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Abstract

In addition to surgery, radiation and
chemotherapy, molecular targeted therapy has
become the fourth approach in the treatment
of colorectal cancer. There were a numerous
therapeutic drugs that have been investigated,
including bevacizumab, cetuximab and
panitumumab, which have been approved
to treatment advanced and/or metastatic
colorectal cancer (mCRC) by Food and Drug
Administration (DFA). This paper presents
a series of recent phase-II and -III trials on
these three agents as the second and first line
treatment for mCRC, and their efficacy and
safety are, especially discussed.

Key Words: Colon cancer; Rectal cancer; Molecu-
lar targeted treatment; Bevacizumab; Cetuximab;
Panitumumab; Vascular endothelial growth factor;
Epidermal growth factor receptor
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COVHITVE” |, RILE g 15 AN LI R A
T, JFF- KRR AL H 56 e FELAS M AR K i ) ot
2 19944F-45 31 55 1A A0 ) 18 28 B 1) 9 5T PR
i “Angiostatin” . SRIMAE 1O 5 28 141 W
TPR, xoF 4 g AT WA T Ak DA e
PR EFDASHE, B4k 10RFN T
HE ) 240 3R HE ] 3 2 b . [ I 4 bk
A 2050 25 WAL S FLAT AN R R FE R B 0 A A ok
PER. LR Z180% 41 X VEGF, RILIVEGFAE
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FEOCHETE, Yy T, T3 A R A R, Yk
MU, BEARMR [0 B 1 ST m i ), A
AT 24 ] 5T 25 oy MR TS iR P R A e o
A P TR] I e P 4 PR A58 m gk 14 i R
IR STVEGF 20 A I3, A e HA I P 5z
A0 MR e, AT TR Sk Bk AR L4 T Ak
¥y S Sk,

DUAKR B L AE I IR 1 0F 50 v 2R T AR )
VEGF 1) BT 15 50 B e A4onr N o83 1) 5 b
FEHE IR AR A A, 2 X b A U5 AL
FL o B BUAAR DUAR L BT (Avastin) 76 697 5% Bl

Pk 2 B9 AT 70 A il 2 5 5-FU/LVIER & MY
FIEE5-FU/LV B2 g4 47 0% (response rate,
RR). FJi it ) E](time to progression, TTP)
Airp 7477 (duration of survival)®. 4k, [
(1 — ARG RS, L T DA% S LRt A
B Hé(innotecan, Tri)A S i ik S s BE (F U )+
Wi fRE5(leucovorin)(IFL) 5 B ai#EyEIFL—
AT S H I (m CRCO)BERI A 4Lk
BIRIT 40201, HaifhyT H4114]. g5 R EoR
BBy b A7 AR A7 1120.3 mo, HaifbyT 4l
15.6 mo, P<0.001. —FAEAFHT4.3% vs 63.4%,
P<0.001; Joik &= 47 ) (progression free survival,
PFS)73 5 410.6 motj6.2 mo(P<0.001); A%
F(overall responserate, ORR)7} i 444.8% 5
34.8%, P = 0.004; "7 A7 211439904 10.4 mo
7.1 mo(P<0.001). BFFEHICIERH DR TR A
Iy 5 gl 7 AR UL, A BEHR e 26 A7 I )R
(A 2R, g din— 00 TT A S R0 T SR i ik
W Iri+FU+LV(FOLFIRI T %) 5 BVE; G107
BRIz AR TS . L4 1455024 5 3R 1)
R &5 R W, A JCRERE AL I(PFS) A 12.6
mo; HARF62%; FEika i 33%; 3F4LEERE
A0, 458 2B 2451 3 50 A ik A A3 G RS, L&
FELE D7 S LU, GBI NI — T A A
R 45 B s (mCRCO) I — R yA 7 2 — R AP
L DR AP TAEmCRCH SR vE b 7 — 2kl
LRVRIT B T RO e A PE A U L .
T3 IR A B KW I RBE IO (AVIRISER), 7
FIEWE N A 31D, 20001 i N4, KBV
FIFOLFIRI/E AmCRCH—£i6)7. HATHUR
(RR)44%, 5972 H] % (DCR)90%, 6 moltJPFS K
82%, FFIREKMIXANVAIT J7 5 A BN F 2 4
PR SRS T TR AL DR R B S 1R
B EmCRCH Y7 ZU(BRITESLE), A4l
HHIT 1953461 5 2, TR BE Y 17.5 mo, 47136941 K4
S VR R FI839BI SE T, 4 H R W IV I
AP S 1k J5 Im CRC A3 ml 3k
PR AL I T 8, AT SRR HEAT A7 HE 14 b
B ARHIF 7R AT PEAL.

DA B B 7E 1 30T 390 iy s o 0T 5 b O S
R —RIF LAY 45 & 697 B B v 4 H e
(mCRC) I S A A7 2 (0 S) #e =130%, T4
DR P S FOLFOX B X ELO XA &5 & 7
RORN 22 A Ve XA W 2 AE TV B AL — 28367
mCRCNo. 169664511, HLA71401%] A4,
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KL/ HFOLFOX. XELOX. FOLFOX+BV
FMXELOX+BVIUA. W50 E 2 HI A
PFS, 4R BWonMHBV/EPFSH Bk K (P =
0.0023), FOLFOXFIXELOXPFS}8.0 mo,
FOLFOX+BVAHIXELOX+BV#PFS49.4 mo. %
TR TE B R IER AT 7 P I AB VR 1]
BAEEPFSY. BEATSLII 4 T 414N E 5192741
mCRCEZH AL H X —WFoe e &4 WA
SEATIRAT. NI 19144 ] 43 B ) Bl R BV S
—ZMITFOFOXTT S AHSE & 1728%, —4ifh
7 )7 % HFOLFIRIF26%, XELOX T % 718%,
— 2 N S-FUR KR (CAP)#E 16%. 882411
FATPFSI10.4 mo, FOLFOX4L 410.5 mo,
XELOX#110.3 mo, FOLFIRI4111.1 mo, 5-FUAI
CAPZ149.1 mo. 8051 (¥ fif &g 13f Ji& i [8] (TTP) Ay
10.8 mo. BVAE—£iA)TmCRCH 5 % Flik 7
SR IID &5 S ALY BE AL 97 1 45 S
— . YRR LT R S BVELS
HA W — iy S E X — s gl
fifi €. {HME32005256 FINo. 1696655 T
FIFOLFOX 5BVIA N HI T3 2 HIPF S22 A ]
WM. AR — B T IX ARSI R G
J7 IS B S5 P SIRT U A B HAT — e ARG, VA9
I RAMEREIHPFS, XA BRI R A AR A 5%
e T 3 3 ) AP AT DAIA 38 e v R
I HE A ARATF 77 75 B R 2R e 11 ) i,
TR B B AT RO AR OV
5 D7 A A0 A, 4T OIS B S -F UK A7,
TEBRGTT ) iz HCapox. B4 Y Capoxty
BVIEEA NI, i A4k R 55 Al (Cap) 71 &
MU J7 528 o5 — B AR 0] 7L 50 et
1A TR A-ICOX T EHIMIPIL iR &
R M Cap I N 23000 mg/m®, 43 FEELE
K7 d, /K7 d OX 85 mg/m* BV 5 mg/kg, £F2
JAVIR, VERIAS L. ZE40151 N 4136451 v] P4 1)
YRR, A A R 4 5 B 1041 (33% )14 2]
PR, 811(27%) W4T Rkt U)Kk, 3/44 1M i+
il [ A 2490 (7 %), ot 3/425% 25 B Js N AL 45 Y
10% FREGAMT% FIFMEHRT%. Bl
T% K 7%. H 76 A-1ICOX 7 & TTTHHBFT
IEAEREAT U,

MATB VI S-FU/LV B K IriskOX BBk
B 1 45 E s IO bR HE VR TT 7 48 T e T A T
W5 IR Gk ] Cap n] U K54 1#15-FU/LV
ArisOX KA KB VI & YT R0 ilE . A%
APEWHAT? A o — AN BEFU BT I SR SE

www.wjgnet.com

T Cap Iri+BVHICapOX+BV K7 RH4, #E %
O ok 4o 8 5 A8 A0 A6 B B 2 S 1Y AR AIE SECap-
OX+BVAEMCRCH (K17 2 5 22 A PE IR [ ),
MITH IO AmCRCEHEH CapOX+BV iy
AR B IG YT I, XD BRI R, 5w 4T
IR 8 2 v, fe N R IR, 4BV
HEFRASANATLS T, BARNEFARATLL
LAWY, FARRGG O @A 10 9F RRE IR
o, i A IR AN I, i HTD) R R R AR S
B, A IR R IE T — BV
JEYT RNS-F UG A Ay Jo 38 2 Fe 390 1 i 9 il B
BITH T/ IR, 2200 Ty TR 1)
ELE B AT T XA W T RbR A 2
9] Fr, PET-FDGHI4H W I A i R b A v Jop g A
HEWWVEGFIIAHTIE, Wb 45 FR W AEArvE
JEARST MBI JR3 38 i 1) B e A 2 4 1)
AR, TP R RO, W PETA, T
fFF DG AT Ao Bl Bhva 7 ks, i B
A1 J IR o 5 0 P AR A 5 e A AR A 2 )
FAOGHML BUARIXAAE —A T/ AR S,
B AR EREEAT, AT R AR AR B 4
B LA IR T IVE R RIS ¥ H a2,
G EABAEA K.

2 FAEESEN
T A SR A BRI A 2 I R e A K TR 2
(epithelial growth factor receptor, EGFR)-51F £ Jif
PR 0 R A FNR A Ok, A6 S s IR HEGFR
FIEZ IR Sk BB IR, 1595%-100%. 45
FLFE IR 55247, RIEF51872%-89%. EGFR
F IR P A I AT SR v 1R 2B ISR Iy
&, T HEGFREIE K (1) SIS 5 UG A K.
T [RIRE FSEA > i MR 43 - S ) VR o7 I — AN T
LUpEy

EGFR& — 5 i A K R - 52 4, %5 s Bl
EA, BRI C-erb Bl14ifY. EGFRAHER
KGR 2 —. Z M IR UFEEGE .
TGF-o.n XTI T AT £S5 HEGFRIBL;
YEF AR ISREGFR. MK 5 2 AR 40 M bh&h
P G5 I, w5 [ An M A S I 0, (k=2
PR Ak, AL AR PP, Ak R R R,
M= — RPNV S . Bl AT IR EGFRAE
R I Ieg v 7 U9 O R DA AR AN T 3 i,
et T HIEGFRAWIINIR JE. ur e AT I I
EGFRIPHF T EA =K, K2 RNEGFR%Z
ARNA X B e TR (MADS), 53— 24l

Wi £ BE

B [T 2 C-2258%
BF 5 & Rk By T
El. THs %
AT 7 F LA
—. =, 24
oS, BHATT
By 3R ik B AL
PRI &l 3
LB BT,
o BAn ¥ 453t &
B R g A A,
s —FRE
b
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iR EE

I ARG T
5T AE A s T
R N & i
IF G F ARG 7

EGFRHU 4 X % 28 BRI 1) /N 7y T A& 4.

V42 P(Cetuximab, C-225; B %
Erbitux, %4 %)t Fi LA AEGFRAE A #E £
IgG1MAD, BEFF RIS EGFRES 7, HoEA )
TN URTERC AR, AT 36 PE L S EGFRES &,
RIFHIEGFRIVE . 7928 By HIBFEGFR
{17 A2 ) A0 e T8 ek 92> 1 TR A R ) B0, 4k
T 5 10 5 Jn e A AR % AH O 11 7 4 it ) e,
AR A . 755 DNAK Bl TR I 4
Koo BLL AN MO AT RS RN 2845, [A) I 7 22 5
PUATIEAFEGFR N AL, A8 40 i 2 11 52 447K~ 1 1
RS2 A 598>, e A0 VG 228 B PR v S P
AR A0 Ji A 5 PR 40 M RE A . R R I R
RIS, P28 PSR T 2 R0 40 i R A 3)
Yook P I S v B R PR AR, AR
A7 AN SECT R b AT Bl R AR AU
PO PTG R U 4R T 19944F, £220044F
ZARFEHFDAfLAE 25 5CPT- 115G Tk
WA R PRl A s i) — 2R

Saltz et a/fIE1ZHAERENL 1T AR5, AN 4Lxt
GRS L ) 5-FU/LV+H L8 e 7
At 2 R R 4 T PR R S R R B,
L RE ) A B AR 25 )5 DR S VR T R
A, SICAL B E 13801, BE R AIKPS A
90%(60%-100%), & HATRCE(ORR) K 13%, %%
Wi HI(DCR) A 53%, T E ik i H (mTTP)
$}92.6 mo, T AELEIILT.7 mo'"™. 4k Saltz et
al SO STHIFRIZR 3, N 47 ECOGR ALV
fiti0(0-2). N4LEE M7 HER AR IH IR 45
TV BHUE ST AL 1A BRI R] 24 2(0.5-10.6)
mo. 45 PR A 541(9%), SD214(37%), DCR46%,
mTTPHIMOSS) 5 4 1.4 moFi6.4 mo'.

KK B O N DT & — LB AL 1T 39 i R B
FALA32900, DTS2 27 BiGYT, H
T O AR AL BE(CPT-11) A LAl (1 44
I S IS 15 0 e 1 R BB 1k &5 L s R, DU
2 0 LRENLA A C-225 253897 Al (n = 111)HI
C-225+CPT-11HkA T 4@ = 218). 4kl
IREEEVRIT 4LIIRR 23%, W e T gih Yy
H11%, P = 0.007; B0 5 h56% 5
32%, P<0.001; mTTP4 ) 44.1 mo51.5 mo,
P<0.001; HH A7 A A7IH53 51 4 8.6 mo56.9 mo,
G LR 2R P = 0.48). {HAAEREN
e AE W2 R T A TP AT S 6491 95 Bk i Jn kAT
C-225+CPT-11EA1RYT, HH4%iA3|PR, DCR

ILF36%. XETRTT S RN G 0T A — It
ST X L 48 B 24 VR T I R AR A A
Hd, HEEMNIA 5, TR s i A4t
THEU — AN SR, AR AN REHE B — 2 S 3
EER=E

SR — TOUEE X P A FF B 2 e TT I
PRAEF T 24450 585 1) [ e 1 23 i 1, 5 )i 4
ZC-225FCPT-1136I7 i A — &30 I7 IT iR
(1R AL B A A7 I 32 mo, X 184518552 C-225F11
CPT-11EEA RT3 B — 2097 FH IR I b AL
EAEIINA35 mo, T MARIESZIEC-2251697 1116
151 H 2 A3 23 mo, P = 0.58"",

AT o5 — I IS IR PR A R GE T EGFRE
IEBATELES-FU, HRREI(OXA)MICPT-1167 %
T I FH C-22 5 14 6 e 1 45 1 s A6 5 34641,
WY B B R (RR) N 12.4%, BRI E R (SD)
H132%, PR HIZE(DCR) N 46%, Tk EAAE
1.4 mo, & EA76.6 mo™.

K B ECRAI — 4L 9RHTEAL TCPT-11/ce-
tuximabJ&J7 X CPT-11FIERAA(OXA) L H B
260 B M 4 B i R, 4R ORIk F|
PR# 1241(20%), DCi£50%, PFS}3.1 mo, OSA
6 mo. i 1IE K ICPT-11/cetuximab i /7 & 0] {E
HITEIRIT T &, AT 52 M R

VY 2 LR I B 4 L 1Y iRy
Wort BRI 805, BETSA 200 1Tk
W /R C-225 N 2 2y B 5 CPT-11 80X A
A5 70 W 25 B e i ve T s R R e A
. Rougier et alifiEC-225+FOLFIRIFIA 4L
HoA43%); Holer et alifRiEFUFOX+C-225/]
K H55%; Rosenberg et alffiEgC-225+IFL
45 % H44%Y; Diaz Rubic et al/4RiE
C-225+FOLFOX4M4 %% h81%™; Folprecht
et al C-225+FOLFIRILLATOTT E45 T I R
H67%. HoA s IAEC-225864 ATO 7 % FOL-
FIRIJj EMFOLFOX4J5 % th T 6 3% 98 (1 V1
RO N 24%, 13%K121%. 3% J5 R A fE ) 55
(1 JFF A% 8 A Sy v D) B i e g, AN S 4 v
AR T — B R A A B S —
LR V0 T M 45 B IFIC AL G B80203MF 5T 1) 45
HKT2006FASCOLN LAY IRIE. Aig
FOLFOX={FOLFIRI, C-22586A 107 4L %%
I Aty A, 730 52% vs 38%(P =
0.029). {HHPFS 5 OS45 R A RIE.

