu-
man esophageal cancer cell line EC9706.

Key Words: Tuberous sclerosis complex 2; Anti-
sense oligonucleotide; EC9706 cells; Proliferation;
Apoptosis
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A EI. VAR E 15 nmol/LaE U A3
B2 (SODN)/F % F 4% 3 B (N-ODN) &k 3% %
L5 R A R 2T BRLE ., fm st IR L. 4R 1
g SEEIEIR24 he 48 hy 72 h X3ARE
BF ]S, AMTTAR 40 je el 3555 0L, %95 4
AL F I M TSC2% & %34 ; RT-PCRA& M tsc2
mRNA % k. A TUNELA M 45 3 )5 48 hém it eh
AR,

LR Bl —atiE k&, REREMTSC2R L 4
B 2R JREC9706 48 B 38 544 R B 4942 i
YVER, S B, XK IEF AR
AL, £ A 4t 5 E L(P<0.05), AR E
H15 umol/LAE A 3%, 4 K208 54
AT 2, B 5 b Raart, £ A%
it & L(13.1140.13, 9.31+0.29, 4.38+0.43
vs 16.46+0.43, 16.631+0.34, 16.23+0.45, 3
P<0.05). Fl—#k EWHTSC2E L EHFBR, 1£
R ) B )5 A F A R E C9706 4w ML 58 649 42
PEAE R, RAAT ) 6938 m 5 3% vAT72 hAE R &
3%, Bl —BY ], R ENRE S TSC2R S AL H iR
A E JBECI70648 LTS C2 AL A 49 & ik A R
FIAZ 3R E R, s B3, LXK
EEATRAA, EFAKITFELFEERG =
50.60 330.69%1221.28, ¥P<0.05; FmRNA =
260.23. 572.22%.1004.35, ¥P<0.05), VAR E
15 umol/LAE A k3%, B — KA TSC2A X
FAZF B, £ F B A TR E RECI706%
RUTSC2E B 6 Fik e R AR A, FE B 18] 09 3%
i ¥ 3%, vAT2 hE R SR 3%,

58 WA B TSC2A S BEA B TR R
& JEEC97062a R0 7h . Fph) LA .

KPR TSC2; R LB H; ECIT06LHM; HIE;
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SIUER, 298, KL, X8, B, TR\, IS TSC2R B
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Z45 2011; 19(32): 3302-3307
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mTOR(mammalian target of rapamycin)e:—Ff
BEAE EOR ST (M 22/ 95 R IR B TN, AE A0 AR
FEHREZEM, s aeE. Ak
PR SRR AR T ICA A L I R R 4 4 T
AL B KT TSCl(tuberous sclerosis
complex 1)FITSC2(tuberous sclerosis complex
2) 2 2 iR AR DAL, 931 2 3 A A 9RE A
(hamartin). S8 FEERE F(tuberin), A4 LA
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mTO Ry B A (1 7 08 % R 6 1) 8 4 4 1,
T AE RIS % B, mTORA 530 4% b ok 4 55 40
U P ST P B A R PRI AN P s A
P (0T 5 DIAH 26, mTORAS 530 B AH SC LR 2
BRI IR VA I B s U 53 4k, mTORAE 53l
P 5 B 1) R AR R R A R A T B oKk
JEUOT WS, TSCAEFLIME. i@k gn
PtV g R AR R E, HOEFTSCRF S
BB R R RIS E B AT IR IE . A 5T
KR LERZATHARTTERTSCHE N, M 22 %
A ECI 70641 TS CHE A 1 15 I 41 i
ARG RE TR, LU R VA T A
AL .

1 M RF5E

1.1 A4 NS RECOTO64 bk [E B 2% R
2 ot S Je AE 5 BT 4 F IR 2 T R S =
TE); i 2 I AR PMI 164085 77 44 1 DY
ZT A, Lipofectamine 2000%% 44514
B REWEAR T, 2HAEHTSC21)
ASODN(5-CCGCTGTTCATCGTTACCCTCT-
GTCGC-3), TSC2[fISODN(5-GGGCAGGTT-
GCGGTCAGACACGA3), LKFHIN-ODN(5'-
GTCTATACTACCAGACAGCTTGAGT-3)i1 I
R AW TG G RPIATSC22 wfEhi ik
I AEPITOMICS/A &l; PV-9000 ik e 4
AR ) J2 ZL1-9031/9032/9033 3K 45 D AB
A A G M B Bl R O B R R R
(Alkaline Phosphatase Streptavidin). 5-7R-4-%(-3
e PoR ke 12/ 48, € DU A 22 DY S0 M i (B CTP/N B T) I
H 24, TSC2 mRNA 35 [ #)(5'-ACCAG-
CATCTCATACACACG-3), Fiif5|#)(5'-CCA-
CACA CACCACTTCAACA-3) N Z 514
(5-CCTAGAAGCATTTGCGGTGG-3), Fii5l
YI(5'-GAGCTAC GAGCTGCCTGACG)H L7
AR TRR T & A

1.2 7

1.2.1 mpa s a3 R B g i N EIECI706
i 15 A IR A 100 IR PMI-164085 783, JF
BTG M TR v R T, A AR B TR W R
K RLE, BRI R R, Fr gl s
FEME A B0 TS 200 LA i %10 X
10 /4Ls 5.0X 10*4/4L 1.0 X 10°4~/4LFH 13
96 FLAFI3AN 24 FLAR KT F7 S 9~ 6 FLAR ik 1
7%, 96 AL AN 24 LR BEAR 7 24 B2 R 5. 10,
15 umol/LITSC2 % LB F M F R (ASODN) 5K
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i £ RE A, AR E N 1S umol/L SODN. N-ODNK A& HR05y, IR AT 15y, Bk 25y, ik

R A, TSCAE
SURE R . v SRR
om e S 5 Y R P
HIRAA.

ANEE YA 43 BIAE Ry 1E ORI AL . T80 B LA
TR A, RSN TR, 6L DL/ 4.
M AR 7724 hE, 4 MR A4 gl Al
Ui, FENR A 3 R 2R 5. 105415
umol/LIFJASODNANZKE K15 umol/LIF)SODN
JN-ODNZ} 7357724 hy 48 hflI72 h.

1.2.2 MTTH M 4 3 )5 28 fo o) 35 78 5 R 45 R H)
o AEAFEEIEFRH G LR, 23 0 nl 4 G JE 1)
24 h. 48 h. 72 hif96fLAI s IR AR L I
20 uL MTTH# W, & T4 M5 FRA th 4k 845557, 4 h
Ja # bR TR, Wor B, mfEfLH A 150 uL
DMSO, fHil F ¥ 10 min, £545 5 oe R,
BEEARAXAEA92 nmik K AR & FLIIR L), I
R AR G5 AUHE : IR E = (RRAHA
/73 AR LA X 100%.

1.2.3 @ i o 5) & B B & K K/ NE H N 56
W (CVETE WEIR. TH5E) 8l T 244U BFL,
AL T H A R R 4 i, Ak, o2 s i
W, 5.0 X 10" /LB R 244U, S IR,
P A M 7870 W B 5, W B AL P 3R IR, 4% b
IR Y 7 RN SR AL BE AN MY, > gk SR SR 2
24 h. 48 h. 72 hJa, W B3R, HIPBSHE,
FHE ] 5, PBSHRE, B fm FBE 1 ek 40 oI
Jv, PR PR ORI T 808 i b CF 4 i — 1
1), N4 CURFEIRAE 4.

1.2.4 TUNEL# M 2m ftLeg 78 = B4 4448 hif) &
AN ME Fr, Z IR TUNELIR ) £ it B 1584
TR B AD I vk SRR A 14020041
JL bR T4 g, 3R, M. AL
FRIC ), T4 = (J 7241 1 %5/200) X 100%.
1.2.5 S 28 Mo AC S 4] & 28 00 20 4% 0 )
F A0 M IC FH iR N BCE 30 min, PBSYE; 2
N0.3% TritonX-10038 & 1, VK % 530 min,
PBS#UE; TSC2HImTORPFUAZ HILLL & 50F1
1 10058 )5, $2EPV-9000 35k 7 e ALK
AR FAE FH B8 W A1 Z L1-9031/9032/903 33 45 7
DABiAGH G Al H U AT 4. -HIPBSAUEE—#t
A % R, 23 A B TS C2 48 B ik
MR L2, CANImTORE (A BH A 1 FL IR
J UM P L 45 58 e TSC2. mTORE
1 A i AL 7 BE VRS S A T4l B s i, B4
SRR, BRI TR T BENLI L0 S LT
Fi BEE 40 B 5 P o 4 L R A e R
AT V20 (10): <1% K053 1%-25% 41457 -
26%-50% K257+ 51%-75% K355 >T76% K44y,

o35, FIR2FRVE Sy 45 AR, LR MER R
HEAMRIEKFE
1.2.6 RT-PCRA&M 5 ik & 45 R4 2 WHERTIR T
AR 6F LR 40 M, BE3N L FLIFIAH B A >4 125 mL
IR AN, 2R )5 K A RN A SR IO ) & 4
HUBRNA. HU-5 pg BRNAIA S A 420 uLiK)
RNARZR T, %70 C5 minjm Bk FAH12 min,
42 C50 min, 95 'C5 minZ 1k, AT, K5
%95 ‘C1 min. 95 C30 s, 59 ‘C30s. 72 Cl
min. 72 C5 min, 4 C# LiF{TPCR. H{2-5 L
PCRy™W)EAT B R W e s v vk, SRAMKT R 82
PCREIR, JFHIBEIE f5 70 #r Ak B R e 4%
T A K RE LU AR, SRS H I BB AR
X

Sit A0 RAISPSS17.0% 00 #r, ol
K Hmean+ SDHHE IR, HEAT 58 2 BEHL B T%
BRI 2807 Z2 08T, LAP<0.05h ZE R it

2 BR

2.1 MTTHW 2 038 2846 ) YT SC2H X
SR R(ASODN) Ji5, Fiti v 5 0 B 1] (1) 354 1,
EC970641 i) 345 e J) 9 9, HAE15 pmol/L.
72 hAEHH ok, [A)— W), A% S A S
FECZH LU B 4 M 8 L 1) 22 A G 2 R (=
140.66. 153.57 }2160.65, ¥4P<0.05), i £ %}
2 M) 22 R TC G v 2 L(3P>0.05); [Rl—¥#k
, SEBO A &I R S R ZE R G R =
167.59. 247.39 :541.54, %1P<0.05, %1).

2.2 TUNEL# W 28 i 08 09 45 R #EYLTSC2(H)
& X H R R(ASODN)48 hi, S22 %441
AT FREIME T AL, B X R4iMitt, 25
HA G F R L = 562.46, P<0.05); AN[RIHE
(145 SR P LA, 22 38 Gk 24 (Y
P<0.05), H.BEAG UL R3S I0, X 40 B v il
YEHISG 5 (&1, %2).

2.3 &4LEC9706%8 AL TSC2% & AmRNA# &
ix FRTSC2IM R LSRR % IR (ASODN) Ji5, Fifi
PRI (] (38 0, EC970641 - TSC25E
KMmRNAZKIL TR, HE1S pmol/L. 72 hEH
I, AN TR B, &SR A 0 AL LR,
S EGIFEXEEH = 50.60. 330.69 K%
1221.28, $%JP<0.05; FmRNA = 260.23. 572.22
J1004.35, ¥JP<0.05), 1145 % M4l 22 1] b4
P>0.05; [A]— 9 FE, SR AL I ) o LA, 22 548
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1 EC97064RR/ATAVIESUTUNELE, x 400). A: XTIHL; B: PL15 pmol/LINIREEFEGYTSC2 ASODN 48 hifJiRIa 4.

2 EC97064BIATSC2EBEMIRIAGRBLAILPVIE, x 200). A: XHHAZH; B: LU15 pmol/LEIKEEFESLTSC2 ASODN 72 hAistiasi.

& 1 AELREMBIRISIERIILER (mean + SD)

4R 24h 48 h 72 h
EBNRA 1.000 = 0.000 1.000 +0.000 1.000 = 0.000
N-ODN3IIRZH 0.961 +0.035 0.952 +0.037 0.981+0.017
SODNYIRA 0.946 +0.043 0.938 +0.032 0.969 +0.027
EEUTSC2 ASODNZE

5 umol/L4A 1.155 +0.028* 1.106 +0.053™ 1.318 +0.026™
10 umol/L£8 1.307 +0.032* 1.392 +0.045™ 1.567 +0.031%
15 umol/L4H 1.463 £0.016™ 1.571 +0.036™ 1.770 £ 0.043*

°P<0.05 vs IEBWIRAE. N-ODNIIBERISODNIIRE; °P<0.05, vs 24 h. 48 h. 72 h 3ITAREHES.

R 2 RNOLELE48 hEATIEHEER

48 BTiEH
ERXIRA 16.46 +0.43
N-ODNIRZH 16.63+0.34
SODNYIRA 16.23 +0.45
FERTSC2 ASODNSELGAA

5 umol/L£H 13.11+0.13"
10 umol/L£8 9.31+0.29°
15 pmol/LZA 4.38 +£0.43°

°P<0.05 vs IFENIBLE. N-ODNITIBEFISODNIYIRLA.

HHRIFHAE X EFEA = 123.47. 83.595:13.29,

www.wjgnet.com

41P<0.05; FmRNA = 67.81. 139.61/:392.57, ¥
P<0.05), 1% HEZH 25 0 1R] 55 L 88 P>0.05( 2, 3;
%3, 4).

3 e

i B R LB R —, B, I
IR E T a7 7 R 2R AR R AR
J7v 9T BT LR EEAIRYT . R IR
FRIRYT 74T DA W gt AN 5 3%, R R
BE MG R =, REESEEERITE
(R SEEAEIT RAL N 20%-30%" . -8 1t 5 51 4
RN BRI 259 S U oy TR A
PIMII R A5 A BIF ST DT P B A i)

WA\ % & 5

AHE 5 R A RS
FAEHFHARRLEK
TSCHA R, MK
xR R
EC9706%8 LTSC
ENRE S &
kK5 AT

.
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%2 A2E

TSC2 R L B #

HF AT R R

EC9706 m it 3% 4R 24 h 48 h 72 h

B IR FEWIRA 7.10+0.21 7.18+0.13 7.35+0.15
N-ODNXIBH 7.01+0.24 7.16£0.24 7.31+0.11
SODNYIRH 7.60+0.10 7.66+0.18 7.82+0.20
ERTSC2 ASODNZE
5 pmol/LZ8 4.99 +0.09 4.10+0.18" 3.16+0.12*
10 umol/LZR 4.30 +0.09 3.12+0.19" 2.09+0.16™
15 pmol/LZH 3.81+0.10™ 2.12 £0.26° 1.45 +0.08™

2P<0.05 vs IFENWIRAE. N-ODNIIIRAFISODNIIRLE: °P<0.05, vs 24 h. 48 h. 72 h 3 ARENES.

axi| 24 h 48 h 72h
ERNIRA 0.845 + 0.004 0.854 + 0.004 0.860 + 0.007
N-ODNYIRZA 0.842 +0.080 0.847 +0.002 0.851 +0.005
SODNYYIRH 0.842 +0.020 0.859 + 0.003 0.862 + 0.002
EEANTSC2 ASODNE

5 pmol/L4H 0.789 + 0.003* 0.740 £ 0.006™ 0.684 +0.027*
10 pmol/L48 0.718 +0.006™ 0.654 + 0.004* 0.610+0.011%
15 umol/L£8 0.642 + 0.002° 0.542 +0.003* 0.415 £ 0.024*

°P<0.05 vs IEENIR2H. N-ODNIYBAFISODNIIBL; P<0.05, vs 24 h, 48 h, 72 h 3 AEIES.

A Marker1 2 3 4 5 6

500 bp
400 bp
300 bp
200 bp

B-actin
TSC2

100 bp

B Marker 1 2 3

500 bp
200 bp
300 bp

200 bp

B-actin
TSC2

100 bp

3 A: 72 hBZHTSC2 mRNAFIKIK. 1: 5 pmol/LIRERAH;
2: 10 umol/LifI&4H; 3: 15 umol/LIAEE4H; 4: SODNXIRZ;
5: N—ODNXHAH; 6: [EHXSIEA. B: #£4415 pumol/L TSC2
ASODNJFi24 h/48 h/72 h TSC2 mRNAJFIA. 1: 24 h; 2:
48 h; 3: 72 h.

TEAEFIRAS T, mTORSZ— Z& 413 3 R (n
EG FR. Ras. PI3K/AKTZ)F143E K (WIPTEN
MTSCl. TSC2HE AL GYK L. HPAKT/
TSC1-TSC2/mTORZ 4 BEAb Ok 53 1145 5 i
B, AR T R A LSRN b

FE A A . B . g s g,
SE A1 MK /N DA R S g T R AR A, A
2 33 4 A R AE R A0 i I D RSB AR
AL, MR I R AR R R Th R B - L
fEH. AKT/2PI3K i AL A, i ok
KR T E U S RSN ARG A )5, PIBKAEL
W3, AT BRI B IR LS (P1-3, 4P2)F13, 4,
5= WERR IR BELEE (P1-3, 4, 5P3), ££)a W&
o T T UL G2 A 5t P i - L (PD KL [l 4 T At
AKTHE R, M RAK T BRI TSC2
[*1Ser939 A1 Thr1462, Mifi#lifil Fy#TSCI-TSC2
S AWK, EFRTSCI-TSC2E A YI*/NGTP
AR heb I, /7 Rhebif 1k, 7L IE A I Rheb1E
)T mTORP' Y. mTORAE Ky 2 (4 5 & i 1
AR R 0, AR K
YL FEp70S6KFI4EBPL. p70S6K S 14 1£40S
/NP FESOK A . Ath R 18 i A R A S6 2 11 %)
5" ity P B T WEWE B AR (5'Top)mRN A sl 3T
G AR ™Y, S'Top it & A A A il 5
fill, A0 3 LR SRR ), K
TEFla. EF2HpolyAZi & H H4%. M4EBPLA
— PRI R, 45 S R B AR LR R
elF4E L fift 25 1K, UiF 5 el FARZ: A5 RIS 3R A
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2009; 9: 28-39 ARG RINA
& BEIE ke el R2AN SEiNE ! g o
S, ARIERHIE. A LIR2AN A 3 3L ] 11  Kudo M. Molecular targeted therapy for hepatocel- TSC2 & L 5 ff%
VYT, A4 M i) AR (R T lular carcinoma: bench to bedside. Dig Dis 2011; 29: g—cﬁiji féf:}]?f
- - Ny e 273-277 D=
GHIFORMITS C2R SOERIL T I A B 10 wma: sy, %04, J9iE0. mTOR/P70S6K[EE  Aed 3 A TSC249
JHECOT0641 AT TSC2IE I B, J5 FAMTTH PRI AR A TGP S A Ak, RTSC24
e ns , {k 74 2008; 16: 3279-3282 AT, e
éﬁﬂ H@ E/JiLE('I yﬁ Hbjj ’ V"Lﬁg&l H@,iﬁijﬁﬁ{lﬂﬂ ?lﬂ H@ E/J {J:‘I] 13 Jerusalem G, Collignon J, Rorive A, Lifrange E, HILAE N3N %, A
N w2 A N . . . THRA T K
T, RPN RT-PCREZMTS C2K ik, 45 /;ndre G Malztm M, Maw?a S, Cou;ke P. lggrgetéeéd ﬁ;"jfs Cf‘;@ oy
N NN . . therapies in breast cancer]. Rev Med Liege 2011; 66: oo A N
FAESKTS C2 [ UM ATIR ¥ Qe tr i ECI706 379-384 Egﬁgféﬁﬂi
\ R . : . R, A
A )e, REMSEIAITSC2MRIE, ITSC2/MRE 14 FK1111 L I;E“SYA/S‘Q"E‘;% >f< Wu th iue P, Lomall S TSCaEBAN A
N N NN uri FR, Sun SY. Perifosine inhibits mammalian P s
R, AN S TR fE T W, PTIRE D) TR A target of rapamycin signaling through facilitating ;] § ;,? ¥§ ju if\
T S TS C2 P Ji 0 B J ) R AT (i A degradation of major components in the MIOR 4 6 77 &
. s . " axis and induces autophagy. Cancer Res ; 69: XA — A
I, AETSC2 AN IR RURITIORE IR e aore T
R AR BB VA T PR it — e e IR 15 Kudo M. mTOR inhibitF)r fgr the treatment of hepa-
tocellular carcinoma. Dig Dis 2011; 29: 310-315
‘ 16  Boone ], Ten Kate FJ, Offerhaus GJ, van Diest PJ,
4 %% S‘Zﬁk Rinkes IH, van Hillegersberg R. mTOR in squamous
1 Bracho-Valdés I, Moreno-Alvarez P, Valencia- cell carcinoma of the oesoPhagus: a potential target
Martinez I, Robles-Molina E, Chavez-Vargas L for molecular therapy? | Clin Pathol 2008; 61: 909-913
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Abstract