FE T IR E [ CRY STA LI 57 45 5
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R, 121761 AL EEC-225+FOLFIRIS a3 iBf2gn WA 5

FOLFIRI 3077 ¥ B 45 H . "hAIPFS
W15 L C-225 41K, 8.9 mo vs 8 mo(P =
0.036); RR%} 5 446.9% vs 38.7%, P = 0.005, J)
DU C-2254 R4, T C-225 J5 AT 9 g 12k Jig
(1) R B 240 15%. AN R W A2 ) LT, IR
5N R, R OV I C-225 B HHFOLFIRI
2 U S e 11 I BLC-225+X ELIRIE 4
—ZIB T mCRCIWF I W ELAFRR 40%, DC
80%, A I H)8.8 mo, ToMIAHICHET . 4
WAL ERIAT . 24y, BN 0] 3l s
DR R T8 FH 2 ok A RS, 5 — AL TT
WOPUSHIFTE: ., LA C-225+FOLFOX4 5 i
FIFOLFOX4 4367 mCRC, £FK70Z A
LS IMA33THINA. IHC-22524RRA49%,
FFOLFOX44136.8%; 3/42 & F| J N JNC-25541
FEIRZTBE 49.4%, HoAth [ B A 34 1; PFSHIOS
2R HOR, B B AT ORI N, He i
18, e AT 77 % i C-225, AImCRCAS
AT B A 0%, R R A AN RE DI B 14 4 75 1
R STyl 12 87)] 732 Sk

B IR B 2 C-225 TR AT I AS R s, 1 HL
N 1) A 5 o 5 AT RO S DA G Rl I
EVERESTHFFU 4 e B7R T C-2257E At it
TG R IR S5 . BANA A s I 1) A6 45 T IR A
A S500 mg/m’ 5 B A RCRAE FTsGE. 1
298 ) AT S DA 250 — 3, B E XA
7 & REE T 32 16, i C-225 7] B Sk 42 fmy 4% ol
AT 7 R AL, X AE BRI A
A SRR I, 84 6 R A A T R T 5 T S
SEUUAE? —ANE 2 B K2 T I SLEPIC
SR FIE SRR AT FINCIC CTGRIAGITG
CO17525%F N I C-225 5 B E T 3 540G i &
PR T S BLIEAT T 4047, S5 2N C-2254
(FIPFSHIRRAT W] W42 var, £ oS08 A A7 11 [] I s
P TR R,

AR C-225 ST CAN IR R BR A 1T L 1T
W5 5Py T4 B . SEINRIT,
HEAT T AE R ik e 3 B e v 5 4 807 Bk
AT, T HAI P 8 e R A 2 eH
B, A SRR 5 AMEAE R
WEFUIR N —Z iR 7 B DGR BT, IR Ry
T 45 G AE— RIS T ZIRR YD &
ST LA 22 4y 1 e 250 R T &
B SR AR YT T AR T B R O 3 7 0 1) — A
HEFR.
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IHJE Fpi(Panitumumab)- AJHEGFR¥HTABX-
EGF /& —F 6 EGF R iy 2 A A58 4 N5
i) v BEpUAA. HAEHPUHI S C-225401L, 5
C-225 [ ff & Panitumumab- 42 A\ Jb 2 2
K2R g G2 v TR, 78— 20 1T 11k
RIS, NAX % —26 77 RIMMEGFR
% B Pk 1 e 0 4 L s iR 3R 1484 45 T
Panitumumab 7 £iA77, 45K E/RPR15, SD54
. HPEGFREIAAK T 597 8  IEAH R, f
T — 001 B PRIF T 45 3 B 7RPanitumumab i
29097 AR VA I R IR 6 7% M 45 B i s v LA
BAA 4 6% IRT 0E JE2 XU, PRIE F118%. 90% & ¥
SR Z, BIRZWRERS BH AL E
AT A P Peeters ef al{F20064EASCD4
W AR T — ALY R AIE 5 1) 25 3, #E469
BT ALY A5 5-FU, OXARICPT-117877
IR VB G 3 45 L e R R R 4 oy — A, — 4
N FFRIY+Panitumumab, Y3 — 20 B4l 57 £F
BT SO A A TRk AR AE I(PFS)
32890 dF160 d. BEA VR YT AW AR T Hal
THFRITP<0.001, BEAVRTT 414 8% A 0%,
TVRIT 32 ST, R VAT AL A7
N SCFRRIT 4H24%; Panitumumabff) R R
Ny Z . . BOREEDY. K F
Panitumumab TS 767 20CR, RIS EFDA
F2006-094t#E T Panitumumab n JH T4 7 %}
5-FU, EXAFRICPT-11CL 28 2R 30 1 309 &5 15 o e
B, AF N2 =097 . Bdli Amado ef alfiiE
— I IR R BEN LG 745 ORI, 7 LL#R
Panitumumabl & 5 fE S FHGIT(BSC) 5 al
TR SRR T ST R B 78 1 &5 15 W e
271, R PCREGMIKRASIR A, 45 3
HETMKRAS557%, S8 TMKRAS 543%. 7Lk
TR A P A RN R A UK R A ST mPF S 7331
h12.4 wkfll7.4 wk. BSCZLMmPFS¥) 47.3 wk.
ZARIT It R E S, ARCREPRY T AIN1T% S
0%. SD735) }34%5512%. A5 73 Hr i iy 4= 714
KRASH S ALEBI(OS) LR HIKRAS K. 14k
X363 A 69T (0 = 188) A4t (= 175
foil) B HEAT R4 AR BRI R A (PRO) 43
r, EHFAE VK RA S G R T 4L &5
Jee i DRORH A FREAH OC A2 7% i i CR FHE Q-5D P 47)
BT paiBSCAL. AR x AR TMK R AS i
B, LR R 0 Y W R R A B A G
NS TR T B ZE . iSO 45 AR R AE Bk

AL LEMER, T
B, ARG
a4 KA.
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AT BT IETT IR SE R K R A SFHE IR (1) 43 784, i 4X
XTKRASA B A= R #E55 A4 45 TPanitumumab
Ry iy LI — A I 23 4 38 22 5 SR
BEE 2007-12, Panitumumab3k KK EMEA
e AT H T KR ASIHE R B A= 7 4 s i . Bk
SRPanitumumablf 4l i /EEGFR, IBAEGFR#%E
A RS 2T S P anitumumab T 2Ve, TG
BEIX A ARSI T 1) — AN W) . FzdlrBertin et alfll
Hecht et a/4) HIFTEGFRA& IA AN [A] F L iy f LAAE
ALY R e B M 45 T e BB s WL N
Panitumumab[1)J7 %%, Berlin et a/fiiE—1i 11 1
Z g, THERINE1300%1 45 54T, 91
BIRTL 458 I\ A Panitumumab /e b HEAL T 2
[ P98 R IEEGFR = 10% 1) 55 35 b B B s
AE . AR FOC AR AT e A A5 R v A Ar LU
B, Hecht et aRIEMIZ 57— 12
BT ML LA Panitumumab e % LT g |

PRI R BRI S5k 7 5 e o ik i i o
EGFREIE(<1%) 88 K15 1%-9% 197 2L WF9T
TR 15041, HItHSE o A 8s i, H 45kt A
RIEBURFR L BH WIS mRIE B — A
LTI — 4L R ) S5 BT ARE P S AT 9 1491
7 RCR L1891 [ 2 APk 2518 45 SR PR IR SE T
HIFT L, EARFRIEFIARKIBEGFRIV g i3 v,
PanitumumabfFE R A UM IEH, 782k 7
TR 9 P B 46 02 o s DL I AN R Y, LR A 8
HT2%, 3/42 1 6%; LLBENI R A K69%, 3/44K
116%; [ RS TFEG6SY%, 3/424%; RI1EES53%, 3/4
Z10% . KT AN oRoE, 4 T
10N ARHIFFE S 392041, L T 3 AN [H] 1) &t
B985 773, 80% 46 mg/kgBE2E 1R, 17%HK2.5
mg/kghE 1K, F13% 9 mg/kghi3 A1k, TFAzkt
DI 21 whos Hi i T 72640%, HALREFISIX.
94% BN RN 20% K 35 H5is WL A i)
AR AT I TEAS BN B JRAS R B33
TR T B 2%, B AN RN R AR
HH92%, 3Y13%. %A TR 4518 2 KA R
SN g ki WL, AR BRI I, i HL4E K 2
HARRN B TR, RS 852, 6 mg/kg
FE2 1K 2.5 mg/kghi B TIRAE10M I RIIT 5
(T B2 Pk H ARG 1. 9 mg/kgBE3 JE 1R K 24
P H A ) B AR ) S, (B F BEoR D, 1
APl H AT 2 e B A R

4 8
B IR 5 1 AL 0 2 1 R LR ORE Ji9Rg 431 A+

BIORARM T M. X IiE 23 LI IG T MwE e
JEA S HT A, FREEIR. 25T &S 5
TR R R ISR N A %, ANTR B BORE 3= 3 4E
IR DR AN A, 23 548 V6T R FE A7 AE 22 40
RUBCE IR YT R ) L T BB BT P I R
PRI I, P, XA
TR, I ERR e o (K. M2 B s B
AR 5k 5, DAER U S HE SR T
AR 67 b, A5 AR R U TR (K A e
W R 8 A A L. T BLAE A TR B AR
FARNEPEAN FEARA 5 Jm 5 R e, HJC ikt e
T AR R ) T L. LA ORAL ST I R AR 2R 5 i
JTRIRORATE] TR0 s, (Hm A e
YU ALFER (1 T 73 36T AR ) 1, B
TR . AN R R RE A 4 A
[ BRG A  AEAE R DA R AR PR A A 2
KB, 7545 E e (K 545 67 T R A
SEEAT SRR,
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Abstract

AIM: To investigate the inhibitory effect of restin
transfection on the growth of human gastric
cancer BGC-803 tumor xenograft in nude mouse
model with the localized expression of restin
and to explore its effect on angiogenesis.

METHODS: Gastric cancer BGC-803 cell line
was transfected with recombinant pEGFP-
restin through Lipofectamine™*"” mediation.
The effect on BGC-803 growth was observed by
enhanced green fluorescent proteins assay. The
expression of restin gene was detected using re-
striction endonuclease analysis and RT-PCR; cell
cycle was observed using flow cytometry (FCM).

www.wjgnet.com

Through in vitro study, growth inhibition of the
restin on the cancer was observed in nude mice.
Microvessel density (MVD) and expression of
vascular endothelial growth factor (VEGF) were
assessed by immunohistochemistry.

RESULTS: The results of identification by
restriction endonuclease analysis and RT-
PCR demonstrated that restin gene was stably
expressed in BGC-803 cells transfected with
PEGFP-restin and that significant expression of
EGFP was observed in these cells with irregular-
ity. Slower growth speed and smaller volume
were found in pEGFP-restin thansfecting cell
group than in control group (P < 0.01). The
inhibition rates of tumor in empty vector and
pPEGEFP-restin thansfecting cell group were 3.60%
and 29.02%, respectively. The MVD was lower
in pEGFP-restin thansfecting cell group than in
control group (4.25 + 0.29 vs 9.79 + 0.94, 10.34 £
1.22, both P < 0.05); the expression of VEGF was
down-regulated compared with control group
(12.24 £ 3.45 vs 44.52 £ 9.70, 39.76 £ 6.38, both P <
0.05).

CONCLUSION: Restin transfection could inhibit
BGC-803 cell growth in nude mice, which may
be related to inhibition of angiogenesis in gastric
cancer.

Key Words: Restin gene; Transfection; Stomach
neoplasm; Microvessel density; Vascular endothelial
growth factor
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it 2 ALTE K HISPSS16.040 tH i 1, St
fhi FHmean+ SDEEIR, T PERER FH BRI 25
FEOY BT RIERT I, P<0.05 0 22 A48 Ge it 2 7 L.

2 £R
2.1 BB BRI B TR S, B
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2 RT-PCRIR
IE¥E SRR BB IR 4
8. M: Marker; 1:
BEYUH: 2: 2R K

restin 4; 3. ALY

Y8 T G e Y BGC-803 41 . 5% 0% isi I 2
TN, Y 2 ORI 2 A8 A 1) Al B A A 4 £ ¢
JCHE IR, 48 hE IS ar ta s, Feged
2970%-80% ¥ 4 i & HA 2 (.58 . JiRg 4 i B
A KANA -, E53 s 40 Hu i NAZ B, IR 5
AR R AT restin il 4L TR AR B R A0
Wy 7 oKF Bk (E).

2.2 restinZA ImRNA# & ik B 41 lIBGC-803
2 IR AR VL AT A UL e, SR =41 40
LR RNA, Wi#E 5% 45 licDNA, Z.RT-PCRY 1 J,
5% IR BE LUK R, B g2 n] LT TR 29600
bplrestin H i)3E K 4417 (K2), 28 8R4 AN A fl
Ye2H R IR S 4t H .

2.3 BAAR N RIE 8 w12 dR14 dB
AT EOR, BeRh2e dfE, REERA. FRA
Y1 B L 2 A RS AR AR 23 il S42480.80 +
302.52 mm’. 2413.984+272.00 mm’. 1817.88 =+
359.31 mm’(F3), e Yol i AR/ N T A G
YRS FARGL(HIP<0.01), A3 Yed] 5233k 4l
)22 LG X UL e o h2.24 +
0.35 g+ 2.16+0.31 g. 1.59+0.39 g, #Yirestin
Y198 TN TR e Y RN S AR 41 (3P<0.01),
KRG 5 S AR A ) 22 e gt B X
e S IR 5 5 Yerestin 28 (130098 K 23 )

A 19724 Folkman
RB R
ERITET AR,
X - g T
AR I 6y IE 5
o R EAA T, A
Ft 98 4 8 7 B AL
T 64 B e i

2.
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Wi AZE 3000 —e— B — - -
B 3 2 A B o ke "ﬁf ;g;%d 4
Bk A — 2500 —a— HElrestinZl s .
FARSHE, £
HEHA, Rt \E 2000~
W, kEHE R K L
PRl R < 1500
B F e B R % 1000
RABF ISR T
&, REHE— ) 500
ENFR, A DA L
W 8 A
Wikt 12 14 16 18 ?/% 22 24 26 28

3 EREAMEEKEL

B 4 SEAivERE EH%‘X[[I]”@E(CDM x 200). A: 7kt

YU B: ZSEIARLE; C:

3.60%. 29.02%.

2.4 CD34#=VEGF MR KA B AL ¥ £k
2 AR N %, T WLCD34LE LA A R 41 i JiE
RN BTGt A oRig B, S AL G % A
MM, I U I 45 (E14), G 4M VDA
R AREFE YA R A AR A(4.254£0.29 vs 9.79+

e T

? ),‘\ .
N2 ‘;'7,:, Xiag o
: , !‘ P!

B 5 SEEIAPEHRLLRDVEGIIIZRIAI x 400). A: RiLYL
40 B: 2SR C: By,

0.94. 10.34+1.22, P<0.05); A¥EYdH 55534k
A ) () 25 e ge vk 22 = L (P>0.05). VEGFRHME
Pett R, 8 TR A s P (K5), g
restin)i, BRI A2 I VEGFRIL A ¥
YA RN 2 3R A I PR (12.24 £3.45 vs 44.52+
9.70. 39.76+6.38, P<0.05), A%k YL 2H Fnik Yuss
BARYL ) ) 22 F BT 7 L(P>0.05).