The overall prognosis of gastric cancer is gener-
ally poor due to late presentation and diagnosis.
When detected early, the prognosis of gastric can-
cer is excellent, and curative endoscopic resection
may be possible, without the need for surgery.
Careful endoscopic examination is important so
as to avoid missed lesions. Besides the endoscop-
ic screening for gastric cancer, other screening
methods are also used in different countries and
areas. This also provides us different avenues for
the diagnosis of early gastric cancer.

Key Words: Early gastric cancer; Diagnosis; Endos-
copy; Biomarker
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Abstract

The etiology and pathogenesis of gastric cancer
(GCQ) are still elusive. Genetic factors, environ-
mental factors and immune factors may play
a role in the development of GC. While GC is
progressing, tumor cells always induce immune
cell apoptosis or immune system dysfunction to
acquire immune privilege or immune evasion. It
has been known that CD4" T cells, CD8" T cells,
the B7 ligand family and dendritic cells are in-
volved in these processes. GC immunotherapy,
which can be antigen-specific or -nonspecific,
has been an important part of adjuvant therapy.
IL-2 is one of the most commonly used cytokines
in GC-nonspecific immunotherapy and has been
demonstrated to have certain curative effect.
Administration of dendritic cell-based tumor
vaccines will become a new approach for GC-
specific immunotherapy.

Key Words: Gastric cancer; Immune regulation;
Immunotherapy; Advance
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Abstract

Gastric cancer is a common malignant tumor of
the gastrointestinal tract worldwide. Although
its incidence has declined in recent years, it is
still the most prevalent cancer in Asian coun-
tries. Familial aggregation has been seen in ap-
proximately 10% of the patients, and 1%-3% of
cases are hereditary, indicating a genetic basis of
familial gastric cancer (FGC). Hereditary diffuse
gastric cancer (HDGC), regarded as a subset of
FGC, performs germline mutations of the cell
to cell adhesion molecule E-cadherin (CDH1)
in one-third of the families. Other susceptibility
genes include MMR and MET. In this article, we
will review the genetic features of FGC.

Key Words: Familial gastric cancer; Genetic fea-
tures; Tumor
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R T AL AR G W R, AR 5% [
AEZF 20 1V AT (R A BRI G4l it , B e
R BIAE T S R Ahs, otk b e S5 A,
T AE LB Hoy Jm S RER S AL, T2 igtAl . 3R
BRI BT di kg S5 2 IR R, R, KK
L S (R R A AR 2 e T AR R R [F]
Silpge . FUBE R, BRARE P RS —
SE IR A% T R ME R R AL S, L AP R A
O3 T LR U 6 B AR T BU) T
J&, NATA B I AL 2R AR T SR AT
UNGEIEEE

1 KRN BEIERIR

2910%01 1 9m NTFA F R EMD, 1%-3%%
IR 1R 38 4% 5 It ™. 4% L aurenddi 215y
B, B o i B e AR AL e, T DA
WG BEA, R e % 3R AT WA V) 20 2L B2 12
AR 1R g 5K FR ATk — 2P R o) Dy SR i 1Y
H J# (familial intestinal gastric cancer, FIGC), &
WMETR I A i (familial diffuse gastric cancer,
FDGC) MG AL 1 558 8 H i (hereditary diffuse
gastric cancer, HDGC)". 19994 [H [ 15 e & 2>
(International Gastric Cancer Linkage Consortium,

IGCLC)HIE THDGCHIZMibrUE®: (1): —%
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B GR JE rhyRig A e A =24, Horp b
B RIRERE N T50%7 5 (2): — R ks
ke B N =301, AR RN, T
20084F {1 BT 1 A R AL S s Wb e, e
HDGC % 45 H A E-cadherind& KR 2 5848 (1) 1 9
KA. M RSEUEE A RI8 A R, (HAREE
EFFTHDGCIZ WiksdE, WHCHFDGC. X T
i K X FIGC )12 Wi b A a] 2 fast AL PEE S A
PE &5 H ¥ (hereditary non-polyposis colorectal
carcinoma, HNPCC) ¥R @k s ()i
TR N =341, H—JeREHH =101 (2)
D EEEPR K, B)RIWTFRE<508 # =14
IR X WIFT ARG LA AE— 4 (1) R
o & T i T e R =24, b <508 (=1
il ()W B i o B =340, AR K.

2 RxMBREEESISIIE

2.1 R F &5 E-cadherin &k

2.1.1 E-cadherin# B : E-cadherin(CDH1)J& AT
NGt 4K16q22.1, cDNALKZ)2.8 kb, 117516
AP RSN EF, HPT bt () 8 A i
Yoy ¥ 20120 kDa, J& 141 M 55 531 (cel-
lular adhesive molecule, CAM)" Zli i 22 55 1
IR L. R P 2R O — AL O P B TR B
FRE-cadherind- 22318 T b 2 4l a), it 45 3=
FOARIEM A H LU [FIN-cadherin; T ERKIELE
N4 2123 b (¥ P-cadherin il 32 23 A7 76 T AT 4141
) L-cadherin. E-cadherinX "5 41 ifa 8] Bh B,
YEFF AN MO AR 1, BE— D ST YEFF b R 4l i 4H
ZUBA G5k Dy e ) 6 38 v A B, H
LI 1R R 2R FH e 15 B 1R I T B2 3 3040 e
oA e BT R AR AR 2 M 7%, T it 1k
Ji9eg.

2.1.2 E-cadherink B A 2 & & : 19984EGuilford
L 1 6B G 223N Maori ik B e R R INHEIT,
T XA 7R T HDGCAE A Gt 4 S P 1 A% M i
JLEAER —FF, H & AN 5 E-cadherind&[Hl
PR KR, F1Kk T XFGCI AL 2= Rk (1) it
PRI, BE S RO S 36 [ B EAT T A G,
Oliveira® X AN [A] SCHRFGC %K & HE-cadherindk
PRl RIS M UM T Seit, 458118/ NHDGC
K Z 43 HYE(36.4%); 104 MFDGCK #1113
ANFIPE(12.5%); AR BITE. M7EIE56 5
AR R AP 524 (truncating mutation) 1T X
584F (missense mutation)Z) il A459~(80.4%)F1
11/4(19.6%). Guilford%:"" % & F. 47 E-cadherin
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S A R A HDGC R RUEAT T 4007, RIL
H AT DR S0 A I 1004, BARKEA
R R, ARTFE LN AR R, #ORI T
1003C>T, 1901C>THI1137G>AM54%. TMNew-
foundland)44~ 2K & H W [R] IR T 2398delC
(g AR I S oA T 7 51 4% - 160C-> Al
H1163+37235G>A BN g 2 R e R ok 78 7R
W fa 2. Oliveira I BEST 45 R BoR
LI SR Ty AL N BN BR (4
75%), £ X (1528%) o X (716%) LA & BT YI{;
P 16%) 55, 1158 AR A 21 LT3 A JiT A7 3k [
JeB, BERAN ST NS T RIE AL, HAR
RUREE DAY 2 () JCAR DG . AR H AT CL 2R F 5K
B R AS T LA S S E-cadherinfI Th RE S H, EX
B SR AR AT 4, A3 0F 4 2L AE
Jo A MR 3G B L SRR RUR 2B e AR AT
AN T EEA A, EARE-cadherindE R F &
RAZHHDGCZIA] ) 9 2 IEAF B A WHRA A
W, EAEFEEENE WX, BHEHA, H
R FRGE RN G WL EFKAARKNER. HA
Shinmura5 "3l 33 %13 63244 9 BB E (R 9T, I
HEH3IANFGCK R, JExt 134 5347 T
DN AP HI T, 72351558 8 g th AR L
%) LATE-cadherind& K i3 8l 1 79 51 (A48 5878,
AR R 5848, HoAx 1041 figy 4 1 e ) oA R T 5%
A DL ISR K R A T RE S A ) HbL X A7 AE
IBAE TS SORUIASE 25 5 (i )BT B K L), 5%
E-cadherin& [K & &M 5%

2.1.3 E-cadherink B #9 5 sk bk sk & 78 N2KH,
JR T RN 40 g B35, E-cadherindi
BT 1) R vl ARE— 20 5 [ L B A i = ik /K
SN R R UUBR, NI B 1 R IR 28
JE TR LE 5 (R R 88 e, K — LA AT A A R 3 H
THDGCHEH. RilE" K ESANFFAHDGC
EWARHE R B AT R O JH 31 HIR L A
25 IR TS B E-cadherindk R 2L (1 R IA A,
I RIB B N, 6 B bR 41 bR AR R B
IR BT R, WOk 5B 31 X 38 B
51 R R AL 22 & Mi(epigenetic modifica-
tion) 1] g2 IR & AR 1 o T AR 22 . Humar
LA, SR YEHDGC 53T o &
JERREL MR “ AT 512 HIE-cadherin
S5 TR o e M R TE AT O, R Bl X3 Ak,
c-Sre ZR GERTHE LA K 1 - 1) i e A 25 22 B L
#2553, Oliveira "3t —AESE, fEHDGCH
R Ay B RE T, 22 G M6 2K (loss of het-

Wi £ E
il S SN YA
B S 69 FF 7R W
BN, LA £
VRN R )
A A e B
T F A AN
N B K R
TEHSTAMEF
Al
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:ﬂliﬁ 3}\ é e erozygosity, LOH) LA SR SO RAZ AT BERS T 5 50 S B g S8 R i vh BB AR IhMILH 1A
LA d

BTERHEBEE
TR B K % A
Y- N RLE T
AL,

FEIEH.
22 RAEBREMIE E AT
221 B ERBEME RS TAR: M EE
(microsatellite, MS), X Fx A fij B2 & 5 41| (simple
repeat sequence, SRS), % H11-6MZH R % T
ST, 5 DL15-60C H M AR, L Hh B L) 2
2. IR EH, WI(CA)N. (GT)n. (CAG)n
2 Y B AR IR AL 5%, 2207 T it X}
I, WETF. AluFal & BRI, MS—iA
i EDNATE S| 88 520 A2 v I3 2 5 A
BUA 225y Z4, I BN I e B PR AN I 46
AEHRPITEL, 227 T AN G T I 6 1) Ik DR 41X Jak,
HAmELZ A MSIIhfeM Ay, H
[HIR2N B SR O I 2 N B~ N E D g D 0B
WA, BTSN Rz, S0 K,
ARG 2 B BEOR ST, Bl At — A R AT
LRI

ok PR E P (microsatellite instability,
MSD) 25 i T 4L Rk 5 HilH % (replication er-
ror, RER)FH(H 5 /74154 hn ki b, Mg 4121
RN IE A2 M B, DN A {7 5 DR ) 25 4
AU, WARCARERBAYE, $&RE B RS
DyResrs. 5 RCIE 2 LK (mismatch repair gene,
MMR )5 A2 7004 A8 S (R 5 b R B, L)
A A T LATRU) RN R A 24 1F A2 A e 1 ik
HExF, M ORAE S HI DR B PR, H A AR
B IR FEMutS KK MhMSH2. hMSH3.
hMSH4. hMSHS5FMhMSH6; MutL % ik i
hMLH1. hMLH3. hHMS1fhHMS2. fEMutS
g, hMSH2 1] LA I AThMSH6. hMSH3#4
A B AAhMutSa. hMutSp, 13
RS RS IO sl EAT DU, AR5 FTMut LK g
hMLH15hHM S2#4 B 7 — 2R AhMutL o[
FH TR DN A SR A5 i T 25 K 85 TG 109 B 25k D7) B 1%
2. BAShMLH1 5hMLH3A] DL Rl U 58 4k
hMutLB, HEA AT e —Fhaiic s 8 &1k
FEIA.
222 BB ZAR B FH T T AL HEANE
T a4 PR R S A M K s BT SR I, T
PRSI S AL DR sk ba, m DU IR ER B4,
SRR AT E, IHILDNA MSIRA. 1fi{E
HNPCCZ &, Al LUK #hMLH1. hMSH2A!
hMSH6[1F 548, ZEhMLH3 7 fE RS i 5848
FVEE SCHRARM, I i gt — 25 BEAR P T i
17 SHNPCC—#¥, fA{EERERFITE. (HARZ 24

hMSH2F RFAL AR, PN e RIS 52 B
TSR b, BEYICE E SABL T EA
ZEH. Yanagisawa 5" T8 K R 6
BIEAMSIN B, KIAF1HEIhMLH R R &
WIS VI RIESE AR, 19 TE KT B,
AR 2IRIE B R, HASMAF/EhMLH 13 [
JA Bl T DX RIS, ThMLH 1SR 3%
T2 1 1 R A H IS B DX R R . 2k
— BT AE SEhMLH S 3 745 2 B A7 B
AL b 1T DL S BOZ KL DR 3 W8t 4% 24 1R e A, BT
LR s S Rk A, AR/ FGCRI A ] g
BB, BN BRAE 0NN Bl
ZURhMSH2EE K i 27 X ey F A T g A2 33
FLASTC G 52 T RE B A 1) T R R 22—

23 FakMHBEEMETAR

2.3.1 METAK: METER{ T- A4 (0147q31,
BT (AN ) 7] 45190 kDaRi1170 kDapyFE
2 8 O 2 11, LB A o Ay o, RS K iy
B, 2 [0 B AR BEEAR I, 4> T LAY L 45
kDafll145 kDa. BHEALFGMIANILARLE & 1X . BE
DX R B P s e IR S X . MUE TG IR (1 2 35 7 )
T 5 AR AE e A2 G 7 (hepatocyte growth
factor, HGF)AH H.AEH, /v F 2 Fh b R4 oL
Ak, EERESEPNGESES.

232 METARA 22 %: B DU A
Iy AETGF-0 TGF-BMIL-1a25 4K
DRI, 3E— 2 o) Y8 £ ¢ A i 45 5 o 4 i 4 v
HGF, i RIEIFEH T B4 RMET
SPAR, GEHERR A AR RZERES. T
TMETI R Bl & 5848 5 303 4 15 1) 28 19 5 7=
W % G TR I 45 A DX (R DS, e WA A R B A%
5 F, 3k 95 (hereditary papillary renal carcinoma,
HPRC)HH TR, Lees 2w s 75w [ 145
J B B g B T R B T METE R Bl R8AR, 58
AR S X (PP 1009S AT s, Kim &P %214
E-cadherin& [R5 4% BH M 1) S PE 18 J oG e & i3k
ATMETHE AT I, AL 14 S #7511
VRIS L R A AEMETHE K (R R AR, 5
AL T 7B i R S IR AR RC AR 5 4 X P79 1L
P g5, BB AR, FRik— DAL T g
S0 A A MUE T [R5 4 o B P 3, M
M5 S B 9 0 R A AR 5 — T X 184 AP A
FEDFE N B8 K RGBT, HBH R
METH: R R 5847, #Chen ™A A METHE R
Foft 2R GEARANAE W 9 it 6N AT RS S
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2.4 REWE &5pS3A R

2.4.1 pS3K R : pS3HEFEAL T NG Ak
17p13.1, HUIANAMNE FRIT0AN N & T4k, sk
J§%2.8KbIJmRNA, Jif393 M AR E A, 40 1
453 kDa, GG ZEEA G P A% O XA
FEA Uy, 1F R AR R pS3 3L PR — R I A
SR, HRIE=YIPS3E it S TATAR 4 &
[1(TATA box binding protein, TBP)FITBP#i [X 1
(TBP associated factors, TAF)fH 45 &, R A E
SR FIAE R, T Ap2 1 R DR 5%, Al 4 45 i
TG M, 2 5DNAMEHISEE, R EE R
VC, W05 T AR R AR I R AR R T, DT A e g
KA.

2.4.2 pS3AHA R R E: pSIEERK IR RRAR L
Li-FraumeniZg & 1E 55 22 Fh st 4% P i 25 51k
IR Oliveira%:™. Keller®: 4] il 4 E-cad-
herindk PR AR B 1) 1 9 5K & P R T p53 2k
DAL R oA . Kam 25RO i [ 234 e i 1 s
FRMAT I, KIS K R P A {Ep53 0k
DR 2R 5%, RN JE CRAE(E287X). Yamada
SRR H AR A 354 O M B R F R 80
E-cadherinkk X 578 [ 14 1) 15 8 S EA T R 410 O3
B, RIL1Hlc.91G>CIripS3Hk K LA

3 &P

UEAE RSy T AW B (0 R A AAT T 5 e
T g IS S IRV BRI Ak, BT %) g
Sy I FE IR IR 2 B Ay o 6 g A% 2 7K 1 R B
LW JATT RIS St B AR AL TR
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Abstract

Epstein-Barr virus (EBV), discovered >40 years
ago from a Burkitt's lymphoma biopsy, was the
first virus to be directly associated with human
cancer. It is a ubiquitous human pathogen that
usually maintains a harmonious relationship
with its host. Rarely, this host-virus balance is
perturbed, causing a diverse group of malignan-
cies in both immunocompetent and immunosup-
pressed patients. The association of EBV with
epithelial cell tumors, specifically nasopharyn-
geal carcinoma and EBV-positive gastric carci-
noma, is less clear and is currently considered to
be a consequence of the aberrant establishment
of virus latency in epithelial cells displaying pre-
malignant genetic changes. About 10% of gastric
carcinomas harbor clonal EBV. In this paper,
we discuss the roles of EBV in gastric carcino-
genesis, reviewing mainly epidemiological and
clinicopathological studies.
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Abstract

The 2005 Nobel Prize in Physiology and Medicine
was awarded to Barry Marshall and Robin War-
ren for their discovery of Helicobacter pylori (H.
pylori). Now numerous epidemiological, clinical
and experimental studies and reports emphasized
the crucial role of H. pylori in the pathogenesis of
gastric cancer (GC), but the specific mechanism
is still unknown. In this paper, we undertake a
systematic review of H. pylori infection-related GC
epidemiological studies, animal models of H. pylo-
ri infection-induced GC, the relationship between
the virulence genes of H. pylori and GC, the links
between H. pylori infection and genes related to
GC, and the correlation of H. pylori infection with
gastric epithelial proliferation and apoptosis.