3 1Te
i Jg A KRR R LA I A 1 o A AR Y,
SRBEAT WA L P, R A A R
YR R ORI, A Ko 2 210
IR, — BAERTEL Py K R R A i, i
o 20 Bk T 4 A I T2 RS S AL I SR
JF T A A K T 3o o Y0 PR A b R 4 s
e A Ak, PR L A R RE A L i
gL S A R TR, RN

www.wjgnet.com



KEK, 5. restin RN RE SRRIEBERNI0

3717

Jitl B £ 77 4 VEGF 2 B2 1 i A KB,
A 5L ZAVEGFRT. VEGFR2454, LA
5o AL, F5 T AL P R Al T e A gk
ST AS, BG 0 TR E P, e ifn 2R i A 4
B, BT BN IR AR IS T . TR Y
FH % e DR 77 30 0L 768 A A o DR e N4 i,
AT DLTE 968 20 23] L 6] s 00 ) 008 28 i ) Tl A
S350, A PR ek S S A RS v R 2 DR B, AT
S AR g A U,

19994, Ramchandran ef a/15 5¢ & I T restin
&ML A R AR R, restinfi TIRJEX VT
Fa v AE I S S5 8k, 41 i 20 kDa, |25
AT P DL RN, AR5 P41 b5 Rz 40
FAH61%M RGN, BRI, restinfEARS AT )1
T P A0 PRI %, R i) 4 XV EG F
W LR IR LA P g A s U ko g 1 & A
R J e B FLAT BB, AN RS AR K
B5rh, restinds DRI A A5 s B REDRE AR ARG /), ST
IR R AL A K, A irestin v BLAE #L
b A T 2 o A P R,

Rt ¢ 68 M (green fluorescent protein,
GFP)J& — M e 70 40 JL A1 43 2B P27 5 1 PR RSl
rhR AR AR T R DR, BAT 2O hR A I 40 i AR
RN TR EE, T SEHAAR NI AEKEN, 5
I FR) i DT AS) S A A5 me A W 1 2 R 7y oy
WL gLk, GFPYERERSE, A REETE AN
HESATI RN, AR SR SOE A, R
T4 JFURip EGF P-restindt B i 40 il vh 1 23 1
ARG, KINE G2 )5 70%-80% 1) 41 i A th 2
{B75¢ 6, $eonrestinfe BRI P R e Rk, 0
52 3% Yerestindi K FIB G C-803 4 it e 4 ffa &
AN, B e 4 4 N AR, R IR 3L
AR

RS # B4 R pEGFP-restin( %
SR e L SR S A ) PG Al il JE, e g
BGC-803411 iy, Z:RT-PCRY" 1, 1551600 bp /i £,
B TUANSRT, R W E AR e 0% /EBGC-80341 Jifg
mRNAZK- R IEAH Y [ 55 A

FESER b, AT TR R AR B )
R, W 5% 2 G H 20 JBORE T BR BT g S R R AR
W AMEIE T, 5 LT BEHLBIREAT THIP 3. R
B P RGRE SI2 36 2 R, R oA A b e e A
(IR 250 1) 0 3.60% - 29.02%, Bifi 4 restin ik [
RIB M F85), e Ge2H e AL O IR A2, R
A RR A sz B T R, X 45
Ramchandran et a/ R ¥ 45 KA. AHFFER I,
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restin e AT AT ML P B 40 L ) 1 5, S e
FTIAE 2 A 55 A Jr e s A i 5 A AT oK.
AT — AT T 0T

e ROk IRATR I s A4k 75k, WEET
restind& A B AL MVDAVEGF 0, H
HIBFIE R I C D344 A4 2 foe BBURK IV P 1 4t i b s
WU ARSI R C D343 (6 J7 v A i 8 4141
FIMV D, JG8E T ] 3 b 5k 7~ e 4 i 18] 5 ()
T, A7 1) S s 4. BT ORI,
DRI G 1 e i A L D T R e Je A R 8
PRZH(P<0.05), restins JITRTHT A= ML A2 AT — 58
FHIVEH. VEGFRSS R SR, 75 A G4l A
TRHAEHAVEGFRIEE . A4 VEGFR LK
X, R 41235 VEGF BH P41 Mo 5035 v T4 G4l
KW restinfl A T R4 ZA VEGF IR IA,
T A fie 8 i A FH AT e B A R 41 21
VEGFEIEHI K.

BATI T4 R B oR, restind& K 5 g il
AR G, 52 MR MR AR UL BT R
e PR E 2 —.
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Abstract

AIM: To observe inhibitory effects of tripeptide
compound tyroservatide (YSV) on proliferation
of human hepatocarcinoma cell SMMC-7721,
and to apply cDNA microarray to analyze
its influence on angiogenesis-related gene
expression profile of SMMC-7721.

METHODS: a culture system of SMMC-7721
in vitro was established. The inhibitory effects
of tyroservatide on growth of SMMC-7721 was
detected using 3-(4,5-Dimethylthiazol-2-yl)-2,5-

www.wjgnet.com

diphenyltetrazolium bromide (MTT) colorimet-
ric assay. Gene expression profile of SMMC-7721
was detected by Oligo angiogenesis microarray
analysis. Semi-quantitative reverse transcription-
polymerase chain reaction (RT-PCR) was used
to verify the results of the specific genes.

RESULTS: YSV significantly inhibited the
growth of SMMC-7721; the proliferative inhibi-
tion rate was 42.34%, when YSV was used for 72
hours at concentration of 10 mg/L. The differ-
ence was significant compared with the control
group (P < 0.05). After YSV treatment, 7 genes
were down-regulated at least 0.667 fold among a
total of 113 angiogenesis genes, compared with
control group. YSV significantly inhibited the
gene expression of angiogenesis factors such as
vascular endothelial growth factor (VEGF) and
interleukin-8 (IL-8) confirmed by RT-PCR.

CONCLUSION: YSV could significantly in-
hibit the growth of human hepatocarcinoma
SMMC-7721 in vitro, and down-regulate expres-
sion of angiogenesis factors at genetic level.

Key Words: Tyroservatide; cDNA microarray;
SMMC-7721; Vascular endothelial growth factor;
Interleukin-8
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| L e SMMC-7721 2 2 Ve R JG fo /8 A AR R A B RIS EZ M, A I 22 250K B i 98 76 LI i

N TF R A — R
R ZAEMFE
QERON I/
HEMRESG. %
Kk &, Bk
FLHKR, S hE
EMRK. @R
F AL Bk Bk Ae 31
&% RE. RS
J& % ARAE Ry @,
LB REI—A
KRR AT AR
F s A K
(LFIEM. AKX
W REIE).

Wi £ E

W 5 % Jia et al
BF 7 ALY SV il
it h) AT R e
JABEL-74023%
7. AR m AR,
W Ao Bk I B 4
oL 2m LR 6 %R
. E B m
MR, Rk
RARFIIBAER.

FA G £ F AL, BB S ART-PCRY i ik
Fa % A A 6 EGA

LZEE: YSVAL 2 W4 AT ESMMC-77214)
4K, 10 mg/L YSVAE A 72 h*f SMMC-7721#9
3G 58 ) R A A2.34%, 5 AT RR 4L ERA it
2 L (P<0.05). 113/ 0% A R A8 % L R
P YSVZLAR AT R 4E, KB TFR0.66745 0 B
9 A TA. RT-PCRAEKA FA-F LIEELYSViE
2 EIpH) g A KB F(VEGF) @ i-%
8(IL-8)#) & ik .

£54i8: YSV RSN RE 95 254 0 AT % 28 e,
SMMC-7721% £ %, jFae £ X BH KT L TR
P 923 2 Ji dn B 2 ps AR 5 ) T 9 KA

FET): B4 4Rk, cDNATEPES]; SMMC-7721; Ifi
FENREKETF BHES

KT, T, X8, &, RER, 5, 2EER. BT
FHEMIRSMMC-7721 IMEEAMERERKRIXEVRIN. HR
LENEIZYE 2008; 16(33): 3719-3723
http://www.wjgnet.com/1009-3079/16/3719.asp

0315

J5 R M JFERR (2 2k JE A0 B, DA AR g ) A
T g L ) R, BRI 1 2
o A ERHT R T SR B (155 %, 99 JEZRAEIE P 55
PR HESS AT, Lot RS AN SRR Y)
Bt 32 B VAT vk, BT ARE A
KR, A TARIERIAGES N, AR
Z BHIHS W ST Er, B FAR
LB 5 L 30% A 40, RGN i & 1k
I7 5 A IR AR I 6o FEF 9 1 B A 2 b,
I T 2 B B, SR R (KRR LA
JHF S e e v P 3 2 24 A A7 e T R o A A2 e 1)
)L NGy TR AT AR A TR IR
KAEY, A2 MEEN . ZIRPUER. PR
EZ/ NIV IR0 ) N PSR - 1Y) BN
2 KA. AEPUI R 22 KB 9 5 T, C4 R —
ANTSIRFE A P AT DL 2 o e A K (L il
B KR IR AT ST N 1 = A
Vs 22 4k (tyroservatide, YSV) i = MR LR
%, b2 85 M 2 O L- IR R IR -L- 22 J IR -L-40
IR, 73 T8 0 C L H N Oy, AR 731 TR
367.40 Da. TATMELY SVAFARSNS F7 19 N T
MHISMMC-7721 A KAWHIE R, I I FH PR
F ARSI HTY S VRE A5 40 P if 55 AR oA G

WFFTSL LT 1 %

1 MRS
1.1 A4 Y SV ERIIFREE 2500 A B2 w42
fit, RPMI Medium 16403577 M /N L3 50
H Gibco A 7], MTTI H SIGMAIR 7 22 ] . 4l bk
h 2 B e B e S E U 25 K
JE AN ISMMC-7721.
12 7%
1.2.1 @i N4 fSMMC-7721% H
100 mL/L FBSIURPMI 1640557535577, 950
mL/LIZJE, 50 mL/L CO,, 37°C. Bt 40 444k
B IR R AR, kA KRS, b T A
I 4 M AT S5
1.2.2 MTT® € : SMMC-7721/47100 mL/L FBS
IRPMI 164055 72 EERBE 1 X 107/L, 43 il #Ff
T964L40 M3 =M, 20004 /4L, FE4LIUANE
FL, 40 M EE24 WG INNAH I 254). S8 7y 21 2
YT, 299348 H 75100 mL/L FBSI¥RPMI
164055 TR RE, NG Hu s Fobi, Y SVIRZE
WHESYH240.015 0.1, 1.0, 10, 100 mg/L,
£00.2 mL. BPEXT BEZH, In A SE A FA50 mL/L FBS
FIRPMI 164055773, 50 mL/L CO,, 37 C 44+ F,
9124, 48, 72 hE HEATMTTHLM, $/Ed4«
T AUl B S EAT, AR A i AN R A FH I
()~ 2 ML PRI IR (A o), T S 22 BTN T
FESMM C-772 1K 52 e O % . 41612
= (O} HR LA 4oo-ZIMN LA 100)/ 5T BRALA 450 X 100% .
1.2.3 ARG H 48 & (DEEARNAREE: 1
HUOMHRZH A Y SV(10, 100 mg/LYEH]72 h)1254)
TR, FEOMRE S 201X 10°-1 X 10740, Jin
A1 mLEFJRNA#IHE I TRIZol(Invitrogen, Inc.
Carlsbad, CA, USA). Q)FEARNAFTHATI: {5
FNanodropll 2 RN AZE /3 Y 11260 280
1230 nmWORAE, CAUE S B IR VP Al 2
FH PR RS o K 7 A7 A e T B e P PR UK, A
TIRN AL K e etk (3) il A4 EArid it
cRNA#RE: KA SuperArray 2y @) [ Truelabeling-
AMP ™MZMERNAY IR & A R bRl
ICRNATRER, A4 FEARNAMEAT 5% WY
e DNA; 7EW 56 OV TR ITARN A 16 2%
M, A ERRIC U TP SRR AW, &
FCEPZAR L I RNAYRE; ffHSuper Array
Grade cRNAZELIAF G AL RNAKREN. (4).65
PAL: KA RN AIRET fEGE Ahy b4 A8 Wi
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KT, &F. BRI AFHBBIESMMC-7721 MBS B ERRIAEH=0 3721
R 1 RT-PCRS ¥R Mgt WA # & 5

2R S14(5'-3) BRWNEE(C) [EHA Kihbp)

B—actin Sense: ATGGAAGAAGAAATCGCCGC 55 30 287
Antisense: ACACGCAGCTCGTTGTAGAA

VEGF Sense: GCAGAAGGAGGAGGGCAGAATC 60 40 149
Antisense: GGCACACAGGATGGCTTGAAG

IL-8 Sense: CAAACCTTTCCACCCCAAAT 56 30 197

Antisense: CAAACCTTTCCACCCCAAAT

® 2 BREYSVIHEIMNEF AFFEMBIRSMMC-772187
HOHIZR (%)

R 3 YSV(10 mg/L)72 hBs XS ARFEEARIRSMMC-772110E

ERARRERRIENFIN

YSV(mg/l)  24h 48 h 72h Symbol YSv pef=tic| YSV/X$884R
0.01 427+051  463+0.76  4.66+1.00 ccL 0.0881 0.1387 0.6350
0.1 1343+1.48 1573+1.08 19.53+1.63 FGF6 0.0061 0.0093 0.6631
1.0 18.27+131 20.03+0.78 24.74+1.31 IL8 0.0056 0.0172 0.3263
100  27.62+1.15° 38.64+0.85° 42.34+193 IL10 0.0061 0.0100 0.6059
100.0  24.00+0.99 31.59+1.72 34.94+158 NUDT6 0.0437 0.1177 0.3717
VEGF 0.0188 0.1121 0.1684
55<0.05 vs 72 h. VG5Q 0.0936 0.2055 0.4557

ZAF T 5 PTIEREIOligo GEArray 241 F Z4AL.
GV R IR cRNAGEN 55/ 4228 )5, n
NS R SR RE R ) B P W PR I (A P) S Ak 27 Rl
JEE B, XL P Mg A R b s a5 2R
(6) MG RAR 584 0T X-SF i B A, %
JB v B SR AT i T e 4 I FETIFF
R B R SO O AE, AT IC E A GE Array
Expression Analysis SuiteX [ 45 54 2517 5¢ 241
7 Bl 3 Hr.
1.2.4 RT-PCRZ 4 MY SV AF A 5 40 il o 7 &
AR R IR AR 0 Fea: PTG YSV 10
mg/L, £ 172 hify 2581 B4 S IR 4, RT-
PCRIUFERIINY S VA v %k i 8 4 i i 5 74 B
AHIGIE [RMR L 2B K ¥ (vascular endothelial
growth factor, VEGF) KIL-83 1A 5% M. i H
TRIzol(Invitrogen, Inc. Carlsbad, CA, USA)#HL
IR 4 B ) ARNA, HReverse Transcription
System(Promega, Inc. Madison, WI, USA)¥ 14
IR FImRNA, RT-PCR I 41 K 51 )7
FINARL. NHI20 @/LECRERE B oIk PCR™ ),
100 mV4E & Hpk40min, 7E58MT R LS B
PAB-actinf 2 N2 [, ASEIER/B-actin K J& LU A
YE I mRNA A Ik .

Giit £ A0HE N HSPSSILSG il i AE AT
30T, MTTSE5 245 imean = SDE R, N J7
Z O MITIRGET S A E R, P<0.0529F 4iit %
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AR EYREGEArray Expression Analysis SuiteZ)4T, AT
0.66718LL EAESINE

B, AN IEERHGEArray Expression
Analysis SuiteX] 3R Hols AT 70 4

2 R

2.1 YSVA AN & @mMSMMC-7721 4 % 69 %
e ANERBEY S VAR A [R] I B A JH i 4 i
SMMC-7721 ¥4 — & Bl diE H, 55Xt gt
A M2 5 (P<0.05); YSVAEI72 hifd &%k
JEE KT Jiev g 4t it 1 10 1) 4 FH ek W A, R AE 7
10 mg/LI, FWii 26 n] LLIA $42.34%(5K2).

22 fEARAMMKARGHEMNLER HHZES
B GEArray &I 73 ML B/ (GEArray Expres-
sion Analysis Suite)lf &K FETIFFAg 2 & 1 1
i 2 45 Ky B B DA B S S5 R =414
LA AR A L PR Rl 25 SR B Y SV (10
mg/L, 72 h)Z1 55 AL LLER, 746 i
0.667LL_(£3); YSV(100 mg/L, 72 h)Z 5%}
YLE A, 6N N i0.6671% LL L (FK4). T
VEGFSIL-8 N i A W e, Jfuk— Pl RT-
PCRAF3| T %k,

2.3 RT-PCREFEZ R NI UFFE L v [ 45 28,
IEHNVEGFFIIL-8IX AN 2 5t 4 25 IR A2 L7 A
K, B HRT-PCRVEGEATIRAIE. 5 AP 45 1
—5, YSV 10 mg/L, 1EH72 h/i5 o] LA 5 b 361

T % f B E AR
T, de e A R,
BT AL AR
w8, T i e e
FEAEH —HF %
ERE, AP EE
) A R A8 LB
HAEKME., 45
TR %
EXVEZ RN
Ji Ak kA )
S LGP AT
Euy A KT A
T 09 % T B A
7RG E L, AFFR
ERR B o A
R 2 A 4 e
SMMC-77214 47
) A4E R SR AT 2
2o A AE R
PR F S AN
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iR EE

AL ERIEET
Bk 22 40 BK A 45 1K
1 k) BT % 2m A6
P2 o B A R AR R
ey Ak, AEk
Y BRI T R
# s R R 4
A — B E L
E I,

& 4 YSV(100 mg/L)72 hBt N AFFEEBIRSMMC-7721IME

LA RERRIARIFN

Symbol YSV XI024A YSV/X8B4R
CCL11 0.0680 0.1387 0.4903
CXCL2 0.0901 0.1667 0.5750
IL8 0.0072 0.0172 0.4201
IL10 0.0065 0.0101 0.6442
NUDT6 0.0580 0.1177 0.4901
VEGF 0.0275 0.1121 0.2453

BFRfCEYRLEGEArray Expression Analysis Suite3747, BA T3
0.667f5L ENESIRE

JI 9% 41 i VEGF RITIL-8 mRNA L ([&1).

3 e
JFF 440 B g A2 — o 22 10 7SI i, b 325 )
ML Rk R AT A Kt . BB L R iz
(V)25 4 2 R R K o S . R 10 7 A e IR %
AR A A BRI E AT YEH, VEGF#
A A2 R 20 2 Hp g o ) R I AR K R
A1 JFF AT by JFFREH, 1) JEF988 1) 68 0 B R 85 P9 1
Az R R A R <A T, Poon er /™ R IR
RN I i B AR MLV TP s VR BV E G F AT IR
93 B HE R R B AN e 4 . PN BB . K
1278, MR or 1 S0 B IEAH %, VEGF 51
15N B2 4 1 2 AV EGFR &5 4 A0 A P 0%
245 SHBIE K, WAKYPISK/MAPKGE %, it
MG WA T4, Li er al"™RILIF
Ji BB L35 P VEGF mRNARIA K- 5 s 41
2 PN AT A R A S IE AR %, SR AN R T AE B
A A B EAE ], VEGFIAE—EFEE b
TR T et s kU

IL-852 CXCHEA A1 ZK 5 1K — 1, JEREIE
SIAE 22 B S A R AT SR 0 4 A AR 1
VERIM. BT 2 A0 i S IR, TL-8f 30k
U, H PR 40 23 WA FOTL -8 A AR [T T LTI
JIFF B Ik P B2 40 B R A TL-8 R LA B T Y
B 40 M (0 AR A7 RE D, AR N B A0 R AR 5 B
HE T 4 B R (IR 08, BRI I Y i A et
Ren et al'"WF 5% K DU 7 10355 FH TL-8 R 7K1
AT DL Bt e 20 28 rpo A i A B HE A
983 K% . Huang er a/t'' R 30— LLIL-8 4 41
) H B 1 8 Ao T B B N A K
R RN A K GBI R YT 2 X

A s P 2 T Sk g 82 B R, O L
TR 2 RN IR, 24N ES

Control 100 mg/L 10 mg/L

B-actin

VEGF

IL-8

B 1 RT-PCREEKHIEYSV AR MBIESMMC-7721 VEGF
5lL-8F&ik.

RpEw . ZIRPUAER PURTEZIK. O Mg
PE R RN TR 22 RN, AR 2 SR % 22 4 ik
A0 9 40 B B E L-7402 88 BURS MR (1) 4 KK
U I 400 0 e S 48 B A G B DT ) Ak, 38 A )
il g8 A AR G 3R TR 1) 3 3K R4 T i g i L
U et al"™WFFT R BLY S VIR IR 41 i
BEL-7402 5458 . AR 40 it A Ui FH AR A 96 4 ft
AR e R . SRR AR T AR
RAEGUMRAE . A4 SVAEMILHEPTEN, Jf
FHIAK T P21, P27 1K SRAMHI T 41 g
BEL-7402 4 BB R 119 A= K20 AN 3 24t
X] T 22 S TR N i 48 R SMMLC-7 72 1 1 41 i)
A FEER X L 035 AR B DGR DR 2 TK 11 52 .
PARAMMT TS5 25 W 7R I 22 G iR R % i 25 4 6l
Jiev e 40 %) A K, 2 FH 2550050 10 mg/L, A I
[f]72 hisf, $06RAT1542.34%, 50 BALHIEL L
CENIE -9

TEUESEY SV 40 flu SMM C-7721 2554
(AT b, FRATT Y A A5 A= AR G RS
Y SV A 41 i SMMC-772 1 1L/ A= Jl b 5%
SEPR IR A5, 1%KL /& 55 [E SuperArray
AFVEFE I I RE o RIE RS B, I 51 4
ARG E B 5 M Bl s HLEs &, »
DAKR 25 96 K B2 6 & P IR AR ) 2 b G )
IR IR], OB AR BRI B2 T A fih
b5 i B DRSS v R AR T DO st £ TS B 7
RSy ER R SR G o L I, FRAr T mp
DS )y B 43 S HE DR 1) &5 SR LU A o) 25k DT ]
HEAT JR TR 12 1 R . JRDRE v 5 )
IR, TRV A2 A G SE R, YSV4L(10
mg/L, 72 h)yAHX T A, T iH0.66715 L LA
TANIEA, 405 JECCLIT. FGF6. IL-8. IL-10.
NUDT6. VEGF. VG5Q, 4 4 il 4% AE s 5%
FEDR, Horp 22 e W E R A VEGF HIL-8.

Y SV REMEESE R AP b 400 JFF s 40 B i 5
A ARG F IR IE, W HE— BT Y SVELT
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L5 2 RO DG S DR 1 2 08 45 & LA A L
ok = A SMMC-772 1 ARIVE . % T B 44
S R R, AR Y S VAR (R 4T it A A AR
FIEA A7 T B R AL (R UE S
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Abstract

AIM: To detect the expression of HBV pre-X and
screen the different gene expression in HepG2
cells transfected with HBV pre-X using gene
chip technology.

METHODS: The expressive vector of pcDNA3.1-
myc-his-HBV pre-X was transfected into HepG2
cell line. The expression of HBV pre-X protein
was observed by western-blotting method.
c¢DNA microarray technique was applied to de-
tect the differentially expressed genes in HepG2
transfected either with pcDNA3.1-myc-his-HBV
pre-X or with pcDNA3.1-myc-his.

RESULTS: The expressive vector was confirmed

by restriction enzyme digestion. The expression
of HBV pre-X protein was confirmed by west-
ern-blotting method. High quality mRNA and
c¢DNA was prepared and successful microarray
screening was conducted. Based on the scanning
results, 200 genes were found to be up-regulated
and 62 genes down-regulated in HepG2 cell line
transfected with HBV pre-X.

CONCLUSION: cDNA microarray technology
is successfully used to screen the genes differen-
tially expressed in HepG2 cell line transfected
with HBV pre-X, which may bring some new
clues for studying the molecular biology mecha-
nism of hepatitis B virus with metabolic diseases.

Key Words: HBV pre-X; HepG2 cell; Microarray; Dif-
ferential expression gene
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Bry: % mHBV pre-X & A4 k& Hhpe
DNA3.1-myc-his -HBV pre-X# % #9HepG24a
e o Ak 5F i R 2P a9 R AR K £ F AR
AR

Frik: ¥y ey A &K B AkpcDNA3. 1-myc-
his-HBV pre-X4% £ HepG24m i )5 & & F. 2 P
M), FrpcDNA3.1-myc-his-HBV pre-X#=
pcDNA3.1-myc-his# &4 5] 4 F£Hep G228 it
)&, FBmRNAJG i# 3% % % cDNA, 12 A R &
KSR RO EFRE AR,

R ME A REBEARZEApa l . BsrXl
M B2, 3 FHepG24a i 5 HBV pre-X k&
K2E G RILIPIEIER; ZABKKEER
ST R I, P R R EGA KR 23 LR A TR
59 27 200/ F2 62/

ZEif: 7 AHBV pre-X4% £ HepG22m itz 49X,
WA £ F R, R ) TRAT SR e
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HB VLR 2 K55 th 4 FF IS HESE(ORF), 4
M4 S, C. Py XX 4MORFHERILM
AR K EAT, fEXFER Z 7 fE{E—ORF,
K FE168 bp, Zifh561 2 FEMR ik (aa), 4R
H-X(pre-X)X ™. i -X 5 XL K 2 A1 BAT & 1 H %
1, [r-X X i 28 5L R 5 X8 I il G R0k, P
5 JMGLGY WPSPPAWNLCGSSADPYCGTP
SSLFCSQPVWSETYRNRQLCCPLSQIHLLS™.
FEAT-X+XFERFR X, 2K 24630 bp, gnil
2102518, HT-XIX 2 —FHB VIS UK ¢ 1
it DX, %0 S AR ad rifiLiE B A g i 4
P, {7 -XFE R ) gt 2 AT — 52 [HBV CHE R A
gk, (AN HAT 3 A s D). fEHB VL
DRI 20 5 IR T - 11T -S AT - XS DR 4 R A7 AE S
THBV DN A% %3 K7 55210 77 52 At
FUN LR HoR, fiiEHBV pre-XXHepG2
I 22 e RIS AR AR G RE IR, ik — 2B iR A
WESCHB VA HE IR« N5 7 P S5 A G 1 2 9 1)
U/ IN I e S e

1 #ERSE

1.1 A4 BEAZRIEFRipcDNA3.1-myc-his-HBV
pre-X. HepG24Hi il RA LI % /A7, %o
HH AT S RN ARG TRIZol ) 1 Gibeo
A ANRPUAPTHIsPRZE AT, 16 H SimgaA A,
AL KIEH AApcDNA3.1-myc-his-HBV pre-X#H
ARSI RAF

1.2 7k

1.2.1 HepG24m it o %5 4 Fo i i . 41 i bk HI
DMEME; 2 5(& 100 KU/LZ S5 1100
mL/L/N L) H AR 5%, f5 A K 250%-70%
fl A, SR Lipofectinfig B4y (8 4 e Iy
Z W Manitsans /715K pcDNA3. I-myc-his &
pcDNA3.1-myc-his-HBV pre-XJFukL s YL 4 ffl, &
G418 5 R Ik L85 7748 h, 2R AN M J= B L
1, H T3k =4 Western blotf il

1.2.2 HBV pre-X% & Western blot#inl: ¥ 3
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T'SDS-PAGEAZHIK, T-50 g/LIFBARTIH; =il
B2 h, IATBSTHE I FIPUACN P AL
Hishr %500k, 1 1 500%), 4CHEF 1 h, HHTBST
W PE4-61K, FFXS min, i FH TBSTHE I BiEbx
Ak 24T R IgG-HRP, 1 © 5000F88) T-30°C ik
1560 min, TBSTELVEA-5 5 JEACK 15k A,
IIAECLAG  ROGIEY), 1EX06 B, Wi,
E ] WL

1.2.3 ERNAFI: 7E35 mmbis I ML 5 BT
FeHep G241 Y, 41 M Ak K 4256 S0 I 43 51K
pcDNA3.1-myc-his ZpcDNA3.1-myc-his-HBV
pre-X#: YHep G241 Hi48 h/5 34 e, 1 i
TRIzol& | — AL A L S RN A O FEZH RIS
K4l), B S EE O BT IO A (E, FHAT
T B U e LGRS

1.2.4 mRNA#A, ARG K #&: DL
Qiagen/AA]Oligotex mRNA Midi Kitzlifh 1
mRNA, AT H KA I R 77 3k 39 4 s b il
cDNAREFIF4lifk. Cy3-dUTPARIC X 4140
ImRNA(5 pg), Cy5-dUTPERIC 5256 4144 iy
mRNA(S pg). SEEDURE G il T 228w, & A
7511720 000~ cDNA H A0 il B 28 TR
WO B AR A IR F R, A
P HE DR RIE BE DR L S8 T AR O IE R L 4 i
H TR R N B AR DGR TR AR S5 e A G
FERAE. DUEH 5 1A TPCRY 1Y, $IEJE R i
T3 X SSCH T, HCartesian’A 7] ff]Cartesian 7
500 5 FEAY K Tele Chem 2y w) [ REBEAL 3% 1 BEAT
RFE. B 4KEQ h). il T150.5 h), UV
ACHE, PR AI2 g/L SDS. JK M2 g/LIkl AL
BNV VBRAL R 10 min, T T4 H.

1.2.5 Z R k% B JE DR i R 2 A8 R AE
95 C/K NS min, KRG HE INAE LR B
I, B T60°CA44215-17 h. LLSSCHE 10 min, &
LT

1.2.6 ¥ 5 547 HGeneral ScanningA ] 11
ScanArray 30004405 7. F TSk (1) N 2
LA Cy3 M Cy SIS a3 UM 5 1B AT ¥ flig AN
B IE. HlImaGene3.08 /43 HTCy3. CySHFh2¢
A5 S BREE, T Cy5/Cy3 LA, FHIE S H 5
Wr: Cy5/Cy3>1.8, ZL 05, WonKisIG g, Cys/
Cy3<0.6, HERTEN, WRRIBIT.

2 B8

2.1 A A% & A B ARpcDNA3. 1-myc-his-HBV pre-X
BN ARIA FRipcDNA3. 1-myc-his-HBV pre-X, 4%
PeiiApa 1 « Bse XDWFEY) 4 (E D).
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% 7 @ o9 B 50
FAFINER, 2
Xk AE A AL A
.

W £ B8

A %HBV pre-X
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FIRH KA, A
TH5 %M AHF
WA KW S A
ERAAELEN R
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523 GenBank mBER Cy5/Cy3
1 NM_000209.1 Homo sapiens insulin promoter factor 1(IPF1) 2.045
2 BQ549626 Human insulinoma Homo sapiens cDNA clone 2.019
3 NM_018690 Homo sapiens apolipoprotein B48 receptor(apoB48R) 2.693
4 NM_005108.2 Homo sapiens xylulokinase homolog(H.influenzae)(xyIB) 2.043

® 2 REBERBNEEER

A= GenBank meEl Cy5/Cy3
1 NM_001506.1 Homo sapiens G protein—coupled receptor 32(GPR32) 0.318
2 NM_007193.3 Homo sapiens annexin AT0(ANXA10) 0.408
3 NM_000860.3 Homo sapiens hydroxyprostaglandin dehydrogenase 0.489
15—(NAD) (HPGD)
1 pcDNA3.1- 2 pcDNA3.1-myc-
myc-his—HBV hisBRfi R pcDNA3.1-
pre-XZ X EgtDE myc—his—HBV pre-X[&|
TE. M: Marker; 1: *ﬁg'g%HEPGZiH]ﬂEEE
pcDNA3.1-myc— BRRENDNEE. 1:
his—HBV pre—X%£% pcDNA3.1-myc—his; 2:
PUHTIEESE . pcDNA3.1—-myc—his—HBV
250 bp pre—X.
100 bp

2.2 AA kA HApcDNA3. I-myc-hisHe
pcDNA3.1-myc-his-HBV pre-X4 5 # % HepG2
ML), 2% 8 IR A 4 R Hep G241 i
PR DMEMER: F: 364557, 15 4R K 3150%-70% 5l
i}, Lipofectin/li B4 K pcDNA3.1-myc-his
JepcDNA3.1-myc-his-HBV pre-X i 43 7| % G
FHep G240 i, 557748 h)m SR 40 o J= BY -3
+T-SDS-PAGEJi Hi ¥k, Western blotf il (£]2).

2.3 BRNASRI 7E35 mmy 5 ML A 5%
FEHep G241 i, 4 M A= 4 2 % B I 43 ) K
pcDNA3.1-myc-his XpcDNA3.1-myc-his-HBV
pre-X45 44N 148 h)m Wk 4 g, 18 ] TRIzolix 71
BRI RN A, B IR R BRI H vk AT AL
28S. 18S K 8S4(1%13).

2.4 £+ FER R A LR RIEKEBE L
FUR 53 5122004 F1624, Jil B QI AH 56
BERE WK 1-2.

3 e
KERG T Z2op R HBVIEY A G AT

B 3 pcDNA3.1-
myc-his K &
28S  pcDNA3.1-myc-his-
HBV pre-XFHI4 3l
B HepG2MBBWE
185 2ENERNALR. 1:
pcDNA3.1-myc—his;
2: pcDNA3.1-myc—
his—HBV pre—X.