Key Words: Helicobacter pylori; Gastric cancer;
Pathogenesis
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Abstract

Gastric cancer is the most common cancer of
the gastrointestinal tract, whose incidence and
mortality are always high. Endoscopy and
pathological examination are the most basic
ways to diagnose this malignancy, but the rate
of its early diagnosis was very low. In recent
years, the emergence of chromoendoscopy,
magnification endoscopy, endoscopic ultraso-
nography, narrow band imaging endoscopy,
autofluorescence imaging endoscopy and con-
focal laser endomicroscopy has significantly
improved the detection of gastric cancer, and
these new techniques play an important role in
the diagnosis of this disease. Here we summa-
rize the application of endoscopy in the diagno-
sis of gastric cancer.
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Abstract

Gastric cancer is the fourth most common ma-
lignancy worldwide and is globally the second
leading cause of cancer-related deaths each year.
Among the risk factors are genetic factors, envi-
ronmental factors and other factors. Helicobacter
pylori (H. pylori) has been found to be the major
carcinogen in gastric cancer development. Ap-
proximately 65%-80% of non-cardia gastric ade-
nocarcinoma is attributable to H. pylori infection.
One percent of patients infected with H. pylori
will develop gastric cancer. American and Euro-
pean guidelines on the management of H. pylori
infection recommend H. pylori eradication in all
patients with atrophy and/or intestinal meta-
plasia. In the Asian Pacific Gastric Cancer Con-
sensus, it was suggested for the first time that
it is time for population-based screening and
treatment of H. pylori infection in regions where
gastric cancer incidence is above 20/100 000 per
year. Although the incidence of gastric cancer is
declining, its mortality rate is high. Many risk
factors have been confirmed and have taken
basic precautions. H. pylori eradication treat-
ment reduced but did not completely eliminate
the risk factors for gastric cancer. With further
research, the role of behavioral factors in the

development of gastric cancer has become in-
creasingly prominent. Elucidation of the role of
behavioral factors in the development of gastric
cancer can help us better prevent and manage
this disease.

Key Words: Helicobacter pylori; Gastric cancer; Be-
havior factors; prevention and management
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Abstract

Gastric cancer is the most common cancer of the
digestive system and the first leading cause of
cancer deaths in China. Conventional surgery
and chemotherapeutic regimens can not sig-
nificantly improve the poor prognosis of gas-
tric cancer. In recent years, molecular targeted
therapy has become a hot topic in the treatment
of cancers, and many antiangiogenic drugs for
treatment of gastric cancer have been developed,
including monoclonal antibodies or soluble
receptors that bind and neutralize vascular en-
dothelial growth factor (VEGF), tyrosine kinase
receptor inhibitors, and antibodies against VEGF
receptors (VEGFRs).
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Abstract

Methylation of cytosine bases in DNA provides
a layer of epigenetic control in many eukaryotes
that has important implications for normal biol-
ogy and disease. DNA methylation is a crucial
epigenetic modification of the genome that is
involved in regulating many cellular processes.
A growing number of human diseases including
cancer have been found to be associated with
aberrant DNA methylation. Recent advance-
ments in the rapidly evolving field of cancer
epigenetics have described extensive repro-
gramming of every component of the epigenetic
machinery in cancer, such as DNA demethyl-
ation. In this review, we discuss the current un-
derstanding of alterations in DNA methylation
composing the epigenetic landscape that occurs

www. wjgnet.com

in gastric cancer compared with normal cells,
the roles of these changes in gastric cancer ini-
tiation and progression, and the potential use
of this knowledge in designing more effective
treatment strategies.

Key Words: Gastric cancer; DNA methylation; Tu-
mor suppressor gene
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Abstract

The activation and proliferation of hepatic stel-
late cells (HSC) are the key events in hepatic
fibrogenesis. Now the research about the mecha-
nisms of action of HSC-related signal transduc-
tion has become a hot topic. This article reviews
the biological functions of the p38 MAPK signal-
ing pathway and its roles in the pathogenesis of
liver fibrosis and summarizes common research
methods for this signaling pathway.

Key Words: P38 MAPK; Function; Research meth-
od; Liver fibrosis; Mechanism
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HSC)#) &AL L 3 78 2 I 41 4 AR A 09 4230
¥, B 5HSCH K #9155 4 F-Auhl # Lk 6y
B S, TIRHSCHIAF 7 254 Thmbels
S AEFAE R, I K R, AT AAAL R,
AR RO R T B AT LR T P38 MAPK
1S5 B 0 ERZFE T IR T B BT A
Ye oG AVE RIAUH], AR A SR B RARAE B3

R4 P38 MAPK; Ihak; BF5E Fi%; FFE44L; 1
FRAL
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B &7 % THSC ¥
¥ P38 MAPKAZ
BB P,
SHAERT H
— 0 T |k,
 E A LR —
F 4w o B T 7T VA
BMES ST
VA KB — &A%
~F 3 B AL T A AR
% Ak 4w e B F 8
FOHAL, L
#9 T 4K R R A
ETMR%, &
ARAE R AL L T
MR %, hEik
—FHE.

1 P38 MAPKIESBIBHIEZLNAE

P38 MAPKI® H-71:19934 HBrewsterss & I, ftiy
ATLERIE 5 758 B 5506 B0 18T ™ A2 1R 5% Wi IR IR
T M2y 7 38 kDalfi & ()5, 13604
FIMIRILA L, 5 O RIMINK A JESAPKP.
Z G IS R BP38 MAPKILAUIE T 6FP W73
als a2 Bl B2 yMIS, £ HY a] ff) & L 1R 7
F4760% 2 AR, {H5 B A A [ R AR
B k. HohP38a. P3SPEIE S A, P38y L%
e BN IE, P38SI ELAE AL ALY, P38
MAPK W] LAgE 4l f ok 58 R 7 S840k, 4l
T B 5 2 22 ol N ORI BB, iS4k )5 P38
MA P K i {45 T Uit 22 Tl g B e i DAL -1 1R R A
FALTENE, TGS 40 P Tl B dEA T I 1Y

1.1 PR3k am e 8 = 40 M0 T 4 i i R
SET. P38 MAPK T 3Eid ik DL T 4Fhig 42 i 42 41
JO T B c-myc[f K. Heladl i 75 4% G
JERL)E, c-my cSERIBI R P B AL T3 48 R
P38 MAPKH& 1, JF R H s JE K Ty &g, Afi
BT, S 5Fas/FasUr T 1041
e N Ee7 A R N S ) S R
SEGH ORI, Fas/Faslfg &1k, [A]P38 MAPKIY)
TP A I B3 i, UESE T Fas SR TS
S G 47P38 MAPKIl K 115 51, = &1L
75 FBax M Ar. AR M: —SE T LR
IRl Ebaxii NZeRiAk, M-S B £ oAl st
T2, fESE I FE PR AL P38 MAPK i 5 T 5%
S FEU. PO AT ABERRALPS3. GibalaZ:™ R I
P38 MAPK R AEiE 0 n] LATTPS3 (1 2533 Fl46/47 22
SRR AR, 534 R T

1.2 &5 ¥R 0w HHEE~P38 MAPKAJ LA
B 9 RO, T O )5 IRP38 MAPK i 5
TNF. IL-1. IL-655304 K+ FIIL-1255 41 4 A
TR, AT R W A= ik N SR ST 4 3R
HISP-47, Y sg 20 R HERED. TamuraZE" IHTST
FH, PISAEA T P R A B S P B A0 P A A
SLER K, SB2035801F Ay P3S4 S
7, 7] LAAHI TNF-a fILPSHIS I ICAM-11) _E
. Nick2E a7k u: P38 MAPKINHIFIFL
WrP38 MAPKAF ‘Tl i 5, Rels L 2 il b Pl
0 s A R S A e A, DT IR SE R
V.

1.3 A5 s B iz 5045 Bl F e
R RO, 2 H AT RS R
AR 4N R -7 1) A2 1 5 P38 MAPKAS 5
WA A H VI OCER, 1 A0 R 7 m DL g

ZMigtc 2 5 A S En R R AR, 2=
o L 2RI ST I R ST i R Y A A T LA
75 #P38 MAPKIE K, 1MSB2035801F K
P38 M A PK (14 Pk 410 i) 7] vy L A St 400 1) L 38
T, ANTTAEAH B /N b Rz 40 R Tk /. P38
M A P K e 2 1 ) 1 3500 s gk o JEE R A ik 1)
S AL R A, R IR 98 15 A 1 ARD STl
#5"%). Takeyoshi%s!" !¢ 2 T B4 2 K 57
RIL: ¥P38 MAPK s 71 BH 5 71l(FR167653) M1
ANATRAFR (U W B Celsiorii)H, ekt
fifi s AR R R i B P B 5. £
WFFCR I il PR ), P38ME ik Fikie
WOE 5, P REAE S KPR TNF-oFHICAM 1 AR
JSCR AR AR, AT S5 350 AR JH U S i 7
Hidi.

1.4 424k dm B & B #o 4 AR AL HE 401k 41
PR 2 1R 25 3 B 0 B LR R A 1R 2 A B 2
oA, FERINA IV 4k i D re
(S0 . A0 T 2 45 4 50 1 SR I A 40 T
B0 R R WA 1 AR IR AR A R T AL, AN e Th e
U RN A M AR T . WA R B
1B Dhfe A TR UK I P38 MAPK
155 /N ER R BN B A% o A il B bkt — e E
P38 MAPKHEF 14 BH Wi 7711S B203 58047 il & it
/N A B A o A fr 4 RO,

1.5 25 TR A FOF5TRNP H5iEH
R 4 2UR LL %L, P38 MAPKAES e . &
B FLIEEVE 2 NI R A 2 rh BRI
WomAIE, AU IR MR gl b, P38
MAPKG T, 5 SR T BER A
BLEO: R R R AL 4 (>20 mm) P38 MAPK
(035 PEAH X T /N AL AL EAE, n LA H PR AIKP38
MAPK 35 M ) v LB AS 4l B 3 12, S BUH &
g M T BR AR K. B, P38 MAPKAE il
ZEMR A A K BIEMIZE). Kim%&PE
P fEH-Rasif T M40 f2 22 R o, $HIP38
MAPKEPE AT LLFEAR A i (132 3 fie ). Wang®s
PRI R X (1A B P38 MAPKI& 44
i pS3HE R A AR KT, AR A 5 A 1 T 1) K2
IR, P38 MAPKAE 518 5 2 15 Ji 8 4l i 4h Ik
U1 A6 i, 240 P 71 R S S P e At 2 205 e e
T 12 2R RV IR OB B Y, iy 65 5 462 s 2 1 il
(MMPs) & — 38 5 Mg 42 22 5 7% % DA DG 1) £
FIK MR, A0 R P38 MAPKAS 5 1l i 75 nJ
DL 45 22 Bl 41 i AP0 S MM P Hp 2K,
FHK, P38 MAPKAS 53l % 2 5 g 1M A6 k.
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HE B G0 U P R G ) o B . AR
I kB N, 7R MR T, VEGF-C
FikTHE, I HE MR ARDC. BREPH
YR VEGFE 2l iI P38 MAPKSE 54L %
T I BT A8 P9 40 e A% . IR AT I ST R A B
SB2021904%5 S EHIHIP38 MAPKAE 518 i nf LA
JLT e AW Ang 115 100 I35 A1 IS e 4T 4 4
LT