FUE A LR B RZ T BRI =R B R
i~ MR TSR P, X" HBV 58 K
i~ MRS R B B A R R DIAH
K Custro et al'"™RiE, B N1 LTATH 27
B DRI 100 KR N 25%, F 3l AR R 05 R 11
Afir. R I R L8R (1) 993 491 0% ) B2 s 2 R B PR
BFHHB VG2 W m A, gk 2 8
98 S 2 TROHE PR s AR Y 35 v T A,
FKIHHB V505 R (1) & A A S i AH O, 3
HB V3 S00E R SEAR U i &2 R 53
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THEYEENLEI ARG, WFER W CHPR R
-XHE R AEE S HB VIR AR 588 F 6, X Fh
SEARAE P (1) JFF W 95 A8 e mT DA 2. ()
I, J7-XIE R AEEABE G A 15 L, fEHBV C
TR G PR P S i G i T - XX Ji D] 2 S AP
— C/TH e AL B C/A” — TR e AR L — 58
MBAL. B/CEIARRGISHT-XIX H A, FEKA
WSRAF AR, AE AL AL HBY DNA
FH A AU H C C i % P 3 2l 28 15 T -XAE IR, [,
2t e, AT-XFERAEHCCHE h R Ik R ]
m et R R, R REER, B
TESI AN RN B, AT -X AR R IE AR ), 4
JNHT-XFER AT B8 T HCC ) & A 3 DA 5, ik
—IPHFFCUE S AT-X3E R M g iS fEHC C 3
HAHw e, HRE5EHPEN. T, &
i 2 2 HIFEAR(HBV DNA. HBeAgPHER).
ALT/K V- AFPPHPER SR RAH O HR AR JC W] 2
KR BEREXUINAZ R SNR I LR 4
X R 4 ) P 2 11 905 T - X R 4 B 119 4 11 0
FAEAREAE ], X X8 A EYF SRS
PR TR T ik, U FSTHB Y
pre-X# YeHep G241 il J5 1) 2 S 4 I8 JE A, KR
NBIFFCAR G (A LR AT 4 S B 3 X
ARME ST FH LIS 1S BRI IEHBV pre-X#
PeHepG24H it v 1) 22 S Rk BE K, I IA20 0004~
FE DR R i 2624 22 S R IA I BE R, 3[R
IS 2 FRAT RN B 530 & 200/ Fl62
AN, X ECSE R K A S S S AR
Jip R A A 4 IR TS 2 AN, X 5 HBV
pre-X AP D fig 5 DIAH G,

P At — REEWELSGEA, 25
BRI E A R, IR (T ATO(ANX10)
S 2 HE ek B AR D 1R T R R S BT
G AE BON R R 5 R e T 9 4 2 ] LUAS: )
FIANXI0MFRIE. ANXI0MFRIE RS 5k
JHE(HCO) R A R KGN RS KR
DI, XA Ae o SR Pk R R R VA T e T —
FABAE I B BATWFURIL: HBV pre-X{E
Hep G241 il Hh ] LA RN IHANX 10/ £k, i
WHCCHIRAE . K&, IEF4i i F. A
K W: apoB48R 5 BN IKBEFEAEAY, 5y JIH [ e 1t o
80 LA 0 TR R A B DDA G, EEHLAI T R S
apoB4SRIL KA FF IR 741 i A A7 121, FRAT 1
5 RIHBYV pre-X7EHep G241 it FifApoB48
ZAK, JORHBV pre-X 1] G623 58 R 8 (10314
WA, 1K ] RE NE ARG D7 2 DI AH O, 3.
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AIWF5E 0 % MHBYV pre-X{EHep G241 i 1 i
i 5 AR L(IPF L) AR EDHSET(xy1B) )2
B iy F R S R ) AR08, UEHHBY pre-Xnl g2 Y
TR 40 B A T Y R, ARSI
WHBV pre-X#AHepG241 i 7 n] LA R G (14
B2 AA32(GPR32) (L e it 3 45 2 AR A il ik A1
R PR FEATH IR R I M 1 5(HPGD) ik, 1
FOKR TR REL S AT B PR S AR
PRI TE A %, X UL HBY pre-X Al e L
THF A0 MRS AR I Y. DL gt B A 5%
WA 7R T RS A ST 7 ) AR %, FRATI 002k
— RN E .

fitt, AT PAHES: HB Vpre-X&6 4 IT 41 il 5
T Ik A Y. R 5 0 B nT DL B e R T
REJE PRI R IA 7K 1 SR (BB R ), SO A
G i 1) A D RE R AR, (R e — R A AR R
TR AR, W JBE i 208, WEPR W, Py A, R
HBYV pre-XAH &A% i 15 J HAR 5 3 3 AL
H RTAT v A B, A R IR AT

M2, FAITEE THBV pre-X# YeHepG2
M) 2 R RIB RN G R, &5 2 MY
LR ) 22 Rk DR A A7 A W) W i) ik 22 e,
BE MG ST MgE S . BERAR
U A0 PR TN R e A S DA DG, ARSI
S5 RN P THBYV pre-XAE 4 i A 56
A G R e AR 5 B LR AL T R S
fili, JLILAEHBY pre-X-5¥05 . ARAARGAR M7
T L S
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Abstract

AIM: To explore the mechanism of glutamine
(GLN) underlying maintenance of intestinal
barrier permeability.

METHODS: Caco-2 cells were placed on Tran-
swell filters and grown in a culture medium
composed of DMEM with indicated concentra-
tion of GLN (0, 0.1, 1, 4 mmol/L) for 21 days
before treatment. Next, transepithelial electrical
resistance (TEER) was measured. The localiza-
tion and expression of tight junction (TJ) protein
occludin were measured under immunofluo-
rescence light microscopy. Cells were lysed into
detergent-soluble and -insoluble protein frac-
tions and the expression of active or non active
occludin protein were measured using western
blot.

RESULTS: Transepithelial electrical resistance

www.wjgnet.com

was significantly raised following GLN supple-
mentation compared with 0 mmol/L GLN
group (21.4+0.1,124.5+0.3,173.6 +0.2vs 11.3 =
0.3, P < 0.05). Immunofluorescence test showed
that occludin protein was localized in cytoplasm,
with increasing GLN, positive occludin ap-
peared as continuous belt-like structures encircl-
ing the cells at the apical cellular junctions in 0
mmol/L GLN group. GLN deprivation did not
affect 65-kDa occludin expression, but 85- kDa
occludin expression was down-regulated (1.04 +
0.03,1.17 +£0.04, 1.29 + 0.03, 1.43 + 0.06, P < 0.05).

CONCLUSION: Deprivation of glutamine de-
creases active occludin protein expression and
increases the intestinal barrier permeability,
which is partially reversible with GLN supple-
mentation.

Key Words: Glutamine; Intestinal barrier; Tight
junction protein

Cui W, Wen Y, Dong YL, Liu P. Effect of glutamine on
intestinal epithelial barrier permeability in vitro. Shijie
Huaren Xiaohua Zazhi 2008; 16(33): 3729-3733
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BB 355 5 ZUBL I AR 37 1 25 I8 BT o 4k
A R AL

J7ik: Caco-228 HL(20-304%) B A A 1 B ik
FBARBERE(0. 0.1. 1. 4 mmol/L)Y¥ DMEM
¥ Fcik fE Transwell L35 7721 d, #m35 £k &
Fe R, RRALEHRNEFELES
occludin® 4L, FKik. B KR 2k H &
NP-40 T /AR RIAEEE GIELR, 53375
6 PP 1T 2 S AR M A JE 7 occludin® & 49
FaxAE.

8. 50 mmol/L GLN4Lt4, 4 A GLNJG,
¥ Lo b A 2% (21.440.1, 124.54+0.3,
173.64+0.2 vs 11.340.3, ¥P<0.05). %% %
B4 & 5T JL0 mmmol/L GLN%Eoccludin 2 H
KA T oo N, K& GLNGEE 69 38 m,
occludinla b 38 6 3 & 2 3% fm IOt - Ar i 5
KM . GLN#:Z R %65 kDa occludin
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mia £ B8
KAEF et alik 3%
%K B R K
R, b &
[
occludin, ZO-1%
FEEBESTE
G F#mRNA# &
K.

&G W &G, {248 A1K85 kDa occludin & #9
/%&ii(l.04i0.03, 1.1740.04, 1.294+0.03, 1.43
+0.06, P<0.05).

it SRABERZ G R VY EREEEE
FEaoccludin® Rk, 3¢y b & 4 o - 28
M, AN FUGLNAE 4% PRI 3X 2o 7

XS AEBIE MRRFE REEEED

5, B, IS, Xh. SaBiRWIAINSGFR CRBRFERE
BB, WFRENENIRTE 2008; 16(33): 3729-3733
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0 31

I 2R M e e i AL A e T ) e B 917 A B B, g
BUAR 55 i 38 1R A0 U 40 5 e 128 T oK. T
I LA e i T e e TR AR ) Rl 2 i b R
20 1 1) FAT e M ) B X, P T A0 i 5% 1)
B, A4S b R A AR B SRR A IR
Yok PR L. (E AR B D0 T (BCIRLAE
Pty SRR R 5%), BEERIUR, A
W BE SRR H ) O L i R R B RN IfiL
WRG, 5145 RIE R VLG E(systemic
inflammatory response syndrome, SIRS)H- %
T IRE LR A G A DR A 1 N e
e )7 A4 H A R, RE et i b pe 4 g
ST, WD v e E Y, A LR 1 £ AL
AR, BWIEENERE RS SR
TR 2 T Jo R L DR AP D e A AR DL AT, PR, AR S
I H] Caco-241 il ST AR A i b e 40 i Jie B A,
WG Z RN 1 e 2 i e e A 375 P % %
HEREH FloccludinfB B0, AR 23 2 B i%
Jo Rl AR AP A FH I,

1 #RRA

1.1 ## DMEM i85 75 5, FBSIE [ 56 [H
Gibco-BRLA v, A4 ifi 2 KW [ 55 [E Hyclone
/AT, L-GLNIW [ 56 [F Sigma’/s 1, fdbtoccludin
%2 T BEPUAIY A 25 M Zymed A 7], FITCHRIC I
PioulgGI B AL Az a2 ).

12 7%

1.2.1 Z@pa3EiR A 448 Caco-240 ik IE T A K
W g 4 J, T o A A R T R A L. e
S RIFCaco-241 fa #: 7 T TranswellfR
(FLA23 pum, HRUBEHA0.6 cm®), Bfha 4S5
X10%em?®. SZU6 5 R A4, SRULAN M N A
200 mL/LAAZFIIGE . 10 g/LARo T 5 JL i Al

B F-BERE Z NPT DM EME; F530, 1H 2
AANFERRJE A 2 BE (0. 0.1, 1. 4 mmol/L)
7E37°C. 50 mL/L CO, %M1 FREATHE R, B K Ht
Wi(Transwell 2 IIA100 pLE TR, FIEMA
600 pLE7FRM0), 815 BB g g i A KA
DL, [AJ I e 5 1 57 H P (transepithelial electrical
resistance, TEER). 535 4 B d 0 T/ FL
MM EE TR D, BEFRR) b, AR KT dAA 40 ik
B 70%Fl 5 5 BEAT e S H A ENTE AR AL
Tolr sz 6 1) 30 By 28 /b — A A [FAR 40 B k4T

1.2.2 ¥ b b paeml 2 (R4 A Kb R v,
H N HEVOMIl i &4 41 M TEER{A, H A&
SEJTVES IR SCHR[12]. 49 PR EA B HERf 1, 4
AN FREAETE 2 S R (37°C)HEAT, B4 Transwell
BIIUCAN IR J7 1] () = A 5, BEAIIE 39k, HP 2
{E e LA Transwell [P A, B A ZAFE S TEER
i, LAQecm’FE 7~ A N Transwel A&t B
—ZMTEER, HIAHETEER(Qecm?) = FEASE
JITEER-7¥ [ %] f TEER.

1.2.3 Sk &0 WA fusemh T a5 3 b,
AN AR BEAT 24 e DM EMES F23, £ 4
AR Rl 5 I8 70% Ao A, HUHE 5 35, PBSERE3
W(EER10 min), 37 g/LFFEE[ €15 min, PBSE
Uk, IAN0.5% Triton X-1004L710 min, PBSEVE,
100 mL/L/NA= I F R 3L hy, IO EE A
1 : 501112 il Sl BloccludingifA, 4°Cid i, PBS
BRI FITCRR i 1) E 51 0lgGPiiA37°C 1
h, FHHPBSERDE, 280K UGG I H s Fr, 26
W L.

1.2.4 NP-40 7T A MR R & G AE 22 69 5 &
Z: WSCHR[13] % 4140 i FHUKPB SUE3 ik, SR )5
FINP-40% (1 24/##(25 mmol/L HEPES, pH
7.4, 150 mmol/L NaCl, 4 mmol/L EDTA, 1%
Nonidet P-40, 25 mmol/L NaF, 1 mmol/L Na;VO,,
10 mmol/L sodium pyrophosphate, 1 mmol/L
PMSF)VK_FZ4f# 40320 min, 4°C Z.0212000 g
30 min, [iEEIANP-40R[ SRR, HB 2
fIMicrotubeN. FlRUTUEN HSDSH 1 24f#
(25 mmol/L HEPES, pH7.4, 4 mmol/L EDTA, 10
g/L SDS, 25 mmol/L NaF, 1 mmol/L Na,;VO,, 10
mmol/L sodium pyrophosphate, | mmol/L PMSF)
UK EZRAN 20 min, 4B FEBRMES sX 5K, 4°C
#0212000 g 30 min, i3 EIFHIANP-40A %
PEEEE, KHBCAZ &AM T e &, HZ&
TR 7KK 2 R ot U AT R B, i A AH ] AR A
REGE PR, K S mindE AT R AR

www.wjgnet.com



£ER, & SaFRNARINEAD RMBRFEEESE VI 3731
1.2.5 Western blot: SEAMEAIAE 5 8 (2150 200 b WA #E
ng)iA780 /L SDS-PAGEREZ Ik, H1/100 V,  °E 150 b s
90 min; HLUKJF KR (I S IRAT S L, B S 100 At J Tk

. ] N - B R L FEH

JES0V, 2 hy BUIRWIRIEA2 b, IMAZ SFERST & 5 a AR 42k
occludin FLfk(1 : 10004 CIIRE; SRIF A B ) - RIS
LR AL RRAC (140 ST GHUIR (1 2000)% O Nmeman 25 b A EALT
2 b, ECTR(. Up-actinfEh 2, Sl R (s
RAEFHRATRGHAT I, ocoludingk 1 5 ] CNKTERIRA, WLIRECLGREITANL TEER g
= HAoccludint K BEAH/ R —FEAB-actin K
FEfR. (1.04+0.03, 1.1740.04, 1.29+0.03, 1.4340.06,

GLAHSAALE LlmeantSDA, RISPSSI00 g 5y e S Wi i 8 3% Wloceludin 1116
%5 41 () B EAT o0 . SR DR 22 07 22 90 Fik(E3).
(AVONA)ILSD J5 7256 25 2L [ B 04 7 b At
) e 3 e

- ) RN 2 5 NSNS, G0 s 8 R 1 T LA Bl
2.1 B RBIEA I bR IRRETEERSO D 0y g5 g 20 5 e, 512 I s P 0 45 0
mmol/L GLNZICaco 2MMMIBRAT IR IMNIIINAE oo sy e, 5 5005 9 18 4 24 K634 L STR'S
K, 4B ) By A 9 2%, TEER{ETC I B T 5 (11.3 FLZE 9P ) REBERS 45 & A (multiple organ
+0.3 Qecm’); 0.1 mmol/L GLNZH Caco-241 i3 % dysfunction syndrome, MODS), 3% it T it
F221 dJe, 4R B SR A7 4E, TEER(E A BT It FHET I H i O R e . O
H(21.4£0.1 Qecm’, P<0.05), 1 mmol/L GLNZH Fi g6 ok T O g B S 1 i B B
Caco-2AIHEHFR21 A, MMLIMIBTHIR, TEERIL  spvpioh g4t b o e W O BEBRI2), 2230
1£124.54+0.3 Qecm’, 50 mmol/L GLNZH L4 B ] T, s A
GeiT ¥ F 5t (P<0.0005); 4 mmol/L GLNAICaco-2 g by i i L3k s b, i L pe 5 2 34 o2
ANMEETR21 )5, QMU CEC# R, TEERHE e gt 2 i 2 4 5 6 0E IR 7 2 & 2iE 11 Zh ER
— T, 15%0173.64+0.2 Qecm’, 50 mmol/L A5 SELDRT L o G e U L T
GLNA LL# 2 e gt 27 B X (P<0.0005, E1). GLNZE H N H AR ) 2 0 B R B R4 71,

22 B RABIEAFEEEEAoccludin®AZE ) g e s B AT . S5 KR Th Bk I 06 4 5

" 0 mmol/L GLNALRT WLANMIML T A BEAVRICIEN g 23 s i i B i A PR AR 24 L 434 R 3
PESOCH D, MREDERRAESRZ IVEDOC R, By g g 7 20, Ak 5200 RGNS S 1]

0.1 mmol/L GLNZH T4l i M ERAL P WANELSE it B 247, SR AE, FEIIAs T 1%,

BRI EHR(; 1 mmol/L GLNALAMIES: 4 35 GLNJG fig W3 WA ok BB FE BT .