2 P38 MAPKIES S @IBINRERVEBARSA

2.1 Fe by A B WA R R A SE B AT
Hh AP A 5 AH B TR BT 5 (inhibitor) BE T
GG, AR PR RS 5 S 56 2H A G AR )
SRR, AT RIS AT S 3 AR A A
Jiik. P38 MAPKAH =il 4% (14 5 2 BH Wi 751
T kR G AW, MREZ, WS
SB202190. SB203580. SB220025%5. FHLKHL
AN SRR 2L Ot ol AR F S, i 2
W SRR P38a. P38B LA ATPHEIE ML)
ATPE e 4rtE4i &, fiP38 MAPK K 2454 ATP
(FBE ST, KBTS, M FHLETP38 MAPKAH
IR, BRI BT P3S4 A 0 R 4
TP e AR e B T
AW SO, BAE AR AR h 3k T K
JEHED, PRI IR B T N EE IR KT,
TEAR AN R TR 41 M rh BE 9% A B M HIL PS5 311
TNF-o. TL-655 28 11 K7 1977 4 7R3 (1)
PR DG 98« R G ONE LA S 1 2 1
RIS T I WA IRLF B, e A%
AR H T LR IR AR VA TT (FIP3 8 51,

2.2 RGP ATk {EP38 MAPKAE 51l % (1)
WL R, 280D B2 L TR AR AL,
F BRI R A LR AL, 1E 40
FaHEFEEPIE. RN EEER Wik
A DU b AF R R IR AL 2 IR Ak SRS
SR AR 1k, P38 MAPKAS ‘5 I 2 41 g
HASERTFENGESER e —, FEEd
PP e U 35 . W B R LM A P-
KKK—~MAPKK—~MAPK—P38 MAPK, %1k [#]
P38 MAPKZ: L5 {5 41 fa [ 2 B A= 4 2 Js i,
{5 10 2% 1A 40 B A o] BLIE I Western BlotyZ:
LI AR AY, 1) 25 1 TR HE BT

2.3 B4 B4 F N Shravanti ™4 H 0% 5%
PCR(RT-PCR)J7 VAl 45 A [\] I8 8] 50, P38
MAPKEIAmRNAMIGHL, W45 587 P38
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Abstract

The increasing use of more effective chemother-
apy in patients with colorectal cancer has raised
awareness of the potential liver injuries induced
by systemic drugs, such as fluorouracil, oxali-
platin and irinotecan. Chemotherapy-associated
liver injuries can be revealed by histopathologic
examination of nontumoral liver tissue. There
are two broad categories of chemotherapy-
induced liver injury: non-alcoholic fatty liver
disease and sinusoidal injury. Many reports sug-
gest that liver injuries may increase morbidity
and mortality in patients who undergo hepatic
resection for colorectal liver metastases, while
some researchers have opposing views. This re-
view describes the main types of chemotherapy-
related liver injury and current controversy over
this topic.
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injury
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Abstract

AIM: To assess the genetic stability of the cagA
promoter in a laboratory strain (26695) of Helico-
bacter pylori (H. pylori) after long-term multiple
subcultures.

METHODS: The promoter regions in the cagA
genes of 54 subclones of the H. pylori 26695
strain, which has been subcultured many times
for a long term, were amplified. PCR products
were sequenced and analyzed using Vector NTI
Suite 6 software.

RESULTS: Twenty-two (40.74%) strains had
identical sequence with the H. pylori 26695 strain,
while 32 strains (59.26%) had mutations (including
substitutions, deletions and insertions) at differ-

www. wjgnet.com

ent sites. Mutations in T17C and A199C were
found in 5 (15.63%) and 14 (43.75%) strains,
respectively. Both single nucleotides or di-
nucleotides at positions 159 and 160 were found
missing in 12 (37.5%) strains, while one strain
had two A insertions after position 160 in the
promoter of cagA.

CONCLUSION: Subcultures can lead to muta-
tions in the cagA promoter in H. pylori 26695.

Key Words: Helicobacter pylori; cagA promoter;
Gene mutation; Evolution
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IL’JALM ITATHTCTTIGTICTTA

o
By
By
ATTTGTCCATTITAGC,

A7

AR

GTTAATGTGGETAARAATGTGAATCGTICTAGCCTITAGACGCCTACA
AATTETTIGTTAATGT GGGTAAAAATGTGRAATCGTICTAGCCTITAGACGCCTACE
AATTETTGITAAT GTGGETAAARATGTGAATCGTTCTAGCCTTTAGACGCCTACA

1
221
30 1 tf - CATTIC—T CIIGIICITATTARARTTIGICCATITTAGCAAR] GTTAATGTGEETARRARTGTEART CGI TCTAGCCT I TAGACGCCTACA
35 1 TEARRAR-GOOTCATTTE-TTATIICTTGTICT TAT AARAT TTGT COAT T I TAGCARAT TR T TG T TAATGTGGETARAAATGTGART COTTCTAGCCT TTAGACGCCTACA
5 1 TERARAR JCTC@IITTJIT.Q.IIICTTGTICTIM' AR TTGTCCATTITAGCARATTET TGTTAATGT GEGTAARARTCTGARTCGTTCTAGCCTTTAGACGCCTACA
10 1 TEARARR-GGQTCATTTT-TTATICTTGITCTTAT I ARAATTTGTCCATTTTAGCARATTETTGT TAAT G TGGCTARRARTGTGAATCOTTCTAGCCTITAGACGCCTACA
13 1 TERARN —GGCTm TTATTICTTGTICTTAT [TTGTCCATTTTAGCAAART _.t IGTTAATGTGGETAARAAAT GTGAATCGTICTAGCCTITAGACGCCTACA
211 TCWR—GGCTC}TTTB-TT‘TTTCTTGTTCPTAT] ARBATTTGTCCATTTTAGCARACT] GTTAATGTGGGTARAAAARTGCTGAATCGTICTAGCCTTTAGACGCCTACR
25 1 [TEARRAR TCATTTE-TTCT HICTTGTTCTTATT ARRAT TTGTCOATTTTAGCARAE TR T TGT TARTGTGEETARRARTGTGARTCETTICTAGCCTITAGRCECCTACA
29 1 TERARAR TCATTTE-TTRT T CTTGTTCT TAT T ARAT TTGTCCATTTTAGCARAT TR T TG T TAAT GTGEETARARATCTGAATCETTCTAGCCTTTAGACECCTACA
33 1 TFadnan rc!m‘:—:‘r?‘rrmﬁnmnr ARAATTTETCCATTTTAGCARART T TCT TAAT GTGECTARAART CTCARTCETICTAGCCTTTAGACECCTACA
40 1 TEARARNR E TC.TTIT—ITQI‘[ICTTGTICTTA ARARTTT T CCAT T T T AGCARAT T T T T T AAT G T G T AAARAT CTGAAT COTTCTAGCCTTTAGACECCTACA
43 1 IfR _‘"\“ IR T TeCT TR T CT TG TC T T AT A ARA T T T GT CCAT T T TAGCARRE T ET TGTTART GTGGETARAARTGTGART CETTCTAGCCTTTAGACGCCTACR
51 1 TEARAMR-GGQTCATTTT-TTATIICITGTICTTAT ARRATTTGTCCATTTTAGCARART T TGTTAATCTGOCTARRAATCTGAATCETICTAGCCTITAGACGCCTACA
81 ‘rcmma—ssc‘rcrrm TTkTTTCTTGTTmAT"Am"TTG‘l'CCAmTI\FF 1'-\3?1'" TGTTAATGTGGGTARARATGTGAATCGTICTAGCCTITAGACGCCTACE
t19 1 TEA "““""'—"TC,!TTTK—TT;T'IT(.'I'TGTTCTTAT‘ ARAATTTGTCCATTTTAGE? mmEv'FTRATGTGGGTMTGTGMTCGTTCTHGCC’ITTAG}\CGCCEACE
t20 1 [FFRARAR-GGOTCATTTE-TTATICTIGTTCTTAT ARGATTTGTCCATTITAGL ARTTETTGTTAATGTGGETAARAATETGAATCGTTCTAGCCTTTAGACECCTACA
t31 1 TEARAAR TCRTTTE-TTRT ICTTGT TCT TAT T AMAT TTGTCOAT TTTAGCARAT TR T TGT TART GTGEETARAART CTGARTCETTCTAGCCTTTAGACGCCTACA
35 1 TEARAAL TCATTTE-TTRT ITCITCTICTTATTARRAT TTGTCCATTTTAGE, AR TET TG TAATETCEETARAARTCTGARTCETICTAGCCTITAGACGCCTACA
39 1 T| afah —GGCICITIT@hTﬁI‘[TCTTGTICTTAT ARRRTTTGTCCATTTTAGCAARTT] GITARTGTGGETAAAAATCTGAATCCTICTAGCCTTITAGACECCTACR
1 TEARRAR TIGTCCATTITAGCARATTETTGT TAATGTGGETARARATGTGAATCGTTCTAGCCTTTAGACGCCTACA
17
1 T
1]
1
T|

GITAATGTGGETAARAATGTGARTCGTICTAGCCTITAGACGCCTACA

AR

t40 CRARRRA-GGOT ~ITATHICTTGTICTTATTAR
t5 - MR—GGCTCQT'IT&*!I__ TIICTTGITCTTATTARRATTIGTCCATTTTAGE,
t6 CRARRR—G TCG'.I'TW ll_“u..uuul.,uRT“ TTGTCCATTTTAGE
26695 CARARA TCATITE-TTATIICTTGTICTTATY ARRATTTETCCATTTTAGE
CARAAR TCATTIG-TTAT I CTTGTTCTIATTAMIATTTGTCCATTTTAGCH

BT IGTTAATGTGEETAAAATCTGAAT CCGTICTAGCCTITAGACGCCTACA

60 ' 1 LI
10 60 FTTGITAATGTGEET ARARAT GT GAAT CGTTCTAGCCTT TRGACGCCTACAAL

CTITTTICR

(ARTGTTCARAGACCOGH:

13 60 [TTTETTARTGTCECTARARATGTEART CGTTCTAGCCTT TAGACGCCTACAN TTTTTTCRATATT - ARTGTTCAANGRCACEAN
21 60 [TTTCTTARTCTCOCTARRRATCT GARTCOTTCTAGCCTTTAGRCGOCTACRAY TTTTTTCRATATT4ATARTCATTART CAARARARRAARARR ARTGTTCARAGRCRCGHR
22 60 ITIGTIAATGTGGETARARAT GTGARTCATTCTAGCCTT TAGACGCCTACRR SCTTTTTTCRATATT{ATAATGAT TARTGAARARARAR A AN ARTTTCARAGCCORHA
25 60 ITTGITAATGTGGETARARAT GTGAATCRTTCTAGCCTTTAGACGCCTACAALL TTTTTICRATATTAATARTGATTAAT GRARARARARAAA - ANTATTCARAGACACERR
29 60 ITIGTTAATGIGGETARRART GTGRAT CGTTCTAGCCTT TAGACGCCTACRR TTTITIC m.. TRATARTGETTRATCGARARRARAARLARA IAATGTTCARAGRCCCGAR
30 60 ITIGITARTGTGEGETARRRATGT GAATCGTICTAGCCTT TAGACGCCTACAR CIT ||11L,ag_[§11 JATAATGATTAATGAARARARARAAAAR ARTGTTCAMRGRCCOEHA
33 60 ITIGTTAATGTGGETAMARAT T GAATCGTTCTAGCCTT TAGACGCCTACRA SCITTTITCRATAT TAATAATGAT TAATGARRARAARAAS AATATTCARAGHCHCGAR
35 60 FTTGTTAATGTGGETARAAATETGAATCRTTCTAGCCTT TAGACGCCTACAR TTTTTTCATTCTT{ATAATGATTAATGARRARAAAAAARA- THTTCABAGACCEGAA
40 60 ITTCTTAATGTCGETAARRATGTGARTCGTICTAGCCTT Jmuw.xm:mzﬁu T m.amn JATAATGAT TAATGAARAARARANANA RTATTCARAGRCACGAR
43 60 ITTETTRATCTEEETARRART GTGAAT S TTCTAGCCTT TAGALSCCTACAR[GAT TTTTTTCRATAT THATARTCATTART GAARARARARAAAR GCTT FARTATTCARAGRCACEAR
5 60 [CTTGTTAATGTEEETARARATGT GART CGTT CTAGCCTT TAGACGCCTACAN EA T CEEGCTT TT T CRATRT ThAT AR TGAT TRAT CAARARAARARARA - ~T BCCGEATAT TGT TG TATAATARARTAT TCARAGHCCCEAA
51 60 ETICTTARTGTGECTARARAT GTGAATCGTTCTAGCCTT TAGACGCCTACAN GATCH TTTTTTCRA _*IT-JTMI\TTRRTWJA———T' GTEIR.T“TM&;JLJ' AALECCCEHn
8 60 ITTGTTAATGTGGETARARATGT GAATCETTCTAGCCTT TAGACECCTACRRLGATS TTTTTTCRATAT ThATARTGAT TAAT GARRARARARARANR--T I TGTTGTATAATAANARTAT TCARRGRCCES
t19 60 FTTETTAATGTEEETARARAT GT G CETT CTAGCC T TAGACGCCTACAA EA TGS CCTTTT TTCRAT AT T ATARTGATTAAT CAARARAR A AN AR - ~TRCT GITGTATAATAAGRATATTCAAAGACRCGRR
120 60 FTTCTIAATGIGGGTARARATET AR CGTTCTAGCC T TAGAC GO TACAA AT RS G T TT TT CRAT AT TAATARTGAT TART GAARARAR AR ARAN - -T ¥ TGITGTATAATARGART GTTCARAGRCECGAR
t31 60 FTTGITAATGTGGGTANARATGTGARTCATTCTAGCCTT TAGACHCCTACAA L GARCGS GO T TT TTCRAT AT TANT AR TGAT TAATGARRARAANA YA -—-T) GITGTATAATARGANTGTTCARAGACACGHR
35 60 TITGTTAAT GTCEaT AR T ET AT OOl T CTAGCOT T TAGA G0 TACA A AT CEEEC T T TT TTCRAT AT TRAT AN TGAT TART CAAAARARAAAAL —T6C] GITGTATAATAM(ARTATTCAAAGHCACGAR
39 60 FTTETTARTGTEAET ANAART GTGART CETTCTAGCCTT TAGACGCC TACARL GATCE TTTTTTCRATATT TAATGATTAATGARAARARRARKA-——T U TCTTETATAATARGARTATTCARAS ”'l:r‘r' 5
t4 60 ITTGTTAATGTGGATARARATATGAATCATTCTAGCCTT TAGACGCCTACRAR GATCGSGCTITIT u.nhl'kl"r LATAATGAT TAATGRARAAAAAARAARA T ITGTTGTATARTARGAGTATTCARAGRCHCS
t40 60 FTTCTTANTCTCGETARAART CTGARTCETTCTAGCCTT TAGACECCTACAA CATCES ECTT TT TTCRAT AT TAATARTGAT TAAT CAARAARARARAARR T GTTGTATAATAAGARTGT TCARAGRCAC
t5 60 [FTTETTARTGTCAGTARARAT CTGAATCETT CTAGCET T TAGACGCCTACRA CATC G4 GCTTTTTTCRAT AT TAATARTGAT TAAT GRARARABANARARA-—Ti ATATTCTTGTATARTARGART GTTCARAGRCRCEAR
6 60 FTTETTARTGTGECTARARATCTGAATCGTTCTAGCCTT TAGACGCCTACKAL GATCGSGCTT TTTT CRAT AT TAAT ARTCAT TAAT GAARARAN AAAMARR--TGCTICRTGI TCT TGTATAATARGARTOT TCARAGRCRCEAR
26695 60 FTTETTAATATCOCTARAAAT ATEANT CETTCTAGCCTT TACACGCCTACAALCARC G4 CCTT TTTTCRAT AT TAATAATGATTAAT! m-.tmhm"nnnnm raTTCARACACACEHA
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AHIE G 1T OBk LL K 19947 B e Ak 2 Bk 1T
RAEAR 7, HAF RN MRAL 5 25 5% M cag AR
cag CIRR[ A Ty fil DA K 5 | i MR 6 A DGk TR F e TA
2 WAL, IR 2 H I HBV
AR SRR WIHB VIZ O X 31748 5 A

FIKHBeAgRILBR, 51K feikitk, ESUHRL
il R FEEEAE . R IS AR H T
S0 BT IR0 R AR IR 1) 222 1T DA 5 A% 1T 31 TR %
A S SR 2 R B 2 W TR R AE A T
DR B, TP N7 IR 2l cag ARH T,
H5 15 E 5 A2 TE I BAH S cagA A 3l
TR AP AR S AIX NI G A € K RN
et — AT, Wlcag AJR B FAEIREE ) N
ST ReER R — 8 IIRIK R X, H. pylorifi N
T B AL AR I e, T fie 25 DR N R DL R AN AR 1) 222
SHH. pyloriBURFER AR 5, ML 45717 7]
AL GLIS I AE PR AP RE R A — S

AKWFFRHH. pylorifEREi )1 FeagAJA 8]
T XY R RS TH. pyloriE st AL iaW;, X8
HEAY Ry SIS S BIF 0T A IR R e B 15 |k v B2 E R
1 L S5 = 0 AR A B AR BN A, s T 3
FEARIRBOE FEANTE, — Hok AR AR S 3 a7 B se 1k
VE R AE B AR AT, BRE IR 52 B i Dl £
A UARIG Ik R 5440 T 4759.26% KA T
AR FE AR 5, AR S AR AR . R, T
S 4 BR A AR AN [ 55 TR AR e, AR P B
FEIH A A € TR A o AR R B, LA
LRARIS P HE A PRI AR R E.