A R L AR S0 A (R SR E 9O, REIRER ok i, b ORI WA 5 v R, s bk

SEHE, MUTA BITESE I JE (9%, 4 mmol/L GLN  4p it o 75 8, BEL 11 i 286 s 4 455 S 46 5 T 5501103

AN M DAL FAPE OGS 5 W Wik, FERRSE B pERn, AR I E LRI B b b ol e,

#E, M5t Ay LD BRSSO 5 (K12). Potsic er a/" " Fl| ] B i LR M 9% K A B, GLN

2.3 A RABHoccludin® & & X 6 Hoh A pskz i LIS b 401 ) S aOR, OF

HEAFES 7 ONP-40 T PE(S) HNP-40ANEYE H SR EX, #E/ RGN fext T b 5z 41 i
(DPIMHEZE A3 AT TR AL, S5 R RIINP-40 S & B L A I Be i 58— 2. I T

AIVETEAR AANAE 65 kDakh W—"Re S MEMIEE 1 B0 AFIX —HETS, FRATTIY I WF 97 5 5 4 42 57 B 1)

gkiit, W& T K IE T RIS Hoccludin - £ 4l i Caco-241 I ST ARSI b 5z 240 o i i, mi e
RIS T 22 51(0.91£0.05, 0.85+0.09, Kl TR EGLN i b S Rl B S Ko miz s s &

0.87+0.06, 0.88+0.05, 2>0.05). NP-40 RN EbrR
AH] WL 4 HR 1450, 365 kDafi85 kDa,
X4 EAT I BE A B B, Bl A 78 A Ik
JEIIBEIN, occludingk A2 & 1 2158
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RAE IR Fm
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%M Fe AR 2 R
WAL, Rk b
W EARFEE
EaUR, O
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VAR Z0-1, ZO-2,
Zo-3%, ERF 4
LR M), BT
RiEBEFOYE
BT A
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1 mmol/L GLNZH; D: 4 mmol/L GLNZH.

B 3 SEBRY
S S s —— C|din occludin%@ﬁiﬁ

BIEZ0[. S: NP—40
AN AR 1
NP—40RNEMEE
FRAR.

— —— — —

I S 4 4 s occludin

0 01 1 4
CLN(mmol/L)

AT S5 45 SR 6 WIAE GLNGRZ (155 0, Caco-2
YA BE T B % 28, TEERE LA 240 T
KA MAEAM 781 mmol/L GLNJ, Caco-241 iy
(340 Ffa (] B3 2%, TEER{E W27+, 4 mmol/L
GLNFEXFiEH S 2, S GLNW & &6
% sl b Bz 40 He R s F 3 1

TEERAE = 2 S Wiy b 5z 41 1 () 40 Jfa 5% 18
FEVE, T bR A0 ) A i 55 s R R
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ST FE R E A, HRERNZ D H
B 2 TEER I, I Hoccludindi 2k nf 5L iz
g T (08 T, DRI RAT D A
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OccludinfiEPIMIE L, B AL F1 T IR
1k, R A2 SLVEPETE 2. ERERR fhoccludin = 2
FEAET IS, AT 225N P-40th, 17 %
1B Aoccludini@ {7 140 i [A] 1) 55 %5 i e b, AN
TNP-40", LA % TNP-40 A FPERIA
WA, 7B TR BB ARAT. a5 R
WIGLN#HLZ fE S W] ik >NP-40 A Eoccludin
HAM &L, #FARGLNJE, NP-404A % Eoccludin
EENEEY] SN, $ERGLNGZ 5eE |k
RS occludint ARIE D, IX—451en]
S eiE— P F s EGLNEZ I T,
occludint [ 5 BIHIR 73 A1 T Caco-241 g fg it
W, ANREE R AR B AL RFE DI fE; #M AAGLN
Jii, occludin g 2R HT 0] 40 B i 28, s 1 i
I iy () B B IR AL, TV B e B B A

M2, GLN#k = Gefs il i b i MR
LR Hoccludinff) 5iA, 5200 5 3% B s 38,
HETT RGN b B B E R, A AGLN AR HEd
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R SR, AR b BB R E I AT
MTBL

4 2

1 Rotstein OD. Pathogenesis of multiple organ
dysfunction syndrome: gut origin, protection, and
decontamination. Surg Infect (Larchmt) 2000; 1:
217-223; discussion 223-225

2 McGuckin MA, Eri R, Simms LA, Florin TH,
Radford-Smith G. Intestinal barrier dysfunction in
inflammatory bowel diseases. Inflamm Bowel Dis
2008 Jul 11. [Epub ahead of print]

3 Xu GF, Lu Z, Gao J, Li ZS, Gong YF. Effect of
ecoimmunonutrition supports on maintenance of
integrity of intestinal mucosal barrier in severe
acute pancreatitis in dogs. Chin Med | (Engl) 2006;
119: 656-661

4 Ding LA, Li]JS, Li YS, Zhu NT, Liu FN, Tan L.
Intestinal barrier damage caused by trauma and
lipopolysaccharide. World | Gastroenterol 2004; 10:
2373-2378

5 AV REMEREREb RIS, e A
Tk 2%t 2008; 16: 3187-3191

6 LiJY,LuY, HuS, Sun D, Yao YM. Preventive effect
of glutamine on intestinal barrier dysfunction
induced by severe trauma. World | Gastroenterol
2002; 8: 168-171

7 BER EER 82, TH UG AEME TEGG
IR RER T M E R R, AR ATEAE
Z%i 2000; 8: 1093-1096

8 VK, BEE, BREL. SEBEOTVERRNE
SRR RER s DIRER SN, AR AT R
2006; 14: 1982-1986

9 Vicario M, Amat C, Rivero M, Moreté M, Pelegri
C. Dietary glutamine affects mucosal functions in
rats with mild DSS-induced colitis. | Nutr 2007; 137:
1931-1937

10  Salman B, Oguz M, Akmansu M, Bebitoglu I, Akca
G, Sultan N, Emre U, Kerem M, Yilmaz U. Effect of
timing of glutamine-enriched enteral nutrition on
intestinal damage caused by irradiation. Adv Ther
2007; 24: 648-661

11  Wojtun S, Gil ], Blaszak A. [Dietary treatment in
acute pancreatitis] Pol Merkur Lekarski 2007; 22:
469-473

12 Schmitz H, Fromm M, Bentzel C]J, Scholz P,
Detjen K, Mankertz ], Bode H, Epple HJ, Riecken
EO, Schulzke JD. Tumor necrosis factor-alpha
(TNFalpha) regulates the epithelial barrier in the
human intestinal cell line HT-29/B6. | Cell Sci 1999;
112 (Pt 1): 137-146

13  Sakakibara A, Furuse M, Saitou M, Ando-

www.wjgnet.com



ER 5 O2aBRWAINSTTR ERBRER SN0 3733
Akatsuka Y, Tsukita S. Possible involvement of Hepatobiliary Pancreat Surg 2002; 9: 490-496 CaRaRc Xt
phosphorylation of occludin in tight junction 25 Rupani B, Caputo F]J, Watkins AC, Vega  A#F 5 # Mt 4k
formation. | Cell Biol 1997; 137: 1393-1401 D, Magnotti L], Lu Q, Xu da Z, Deitch EA. TR, OHETIE, &

14  Vega D, Badami CD, Caputo FJ, Watkins AC, Lu Relationship between disruption of the unstirred wTAE, B — &
Q, Xu da Z, Berezina TL, Zaets SB, Feketeova E, mucus layer and intestinal restitution in loss of gut 4 5 AR
Deitch EA. The influence of the type of resuscitation barrier function after trauma hemorrhagic shock.
fluid on gut injury and distant organ injury in a Surgery 2007; 141: 481-489
rat model of trauma/hemorrhagic shock. ] Trauma 26  Shimizu M, Son DO. Food-derived peptides and
2008; 65: 409-414; discussion 414-415 intestinal functions. Curr Pharm Des 2007; 13:

15 Zhang F, Tong L, Qiao H, Dong X, Qiao G, Jiang 885-895
H, Sun X. Taurine attenuates multiple organ injury 27  Wu XQ, Shu LH, Sun M, Wang H, Gao H. [Effect
induced by intestinal ischemia reperfusion in rats. | of glutamine on apoptosis of the small intestine in
Surg Res 2008; 149: 101-109 young rats with endotoxemia and its mechanism]

16 Farmer DG, Venick RS. Morbidity and mortality Zhongguo Dangdai Erke Zazhi 2006; 8: 496-498
associated with chronic intestinal failure. 28  Margaritis VG, Filos KS, Michalaki MA, Scopa
Transplantation 2008; 85: 1385-1386 CD, Spiliopoulou I, Nikolopoulou VN, Vagianos

17 LiuH, Li W, Wang X, Li ], Yu W. Early gut mucosal CE. Effect of oral glutamine administration on
dysfunction in patients with acute pancreatitis. bacterial tanslocation, endotoxemia, liver and ileal
Pancreas 2008; 36: 192-196 morphology, and apoptosis in rats with obstructive

18  Flint R, Windsor J. The role of the intestine in the jaundice. World | Surg 2005; 29: 1329-1334
pathophysiology and management of severe acute 29  De-Souza DA, Greene L]. Intestinal permeability
pancreatitis. HPB (Oxford) 2003; 5: 69-85 and systemic infections in critically ill patients:

19  Beale RJ, Sherry T, Lei K, Campbell-Stephen L, effect of glutamine. Crit Care Med 2005; 33:
McCook J, Smith J, Venetz W, Alteheld B, Stehle P, 1125-1135
Schneider H. Early enteral supplementation with 30  Assimakopoulos SF, Nikolopoulou VN, Scopa CD,
key pharmaconutrients improves Sequential Organ Vagianos CE. Beneficial effects of glutamine on
Failure Assessment score in critically ill patients intestinal barrier function in obstructive jaundice.
with sepsis: outcome of a randomized, controlled, World | Surg 2005; 29: 935-936
double-blind trial. Crit Care Med 2008; 36: 131-144 31 Boelens PG, Houdijk AP, Haarman HJ, Nijveldt

20  EEER, DL, [, Xl BTSN R4 RJ, van Leeuwen PA. Glutamine-enriched enteral
[ E Hoccludine ik R, HFAE A\ JE by nutrition decreases infectious complications in
4 2006; 14: 3008-3012 trauma patients. Am | Clin Nutr 2002; 76: 253-254;

21  Ergiin O, Ergiin G, Oktem G, Selvi N, Dogan H, author reply 254-255
Tuncytirek M, Saydam G, Erdener A. Enteral 32  Karinch AM, Pan M, Lin CM, Strange R, Souba
resveratrol supplementation attenuates intestinal WW. Glutamine metabolism in sepsis and
epithelial inducible nitric oxide synthase activity infection. | Nutr 2001; 131: 25355-2538S; discussion
and mucosal damage in experimental necrotizing 25505-2551S
enterocolitis. | Pediatr Surg 2007; 42: 1687-1694 33  Potsic B, Holliday N, Lewis P, Samuelson D,

22  Moriez R, Salvador-Cartier C, Theodorou V, DeMarco V, Neu J. Glutamine supplementation and
Fioramonti J, Eutamene H, Bueno L. Myosin light deprivation: effect on artificially reared rat small
chain kinase is involved in lipopolysaccharide- intestinal morphology. Pediatr Res 2002; 52: 430-436
induced disruption of colonic epithelial barrier and 34  Huber JD, Witt KA, Hom S, Egleton RD, Mark KS,
bacterial translocation in rats. Am | Pathol 2005; 167: Davis TP. Inflammatory pain alters blood-brain
1071-1079 barrier permeability and tight junctional protein

23 Fink MP. Intestinal epithelial hyperpermeability: expression. Am | Physiol Heart Circ Physiol 2001; 280:
update on the pathogenesis of gut mucosal barrier H1241-H1248
dysfunction in critical illness. Curr Opin Crit Care 35  Vorbrodt AW, Dobrogowska DH. Molecular
2003; 9: 143-151 anatomy of intercellular junctions in brain

24 Ammori BJ, Cairns A, Dixon MF, Larvin M, McMahon endothelial and epithelial barriers: electron

M]. Altered intestinal morphology and immunity
in patients with acute necrotizing pancreatitis. |

microscopist's view. Brain Res Brain Res Rev 2003;
42:221-242

BB FEZ BHp ZWEE

ISSN 1009-3079 CN 14-1260/R 2008%FRR AN V1 Fi 4 Ny b A4 i

a4 REAEWR LD LE

AHRR AT H G EGFEIRVE, FLREETTT, IRARTTIT, B iRds, SCHREEAR, FFTTIUR, IRIKREL, B, &
WAL, ORI RFEME . Sk AT ebE RS R, TS, SO S, Bl AT EE, BAE ML, Rk .
(5 55 Bl IS s 5K 7* 2008-11-28)

www. wjgnet.com



WHEATILEL®

wcjd@wijgnet.com

(49

HRENEAZYE 20085-11328H; 16(33): 3734-3739
ISSN 1009-3079 CN 14-1260/R

£ 777 5% BASIC RESEARCH
#E R 9% K BR B Bz AL 18] # 22 MmGIluR1 EmGIuR58Y 3R 1%

B, 5K E, R, B3 FHE

[ s

2R R (Glu) & T~
Z AT P ARA
% F Gt — AP Ab
Zit i, H5RIE
#ikdm. B, N
M RO OR X
Glu #7E M %
Ay k. BT
A % K (iGluRs)
Fo XA Z IR
(mGluRs). &A1 #)
5F &M FE 5
KIL, GluR{Lte
AT AR 8y — 2
A ZAZE, AN R
W 4e, B4
BT — 2 sh R
A 2% 70 4R 4 A AE
A% UL A
AT E A, R
5 R N IE R
TN, A 8]
BIRAT B mRe.

B & 5 RAE

ERW, FI, K
EEMKFWE
% RN A

B#fe, KFE, LLPE, HIE TFHE XA RFEFR
%W B E IR AR [R5 8 05 % 710004

BB, LB AFES IS WEEmEE LT, F2M=
BAn)DRBIHR.

& R A BIBESKENI AT ERBNYE, BB
BESKERNT, HRITIEBBHBE. PAME. BIELSTHHE
BETCA, BUBONTBBEE. P8, BIELSHHETWN A
X EEBBIBESKETTN.

BWAEE: KZE, 710004, [RFBATBLH, BLLBEARFZESR
EEERDER. jun3z@163.com

E815: 029-87679272

WAsHHE: 2008-09-17 {BOBHA: 2008-10-12

2 SEE8: 2008-10-30 7E£5EhREHR: 2008-11-28

Expression of metabotropic
glutamate receptors mGluR1
and mGIuRS in the myenteric
plexus of the diabetic rat ileum

Yan-Hua Bai, Jun Zhang, Hong-Yang Shi, Fei Dai,
Fang-Wei Li

Yan-Hua Bai, Jun Zhang, Hong-Yang Shi, Fei Dai,
Fang-Wei Li, Department of Gastroenterology, the Second
Affiliated Hospital of Medical College, Xi’an Jiaotong Uni-
versity, Xi’an 710004, Shaanxi Province, China
Correspondence to: Jun Zhang, Department of Gastroen-
terology, the Second Affiliated Hospital of Medical College,
Xi’an Jiaotong University, Xi’an 710004, Shaanxi Province,
China. jun3z@163.com

Received: 2008-09-17 Revised: 2008-10-12

Accepted: 2008-10-30 Pubilshed online: 2008-11-28

Abstract

AIM: To find the morphologic abnormalities,
if any, of myenteric plexus in diabetic rats, to
explore the expressive alteration of the Group
I mGluRs (mGluR1, mGluR5) and to explore
the role of glutamic acid energic nerve in enteric
nervous system of diabetic gastroenteropathy.

METHODS: Forty rats were randomly divided
into diabetic group and control group. Gastric
emptying and small intestine transit rate were
measured, and the number of mGIluR1 and
mGluR5 receptors in diabetic rats was studied
using fluorescence immunohistochemistry and
RT-PCR.

RESULTS: Eighteen weeks after the establish-
ment of the diabetic rats model, gastric emptying

and gastrointestinal transit rate were delayed
compared with control group. The number of
ganglia and neurons was significantly decreased
in diabetic rats compared with control group
(mGluR1: 45 + 3.1 vs 7.3 + 2.4, 142.25 + 28.24 vs
175.34 + 34.83, both P < 0.05; mGluR5: 4.3 + 2.1
vs 7.9 +2.8,133.37 + 35.73 vs 168.34 + 32.66, both
P <0.05). The fluorescence intensity of the recep-
tors of mGluR1 and mGIuRS5 in the diabetic rats
was weakened compared with control group
(mGIluR1: 145.23 + 28.78 vs 167.72 + 30.56, both P
< 0.05; mGluRb5: 141.54 + 18.46 vs 172.53 + 29.74,
both P < 0.05), and mGluR1 and mGluR5 mRNA
expressions were decreased in the diabetic rats
(1.05+0.27 vs1.43 £ 0.47, 0.95 £ 0.30 vs 1.60 £ 0.39,
both P < 0.01).