4  SEXER

1 Tomb JF, White O, Kerlavage AR, Clayton RA, Sut-
ton GG, Fleischmann RD, Ketchum KA, Klenk HP,

www.wjgnet.com



RETHR, 5. W IR ELNEKIE cagABTI S OVHIL DT 3369
Gill S, Dougherty BA, Nelson K, Quackenbush ], HBV genome affects HBeAg expression and viral | oRaR: Xt

Zhou L, Kirkness EF, Peterson S, Loftus B, Richard-
son D, Dodson R, Khalak HG, Glodek A, McKen-
ney K, Fitzegerald LM, Lee N, Adams MD, Hickey 9
EK, Berg DE, Gocayne JD, Utterback TR, Peterson
JD, Kelley JM, Cotton MD, Weidman JM, Fujii C,
Bowman C, Watthey L, Wallin E, Hayes WS, Boro-
dovsky M, Karp PD, Smith HO, Fraser CM, Venter
JC. The complete genome sequence of the gastric 10
pathogen Helicobacter pylori. Nature 1997; 388:
539-547

2 Marais A, Mendz GL, Hazell SL, Mégraud F. Me-
tabolism and genetics of Helicobacter pylori: the 11
genome era. Microbiol Mol Biol Rev 1999; 63: 642-674

3 Wen Y, Marcus EA, Matrubutham U, Gleeson MA,
Scott DR, Sachs G. Acid-adaptive genes of Helico-
bacter pylori. Infect Immun 2003; 71: 5921-5939

4 Higashi H, Tsutsumi R, Muto S, Sugiyama T,
Azuma T, Asaka M, Hatakeyama M. SHP-2 tyro- 12
sine phosphatase as an intracellular target of He-
licobacter pylori CagA protein. Science 2002; 295:
683-686

5 TETR, FEEEE, Brm] N, XGHE, M. WA ST e & 2R AE
FHEHcagA DR IMEIRFR. hEREYARE 13
2747 2009; 29: 976-980

6 BAkE, W, Z=450K, 74, Erwin Sablon, 7hi%,
58, B, k. OB OB EAR LR T ZAIC 14
X ZASKT Rt . thESEFINREE 2005;
25: 233-235

7 XUIEHE, TR, tREL BRI SR R
RTCIX RIAAAZ U Bl X A S Mo 2 8. thfe 15
(k47 2005; 25: 526-529

8 Li MS, Lau TC, Chan SK, Wong CH, Ng PK, Sung
JJ, Chan HL, Tsui SK. The G1613A mutation in the

replication through altered core promoter activity.
PLo0S One 2011; 6: €21856

Lee SA, Kim KJ, Kim H, Kim BJ. Nucleotide change
of codon 182 in the surface gene of hepatitis B virus
genotype C leading to truncated surface protein
is associated with progression of liver diseases. |
Hepatol 2011; Aug 7. [Epub ahead of print]

Behr MA, Wilson MA, Gill WP, Salamon H, School-
nik GK, Rane S, Small PM. Comparative genomics
of BCG vaccines by whole-genome DNA microar-
ray. Science 1999; 284: 1520-1523

Zhang L, Ye Y, Duo L, Wang T, Song X, Lu X, Ying
B, Wang L. Application of genotype MTBDRplus in
rapid detection of the Mycobacterium tuberculosis
complex as well as its resistance to isoniazid and
rifampin in a high volume laboratory in Southern
China. Mol Biol Rep 2011; 38: 2185-2192
Thjodleifsson B, Asbjornsdottir H, Sigurjonsdottir
RB, Gislason D, Olafsson I, Cook E, Gislason T, Jogi
R, Janson C. Seroprevalence of Helicobacter pylori
and cagA antibodies in Iceland, Estonia and Swe-
den. Scand | Infect Dis 2007; 39: 683-689

SoKR, By, AR, TP, . A T
CagA CliB)REERRFIE N HAEY I DhREDTIT. AR
1L 2004; 24: 278-281

Lazebnik LB, Tsaregorodtseva TM, Serova TI, So-
kolova GN, Klishina MV, Gubina AV. [Antibodies
to Helicobacter pylori in gastric diseases]. Ter Arkh
2006; 78: 15-19

Suriani R, Venturini I, Colozza M, Bona F, Cardesi E,
Mazzucco D. Helicobacter pylori antibodies (CagA
and VacA) detection. The link between cancer and
infection. Minerva Gastroenterol Dietol 2002; 48: 159-164

%ig W B4 5LA

ISSN 1009-3079 (print) ISSN 2219-2859 (online) CN 14-1260/R 201 1ERRA Y H A48 Nt 4% &

FRHBRLMERER (ERFAKNRR L)
HBuad 3 0.625

ATR B ERER ST 4R 11 H26H i ERE BOF TR EDEIL kA,
BHEIATIT REHR S (0 R)) Zivt 2R, 200948 (S 29 &) BT 15K3 009k, %M 7-0.625, 4%
BV 5r49.45%, 43 AL E P REHEZRAST I TSRO0 . 0007 2Rehr, arBIAr 1 946 o EARM: 1 4l
I (P E R DI TN R 8TA7 . 45378471 $H35147; JAheds: BIAEFeHR0.112, M51220.79, 51T
4735, I HUR T15.72, BUERT1 170.03, $512-FE114.0, SPFSCik 752, SCHkk HH20.93, HiX /A %530, AL
¥ A 4030, 418 3 10,39, HEAME SCER0.01.

L3l 2 W EEARIE IR AP E M AT B P, (AR AMNRE) HERRCE “ b ER S
GEVFIEHIT)” (P E R AZ O, (Se5R S 3T 2258 2010-11-28)

www. wjgnet.com

AT T 5
BEXKM S K
R H. pylori
A EA 26695
cagA B3 T &
B AL Z e
v, ZIKH %
REREFHA
pylori cagA &3
FTEE, RTH
FAERE R TR
W E T LF
A, WA
M, ERTE.



T 4 1

. . TR
wcjd@wijgnet.com JBaishideng®

HRENEAE 20115113188; 19(32): 3370-3373
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

& &k 2 35 CLINICAL PRACTICE

MmESOCS-3, IL-6. TNF-ofE2 LR EERH

TUREEEXR

B, BRI, B, e, E3RE, RER

n ’é‘ 4 %4 FEMS ik, &—7, Wk, FIEK, KRER N T4
Aok Ky AER=ARIEE B AU T 311121

E@mpa R w AFEREBAA: DEESRARPN I PIERANDS, RH
AWa, gt DEL IRPLSPERERIT, IMRESE EEL,L&EUSA
mpEF. 2% UNBEERE. R—RAKRRETN, MEERLSITHEHE
ey  (TORIRPIEN, IEESHRIRPSEESTR.

G ke g BHAEE: RIRD, MTHRE, 311121, WTETNDRNX
REWAE. e SOHEIBRARES, FUNMRNXE _ARER.

KB F Rk 2jz2008001@sina.com.cn

WL ko 4 m  DUBOHE2011-06-14 BOEHE: 2011-10-18

%@Ziiifr i BZEH: 2011-11-09 EZBhRERE: 2011-11-18

%55 @ B % 694K

WA EEWG IR

EXL. Changes in serum levels of
SOCS-3, IL-6 and TNF-o. and
their correlation in patients
with ulcerative colitis

Guo-Shi Wan, Zhen-Zhong Zhao, Yi-Long Qian,
Zhong-Hua Xie, Zhu-Mei Wang, Jian-Jun Zhu

Guo-Shi Wan, Zhen-Zhong Zhao, Yi-Long Qian, Zhong-
Hua Xie, Zhu-Mei Wang, Jian-Jun Zhu, the Second
People’s Hospital of Yuhang District, Hangzhou 311121,
Zhejiang Province, China

Correspondence to: Zhen-Zhong Zhao, Master, the Sec-
ond People’s Hospital of Yuhang District, 80 Anle Road,
Yuhang Street of Yuhang District, Hangzhou 311121, Zheji-
ang Province, China. zjz2008001@sina.com.cn

Received: 2011-06-14 Revised: 2011-10-18

Accepted: 2011-11-09  Published online: 2011-11-18

Abstract

AIM: To investigate the changes in the levels
of serum suppressor of cytokine signaling-3
(SOCS-3), interleukin-6 (IL-6) and tumor necro-
sis factor-o. (TNF-a) in patients with ulcerative
colitis (UC) and to analyze the role of SOCS-3,
IL-6 and TNF-qa in the genesis and development
of ulcerative colitis (UC).

METHODS: According to the severity of UC,

59 patients with UC were divided into active

group (n = 46) and remission group (1 = 13). The

numbers of patients with mild, moderate, and

severe UC in the active group were 15, 24 and 7,
%%ﬁ;ﬁfg . respectively. Twenty healthy individuals served
mi i@k E asnormal controls. The levels of serum SOCS-3,
F I‘;u IL-6 and TNF-o were determined by ELISA.

RESULTS: The levels of serum IL-6 and TNF-a
were significantly higher and that of serum
SOCS-3 was significantly lower in patients in
the active group than in those in the remission
group and control group (all P < 0.01). The lev-
els of serum IL-6 and TNF-a gradually increased
and that of serum SOCS-3 gradually decreased
with the aggravation of UC. Significant differ-
ences were found in serum levels of SOCS-3,
IL-6 and TNF-a among patients with mild,
moderate or severe disease (all P < 0.05). A posi-
tive correlation was noted between the levels of
serum IL-6 and TNF-a (v = 0.817, P < 0.01), and
a negative correlation was observed between
serum level of SOCS-3 and those of IL-6 and
TNF-a.

CONCLUSION: A decrease in serum levels of
SOCS-3 in patients with UC may correlate with
the progression of UC by negatively regulating
serum levels of IL-6 and TNF-o..

Key Words: Ulcerative colitis; Suppressor of cy-
tokine signaling-3; IL-6; TNF-a

Wan GS, Zhao ZZ, Qian YL, Xie ZH, Wang ZM, Zhu J].
Changes in serum levels of SOCS-3, IL-6 and TNF-a and
their correlation in patients with ulcerative colitis. Shijie
Huaren Xiaohua Zazhi 2011; 19(32): 3370-3373
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UCK AL ¥ ok AR E L.

Fik: BRUCEHZE®@m =159), £ P EHH@ =
46), ZfH@ = 13), EH P EZ P, B0 =
15), ¥ E(n = 24), €@ = 7). RJAELISA%
Hoi] &-28 f2 7% IL-6. TNF-o.. SOCS-34-%, 3
Fe2048) JE A PEAT 3R
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ziﬁ W& T AT AR LR 48 (P<0.01), M
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(P<0.01); FHhed, &, P, EEEL OF
IL-6. TNF-a& 2/ = €2 EZR 5, i
SOCS-34 &R # &Ik, ZRZ A L7 AH
“it 5 & L (P<0.05, P<0.01); 48X M4 &
B, fFIL-64% 5TNF-a4% 20 2 E40 %
(r =0.817, P<0.01); £274SOCS-34% 51L-6.
TNF-04E¥EZWHEAMME(@E = -0.667.
-0.611, P<0.01).
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