CONCLUSION: Decreased glutamatergic gan-
glia and neurons and reduced receptor expres-
sion of mGluR1 and mGluR5 in myenteric plex-
us might be one of the mechanisms of diabetic
gastroenteropathy in rats.

Key Words: Enteric nervous system; Glutamate;
mGIluR1; mGIuR5
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BH: 7 #4ERRKR R W A EAe,
WUR) A 2 A TG &S 5508, AR T 4R
AR 2 AmGIluR1. mGluR5# & ik F 4k,
T 6 RBRBeAY 2 R JR B e TR AP
VER.

Fik: 40X K KA A 4B SRk 40 Fe A R AHL,
25 SRR S EHSTZ 30 mg/kgid
A R IR ALY 35 T ILIR) A 22 DA 5 LIRS RER
BEAY 2209 5 BTG S AR, FF 5T HAY 25 Feip
ZUAT R AR, VARIE R R R e A
RT-PCR7 XM K R & 7 A 2 F G LA A
2R A 5- 28R 2 AmGIluR1. mGluRS
Y F K T A,
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BER: W RgR K R IHAN 2 R G IR AP 2 6 PGSRl KRS S B sh Y ;ﬁf;ﬁ s
R AP 2 R R

R B R AN 22 Fe i 22 700 B B AR B 40 P
2RV (mGIluR1: 45+3.1 vs 7.3£2.4; 142.25
+28.24 vs 175.34+34.83, ¥P<0.05; mGluR5:
43421 vs 7.942.8, 133.37+35.73 vs 168.34
+32.66, ¥P<0.05), 5K 3% F 8%t B8 418, 53
(mGluR1: 145.23+28.78 vs 167.72430.56,
3 P<0.05; mGluR5: 141.54+18.46 vs 172.53
+29.74, 34P<0.05), mGluR1. mGluR5% 4k
mRNAF KRV (1.0540.27 vs 1.43+0.47,
0.95+0.30 vs 1.6010.39, 35P<0.01).

L8 4B Fgm K R B By BE 6 L) A 22 A 84
AP 2 FaAP 2B R, AR SR R
#AmGIluR1. mGIluR5# & & m Y 2 F5% F M
i UE SRR, IUEIK %5 8, 35, 5] AL HE Ik
B W IR 6 — A E FHLH).

XE1E: PHMERS, AER, RFESERZ K
mGIluR1; R E A EER % A mGIuR5

BB, K%, PP, FiF, 5. BRRAEDRIEMS
ZMmGIURTEMGIURBHIFRIR. BFRELNBARTE 2008;
16(33): 3734-3739
http://www.wjgnet.com/1009-3079/16/3734.asp

0 51
B IR 993 T W99 4% (diabetic gastroenteropathy) e ¥
PRI ) — s DL 00 I AhE, R WA R |
Wty MKEL UL MEIK. MRS MERASE 2 R
KR, 75% )T 1208 IR g 3 o AN TR R B 2L AT
XLGYEAR, g T AR B, IR
59 7 OB, Haiig 29l +Hi67T,
SXOn[|EE FRAN RAIK AR R L, T4 R b
DRI 8 5 S AT PR B d R 2 A, Bl IR
i 6 W3 g bR g L ] P A 2 8 R R = AR
(PR, FERCA ISR

H AT A 5 R PRI 5 798 22 1R A AL )
BLFEAP LA (5 B AR AR R 22 R G
%) Cajallal Jrdi o e s mlibl. B EE
WA S, AR R LA AN e A 2D
I iz 28 2 55 (enterie nervous system, ENS)Ji 4%
SR R — B RIR AL, ASBFF Il A rp
PRI K BRURSEAY, BIFGEA R 4 MR 2 A mGIuR 1
mGIuRS IR, T T IR AR RE AN (1) AR
AAERE PRI W 2 A8 ke A KR .

1 MRRTSA
1.1 A4+ i 8 SDA 40, M 100-160 g,
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1.2 7%
1.2.1 #B IR A 6 2 5. @B & SDARBEHL >
hy SEBG 130 ) AT FEAT(105). X FE 414w L b
HETRDRL, B IR 413 DL e ). v R TaDRk )
oy h B R 61.5% LA T, n#gE i 15%,
TERE20%, MH[EEE2.5%, IHIRH:1%. 8 wkimhi K
S, — M A I ip B R 14 1 25 (streptozotocin,
STZ)30 mg/kg™, X HE AL s Py e 56 45 b b
12 b 22 PR, 25 B UHE>7 .8 mm o l/L a5 26 i i
HSI6 B 120 min>11.1 mmol/LIfAa e & hh
PRI KRR RS J5 3 2 ) (] 0 0 o i
A A0 E 2-3 UMLK, SIBRAET . R BB A A
AT, 18 wk ipil 5100 g/L/K A S AL 5T
1.2.2 B midsh A dgarieml: KRS HES i
R BN : P2 B4R 024 h, AEIETT, &1
B WEA20 g/LVH 220.4 mL, 30 minJ54b4Es)
Yy, T4 E e, B 1L NUAC S, VR
KEMBITE, K N AR A VET4 mL2:
17K, 3500 v/min /0015 min, BB, By
JEICFETHIEOCRE R B Nt = hk B i, ki 5
R NIUNER MR ASISEY s NI S N RN S POp 5
B, [R] I e a5 2 LR /N 8 25 e i o A
T HE MR, DL T A H o N b,
1.2.3 /)N B LAY A 22 JA A R AR AR & s aboE
J&, FIE, B BOH [REAL (R B RS 10 cmid)
1 — B (K10 em), KBS 4 2 IR G
4124, 0.01 mol/LIIPBSYEM N 245, H140 g/L
R 7o A 0T, Wi 245 4L, JN40 g/L
Z KWW E ES h, P N300 g/ LR 7
7K. W Il e I K S BV B R K206 mm X 6 mm
KANEITTEE, 0.01 mol/LIPBSHUE3 vk Ja TR
JI R Al R R AR R — V)R, e R By
PR HE, 193] EEW AR, HITIL
EIRTENUZ AL, Kl 2 ]yl ) 12 B 1
FE B N, HERRE N OFIHIAILZ, R
PR TGh . FRIPUZ Z 8] R LR R 28 Al A
A, JEN0.01 mol/LIFPBSY R {547(4C).
1.2.4 WU Ab 22 M 5o 0% 35 6 3 & 5 ) 4 m)
mGluR1. mGluRS#) & A T AL ALK K
ik, Al £20.01 mol/LIPBSEYE10 min X 3
Wi, (1)0.3% trition x-100 37°C Fi¥ 30 min;
(2)0.01 mol/LIJPBSIELE10 minX 3IK; (3)IEH
M E A, 37°C P2 haMi 2, Aok (@)=
T I—PT, (mGluR1 chemicon/A#], 1 : 200%4

P % Gluth Bk
FH B T 3 A
0y AP 22 A% Fe A
2 705 T X AR AE
T AEAR g 3% 5
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HEALE R RUE
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WINA A B F
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B B AR A — A L e R 16 —=—xffA
a8 51 A A 42 500 St
R, EFERTE 400 T12f
BTG R =l Z10-
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J I B MR E P ﬁzoo, = 6
AE R, AT 4l
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itPé}J/ﬁ;)ﬂ 0 I I I I I I I | 0
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B 1 RAKBHERELR

&, mGIuRS chemicon/A 7, 1 1 200%48)4°C T ik
5 (5)0.01 mol/LIFJPBSEELE10 min X 3K; (6)/1
PN _PUFITC 1 1 100F:%)4°C Nl (7)0.01
mol/LIPBSIEEPE10 min X 37Kk; (8) Kl ik T-%
R B R b, H/PBSEH F; (9)7¢
J6 BB AR AR WA TSR, A, e =
#mGIluR1. mGluRSHI5E Mk EAF1,.

1.2.5 R EA 2T A=A 2T 69408 46200
96 B N X PR & Toih B, R
WAL IE S A 1o A% B8 A0 BT JEAT i 22715 S A 22 4
N vH L, WA 23 AR AR A il 2275 Rl ph 42
1.2.6 £ART-PCRZ#4 N § HiEmGluR1.
mGluR5 mRNA# & ik T4 BUB LA pfi 2 A
350 mg, HTRIzoHAAHFLHUARNA. 52 &
RNAF . A,g/A 1501 LLAEFEL.6-2.01F, F W4l
FERLF, AT T A e DN A, 3 5 S 711
W HFermentasA A, 51465 ZH0iE A
AU G TIPS W, mGluR1 RS 14
5-AAA TCT ACA GCA ATG CTG GCGA-3, F
W5 1#15-CTT CGA TGA CTT CTC TGTC-3, §”
B 207 bp; mGluRS5 375 14): 5-GAGC
AGATCAGCAGCGTAGTG-3, Fiif514): 5-TCA
GGT AGG AGG AGC AGA TTGG-3, # 4/ 4)
KJZ121 bp; B-actin BifF514): 5-CTA TCG GCA
ATG AGC GGT TCC-3, Fiii51#): 5-TGT GTT
GGC ATA GAG GTC TTT ACG-3, ¥ /=K
%146 bp. 25 puL VAR RIEATPCRI Y, %V 4%
1 94°CTiAEES min, 94°CAEME30 s, 60°CIE K
30's, 72°C A1 min, FEFR30IR, RKIKIGHH72°C
FHEEH10 min, 4CZ LN, IPCR™ )10 pL,
#E450.5 mg/LIEAL Z0E(EB) 120 o/ LI gtk
L HIYK(80 V, 20 min), B EUG G AL EE R G4
FBEIR, LLH R0 5 N S 400 G TE 2
(A1/A2) R FRUEVEANT 25 3L
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0 2 4 6
2 WEXRRIFELR.

Gt S A EHE Hmean = SDEK IR, P
A1) LB R ek 5, P<0.05 4 2 57 B 3%, P<0.01
2 AR B, HISPSS13.088 v 20 by o4 3k
AT H AR AL L.

2 B8
2.1 M FIRAE R KR 6 — AR IU R ERZL K B
SR A RS M R4, B0AE R, HEEIEE, IR
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HRRGS TR EE, s R4 IR S
b ERAL LL A B T s, STZIEM IS, B IR K
R AR T G K I S T S0 B e 4 K R A
WAL wkHBLZ R, 21k, Z&3ER, 10
wkJE PR BN 2, FLRO0 ALK R
fish, Kihs e, TS, BT, 5
SR A3 AR BRI 5.
2.2 IR Ao dn bl S K AR SR 4 5 AR T
WK R 41(276.32£23.47 g vs 234+28.76
g, P<0.05), 59 IF 4 p i 9 KR 2%, 56
12-14)J8 AR T TE W 28 5, 16 wk e b bR s
KRR o B R A R A e, 2 e B M
(458+35.75 g vs 508 £28.46 g, P<0.05, [K1).

B I 95 4K BRUAE 559 A i 4 i I B v 1 o6
I 2H(8.34+2.35 mmol/L vs 5.33+1.03 mmol/L,
P<0.05), 55108 J5 £E o) im0 B d1(11.34
+3.36 mmol/L vs 5.3441.07 mmol/L, P<0.01),
DA 552 0 — Y 2 It B . K B 18 wkAbZE i
S IR AN R (12).
2.3 BRARAE NEEKG R Fo ) it tik
F BRI E N R R R E X R R R
EHIN, NG R FIR (R L),
2.4 A2 AZTHH JOLBMET R, KR
Jr LTR) A 28 I 32 B by e 20 4, 99 [R) oROF — 284
A4S P 4o 468 2 A PR AT 23 2 MU ROIR A0 A,
TCMIARTER Z AL, HOTE, =M AR,
TE R BRI i JULTA] foh 28 DA HP ) 22 T 4 52
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B 3 SEIANKREREEEE FATCARIEEIMGIURIFIMGIURS ZAHICIZANBIEEM. A: 1EH A FEHmGIuR 12 (AR
WUAHRZE M, AT DL R ES (X 200); B: HEFRAMGIuR 12K I LAIFFZE MEERY (% 200), 7] HLIRAREEFASZ RITEER, fhesy
Forhe B R S IR E TR C: mGluRSZARAIEE L NLRIFIZM (X 200); D: BEFRFHEMGIUR SAZAGL, LT
P2 0500 5 BB ZH LA T/ (X 200); B: 1F4 ZHmGluR SHILEIFHES (X 400); Fr #EERFTZHmGluR SZH ] HHZ A ( x 400),
BNk EASTweve: -2 o

xR 1 RERAASHRENBRNEREBE. NNFERE

R (mean + SD, %)

Bzl BARABRKBR INAIEHNRER
FERRAA 127.96 + 11.93° 36.93 + 8.99°
NHIRZE 99.54 +6.76 44.87 +6.95

°P<0.05 vs [EENIB4.

HEAR” 07, A2 ORUK, ] IR /NANSE
Moo SR, AR AT W E A 4o, A
AL TCHARAT 156 B2 20 KOS AY TR,
(ERCATIBTUE I E SRR Ebivdi R EREN i S PO
L TC I RIS, Wy 2o nl . AR,
3 T LA 28 0 PR R SR A S 73 3L, B B B 3 b
2o ik B (K3).

www. wjgnet.com

120045 520 WA BT B R V40 o vt 2%,
1l BEAL I B S A e £ B AL B HEAT 1Y b &
20 6 v 5 B S 6 ZEUR PR K BRI i JUL ) o 2
DA A R RE AT 2 IR RE AN 8 R il 87 AR B
N, BIE AT TT /D, A Y. %5
Yt 2w L(P<0.05, 22, [&]3)
2.5 BOEER A ZHEAEMNMGIuR]L. mGluRS
K5k E T AL BE R G AL E H R AL ] )
mGIuR1. mGluRSBH M4 fu kb, ik vk
55, 9O PG, 22 7 B3 (P<0.05, K3).
2.6 RT-PCR% R F=¥4:20 g/LEIR ALK
7k, 12 HBandscanf {1 TH 5% 45 i AL e %
FELOAR, 25 0 ol IR 4 B H Zim GluR 1
mGIluRS mRNA ¥ 3 IE W] BAK T 15 5 6 i 4l
(P<0.01, %4, K4).

iR EE

AR TAN R
3 H1 9%k Ik 0 BT
FRAREAT 0 77 ),
& Bh AT E RN
WT M—%Fm
) Ay Ik IR0 K
JRALH], FRAES BT
Fo b 7 09 # B R
B PRI 8 25 4
AE A de 5 fe ik 5
JA iR E, A
B0k A I & SL
Fels KR A AT
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% %‘ff’rﬁ% M = 2 EREERINIRERE HIIMETT (mean = SD) ® 4 ERFANNREDFDSERMRNANIRIA
M Z R K

(ENS): 19214
(EBEARFR
Langley et al f£#F
RS B W
i #Ah 22 X BLAT,
KIE Wik —
ANk ST d AR A
Z RGN ANZ L
#, R ARZ A
ENS. @ itX
AV A L
ALY, £ 8
S TR T Fo
JIL 8] AP 22 Mk 45
ANAPZ . P
b 2% 50 Fe 4 h AY
20 R A U Y
28 %, ENS ' #9 1
2 AP % TR
& AP 2 Fo N
A A s Ah 2238
B# I ¥e B AT,
X A 22 P g
B B A T Fe R
A % AR
SRR D AN
K tm oL B S 5
O BE &AL
YER.

DB mGIuR1 mGIluR5 ayizh FEFRIALE XJ6R4E
MET  MET WA HET mGIuR1 1.05+0.27 1.43+0.47

PERAAE 45+ 142.25 + 43+ 13337 mGIuR5 0.95 +0.30° 1.60+0.39
3.1° 28.24° 2.1° 35.73°

NRE 73+  17534x  79x 16834z 562001 vs [EETIIEA.
24 34.83 2.8 32.66

*P<0.05 vs [EENIBZE.

® 3 RERRETINREDDIOCEE IR ER

(A)EEER

o4 BRAE XRE
mGIuR1 145.23 + 28.78° 167.72 + 30.56°
mGIuR5 141.54 + 18.46 172.63+29.74

°P<0.05 vs [EENIB4H.

3L
EN S 5 7y 18 5 P (6065 [ A IE 22 ) T 35 (1)
PR J FEIR) IR P9 268 AL R R 48, B BT
U RER, H—RFIIME N, LR ENS,
bt —A A SRS, B SRR
TEVE, LT P A 22 REE(CNS). ENSEZ
A 2 TR A 2 DRI G A 2874 R A 2 DMK A4S
T AF B R P 1 28 DA ZH RSS2 % (1 i B P o 28 D 2%,
T A W LA o 2 R 5 R e N i LI
P AL T AR YL 7], [ e A W
(0 J BB, A2 P 0 A TEL G R TR /N 4 289 201 B 11
PHEE P 265 ENSIZ Y 715 /NI WSe 4 it 20 1) o B4 il
53, ENSII#HZ 0 R AR (DR R
LT, SN g T, FENMEEH TN 4
WA B, (2)AR B IR 2 AEARBR REA £ T, BT
35 EATNO, IR K, A K,
B2 IR (Glu) &) IZAAAE T CNSH R — Fif
ey PR T, Glulis W Rl 2R AR 24k, &
TR AR Z ARG LuR s) AR 123 2 1R 52 44
(mGluRs). H', mGluRssE: MG (155
(T L B 300 TR A A o ) e S T 52
N e R NI CE ERE s Sl AP Tp |
PR, mGluRsn] LAy 34, 25 1 4H(Group |
mGluRs)EHFEmGIuR1AImGluRS™. #F57 KW,
mGluRs7EHF XML R G 2 AMBAT FRIL, WITES
BETF AR, RAE, M, POROMEE . i e 4 0
KIATHRIE, HETWFITIESEGlutamateth J& 47

200 bp

100 bp

Marker 1 2 3 4 5 6

B 4 BRFREMNEZIIBREAMGIURT, mGIURS MRNAEIZR
IR, A 1: P—actinfEE,; 2: Bactind FAZH; 3:mGluR 1R
52 4: mGluR D IBZH; 5: mGluRSHERELE: 6: mGluR 5%
fEH.

76T i v ) — b ) 2 Ay 1 e 48 3
BRI ZARAE E IEENS KB AATY, ifet
HRYE Wiz 258 A IR AN,
DA 0 S 3 11 43 i 20

KWL & K, 18 H e IR R 6 0w g
Jes G STZILHEAT Bl R A5, MR BIL Y 1 5
BTG AR A2 BB PR, L3 A o R A e,
WL HAE N VL ph W, 4T mGluR1,
mGluRSSZ ARG SO GG A R I, 0B PRI K B
T FIL TR o 28 DA (R Ao 280 B o 22 e 00 H 00 IR AL
W5/, mGluR1. mGluR5SZAAFIA A, 9¢
JE5R K55 . RT-PCR 7 LM %2 & B A #h 22
MAmGIuR1. mGluR5 mRN A2 4 5t B 4
AT HAT A mGIuR1. mGluR5 & 347
e Mg s b,y BT A ILE A2 MmGluR1.
mGluR5 mRNAFKIL D, R T £ b
(24 s> BT . AFERFF SR IR, A Ak K R
1% Jigp A g UL ) ok 28 DT 260 R FH IELRR R i 8 7T
WD, AR G RN T A S T 3 38
MR, LTSN AR 2 e Th e R RENY, AR,
T et al'™ R MRV A7 22 17K BURE PRI A5
R, ORI PR K B[] JUL ) 28 A PN IRk
PR O IR % 8 BH SAIK Tf HR A,  Re ph ey
A RE A 20 T0 IR 2 FE U B 8 v T A R
# et al' FlKarnovsky-Root L UE W] T 8 R
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95 K B S LA 8 A BB RE A 9>, T
Glutamateth & 77 T~ 1 JWitd o i) — P e 22 (1) %
FrPEM A% 5T, mGluR1. mGluR5 Y5 ZBEHAE
LR RIE, 5 BB AT P[RR M, DR A
7 A UE B PR 15 i 7 KRR A A
28 010 55 5 9D 1) [ I A7 A8 26 8 R R 32 A
(gD, SEUG B, BB EE M A e 22
B, RefdE A EIE WL Ak, WEmGIuR],
mGluRSH] 5|2 B [l g U4, (et S ik
U TRT S JULTA] e 22 BN P 23 20 B i 1 22 T ik 2>
EADAEY 7L eIV RS Bi7E T 2 S S TA i bu
K I — A5 E B B K R g B (1 L ) o
28 N HR T 245 P T 32 AmGIuR 1, mGluR S5
b, G308 W TEWUZE 2 A M R, A TS

T, T AEYFEIER R W mGIuR],
mGluRSJ& T GH FREESZ AR, VERNLEIA
AL BEIEEEC(PLC), H4 5 A 1 8 IR UL (P T) /K
fil J Hh B (D AG) M = BB LEE(1P3), IP3
VE Ty 55 A5l 5 IR TECa® IR .
TCAE— PP ] XAy P40 M, BB TE DL — T 4
J7 AL B A2 A5 S, PE T A b 2 R L
ey b Ay A B B o Pl OF S S B
mGluR1. mGluRSZ AL LD, A H A AR
HIF A4 0 48 2R B2 AR (01 FH U859, flica™
TR, R 28 70 IR % A 1 AR, A2 17K
R UESE T AR T A1 AR ARAEENS iy
YEH.

BN, BRI s A K B sl ) B R
B, JLHLHI AT e S5 LR e NS R R REA & 140,
mGluR1. mGuRSZAEF LR DH —EIFRAR.
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Abstract

AIM: To investigate the distribution of H pylori
infection in gastric cancer and precancerous
diseases and the role of H pylori infection in the
incidence and differentiation of gastric cancer,
as well as the clinical value of H pylori infection
detection using immunohistochemical method.

METHODS: Biopsy specimens of gastric muco-
sa in various diseases were randomly selected
from 327 cases in Zhuanghe region in Liaoning
Province, including 63 cases of superficial gas-
tritis, 62 cases of atrophic gastritis and 202 cases
of gastric cancer. HE staining and immunohis-

tochemical staining were used to measure the
density of H pylori infection in gastric mucosa
and mucus.

RESULTS: The H pylori colonization status
was higher in superficial gastritis group or in
atrophic gastritis than gastric cancer group (x’
= 96.998, 87.542, both P < 0.01), while the status
was lower in gastric cancer group than peri-
cancer mucosa (3> = 5.378, P < 0.01), higher in
the intestinal gastric cancer group than in dif-
fused gastric cancer (y°=19.253, P < 0.01). When
H pylori density score was < 2, the H pylori free
status in superficial gastritis and atrophic gas-
tritis were lower than that of gastric cancer (x*
= 6.526, 6.218, both P < 0.01), and when H pylori
density score > 2, it was higher in superficial
gastritis group or atrophic gastritis group than
in gastric cancer group (x> = 20.252, 46.248, both
P <0.01), it was higher in atrophic gastritis than
in superficial gastritis (° = 4.746, P < 0.05), and
it was higher in the intestinal gastric cancer than
in diffused gastric cancer (y* = 6.784, P < 0.01).

CONCLUSION: The H pylori distribution is
higher in superficial gastritis and atrophic gas-
tritis than in gastric cancer, lower in gastric
cancer than in peri-cancer mucosa, higher in the
intestinal gastric cancer than in diffused one.
There is no significant difference in the free
H pylori density score between gastric cancer
tissue and peri-cancer mucosa. Immunohisto-
chemical detection of H pylori is better than HE
staining.

Key Words: Helicobacter pylori; Immunohistochem-
istry; Situ detection; Gastric diseases; Distribution
status

Yu XW, Dong NN, Gong YH, Xu Q, Yuan Y. In situ
detection of Helicobacter pylori in gastric cancer and
precancerous diseases and its significance. Shijie Huaren
Xiaohua Zazhi 2008; 16(33): 3740-3745
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Tk MAURBGL T K R E R B R
BB E AR A327H], B HE AR T
K631, FbkF K624, 202461, F A
HE$ & B %k A8 Je 6, WA AERE, £
W& H pylori B 3 % .

LR RF B RIRH pylorife B F5E AR S
HEREME L. EHERFELSTRERENY =
96.998, 87.542, 3P<0.01), § %20 LUK T & &
FEE(y” = 5.378, P<0.01), 7 B 9 & T Rig A
B (= 19.253, P<0.01). RF) B %R mH pylori
T B AR FH B RS HAH pylori %5 <2
B, ARMER K. EHEE RIKTHREQ =
6.526, 6.218, 3P<0.01), H pylorisE it 5>2
B, AAME L. FHERF LS TERQ =
20.252, 46.248, 3P<0.01), £4 1§ £ & T &
AMF K (= 4.746, P<0.05), B &5 5 8 5
BAGHFEF, BRB RS THRIAEE &
(x> = 6.784, P<0.01).

£ RR B RIBH pylorinH, REME
K. ZHMER XS THE, §BIKTRERZ
B, A & TIREAE. 2R ANFEBH pylori %
FR g B RRAR L IR B R £ 7. S x Ak
F &AM H pylorifk, THE.

REEE: WITRATE; SREASMLE RN, B
THEX B SPL 7E RE BBERUEIRRH)
BITERIMUREN. BRENBIRT 2008; 16(33):

3740-3745
http://www.wjgnet.com/1009-3079/16/3740.asp

0 51

o I TRAT 18 (H pylorD) it —MHEIZEN NG N K
BT, AT LS EE R Bt LU
S B R AR U . 19944F 1 7L B AEALZU R & 1
i iEWF SEHLA (TARC) BB H 51 o AR
FElt 1 2580w, Bl 2 WiH pylori Y10 J7
IR Z, WA TR, A% E., PR
fif S (RUT) S KA IMLATLH pylori-1gGRa 25,
HP AR, Rl AR R HE) R,
T2 B B W ) RIS A A pylorr g, BEVE
W T LA AR, ST H pylori &4 1%
U, Wl 2 T AL (H DU R T HE G ( 7E
B AP R RIH pyloril&GS. 450 5%
7 H R AR R SR EAE A H pylori & Gx?
UL NH pylori) ARt a2 5
AR 22 43 B 9 OC R AT 2 H I v AN I
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A WS D R HE K G 58 41 234 2 7 ik
XF AT B 0 R bR A AT H pylori W IR AL AT
W, SIEWVIH pylori R GAE B S AT 9
B S R R AN R A 2 A S Ay AT
RAS, AR S e A TR A pylorii& G
HUEEIEM

1 MRFGE
1.1 A4 BENLIEHOL 7248 FE T HLIX 1992-20074F
2 H UM 1) R AR A L3274, 201491, L&
1264, F4832-77(F I F#59.32) %, R dE i %
LMEE K63, ZARTEHE 262141, B 20241, 4%
8 [ Lauren's 70 74 iR 102451, /)38 10041
BT B bR A AT S0 A 9 B B (SR ANE
] — BRI, Toos L 20 ).
12 7 i
1.2.1 AL FEERHELE E: T d L1tk
St R FHS PYL(BERR O 11 3 -1 AU AL RS, —
YA Z e RPiH pylori-1gG(DAKO, Denmark
A/S)IRAE IR, TAEWKEENT & 25, SPI A&
CH NI T 2R e AR A R W ) B4R 0 B B ]
FHEAT, FH0.01 mol/LITERIRZZ MK, pH6.0£0.1
WATIH pylorifit 5 AE 5. MIERE IR INH pylori
HEATYR 7, BHPE S B0 A6 A B XS |, PBSS
A —HAE B . HE G (0 B 5K 25 A4
o B RS 214950 mL/L R i, A b
AL, RS pm P B, HEt, Bi R 82,
1.2.2 R H 2 G H ok gt FHER
VEOARHEA [F). H pylori G iRE M 2 1B
AR FLEF (X 1000) T WL 1) 4 1R 2 H 2E AT 44
PETL 048 04N 143 1-94; 243 10-2940; 343
30-994; 443 =100 435l WL 52 b L (7 8l /)
] b Bz R BRI ) (T T 8 v
TEACFEB)H pylori, TEATRATWE2 A HLET, U
WEAE AT H pylori G5 A, S5
HHATAREEEHE: () M05; (F) N0 <Fior<1
4% (HH) R A <BAY <243 (+++) AR >0
Beit A PR K ISPSSIL.SH 3k ¢ 2 A0
B Xy R, BT A 56 389 hy UM R R A 5
P<0.05ZE A X

/]

2 BR

2.1 fEsfed & 5HES €5 T H pylori % %
JE g e AR A pylori 5 38 (o a kR
W, MHEYAOH pylors B W AR (4, A
A0 PE 0 RAR 5075 HhAR, PTG . O B
HES. H pyloriffAE T B & E/NY EZ R IF
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Wi £ B
Sarosiek et al#f
RAEIFEwEE
KAFA R B B
18, 18 8 B8R %h
T H pylori %y 44,
12 8 Fb B L 5% £
& WAL A H pylori
0 A

e S
N

2 e

B 2 BREBERRBBEEEIISP x 400). A: K HEF KR R RHTRREINILA pylors; B: 245148 S5 AL 4
VBTN H pylors; C: BRERLN T WH pylori; D: BIFHA RN WAEH pylori

R 1 ERBRE SHERENH pyonS G BB ERItER

HERE, RRERE

- + ++ +4+ 2it
- 33 38 37 44 152
+ 0 37 41 29 107
++ 0 4 17 21 42
+++ 0 7 7 12 26
=it 33° 86 102° 106° 327

°P<0.01 vs HE.

N BRI B SOZ A B . s G
O SHEY O LUH pyloril &5 FEVESy, 725 A
B2 X (P<0.01, £1). Hrdlibdetadr H

R N R IR & AR B v RIS A pylori,
MHEGL 4 5 Bk (K 1-2).

22 BHERABRE XK, EHEET L. FRAR
YH pylorin R ANFEVEPIRH pylorift H &K
AT AR RNEE 4. BmEE K E T EEGS
= 96.998, y’ = 87.542, P<0.01); TMA[A) ' $55
H pyloritt S E WA HH pylori# JEVEr <2
ORI, RERMEE R BaE R T E G =
6.526, 3’ = 6.218, P<0.01), H pylori™% £ ¥4y K
Fouh, mRMEE R EaEEE AR TR =
20.252, = 46.248, P<0.01), =451t H 5w 1%
M R (y* = 4.746, P<0.05, 2).

2.3 BRaL AR LR T H pylorinT S04
XV (1 15 98 B L ALZAH pylori{F B B4y A A
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X 2 HpylorfEBEERITEY . EREMSEY. SEDNST mAH A 5

AR E I, FERE

W EMH pylori %
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Abstract

AIM: To explore the clinicopathological variation
trend of gastric cancer from 1999 to 2006 in
Yixing city and to provide information for
gastric cancer prevention.

METHODS: A total of 1022 pathologically con-
firmed gastric cancer cases were subdivided into
2 groups. Group A comprised cases from 1999 to
2002, while group B consisted of cases from 2003
to 2006. Statistical analysis were conducted on

age, gender, tumor size, tumor location, patho-
logic-TNM stage and differentiation of tumor
cells.

RESULTS: In both groups, gastric cancer oc-
curred mainly at gastric body, cardia part and
antyum. Interestingly, as compared with group
A, there was a decreasing trend in the propor-
tion of gastric carcinoma at gastric body (y° =
21.59, P < 0.05), and an increasing proportion at
stomach angle (y* = 33.16, P < 0.05). The propor-
tion of poorly-differentiated adenocarcinoma
was significantly lower in group B (y° = 46.11,
P < 0.05) than in group A. The proportion of tu-
mor size and pathologic-TNM stage showed no
significant difference between the two groups.

CONCLUSION: There is an increasing trend in
the incidence of gastric cancer, but the malig-
nance level of gastric cancer shows a decreasing
trend in Yixing city.

Key Words: Gastric cancer; Clinical characteristics;
Tumor location; Cell differentiation

Zhou Y, Zeng JY, Bai ], Gong WD, Pan JQ, Tan YF, Li
AP, Zhou JW. Clinical feature analysis of 1022 cases
undergoing gastric cancer operation in Yixing city. Shijie
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Abstract

AIM: To investigate the distribution of hepatitis
B virus (HBV) covalently closed circular DNA
(cccDNA) in peripheral blood and liver tissues
of liver cirrhosis patient with hepatitis B virus
infection.

METHODS: DNA was extracted from serum and

liver biopsy samples of 60 cirrhotic patients with
hepatitis B virus infection. The serum samples
were treated with Plasmid-Safe ATP dependent
Dnase (PSAD), while the liver biopsy samples
were digested with restriction enzymes Mlul
and PSAD to reduce non-HBV cccDNA; then the
total HBV DNA and cccDNA were measured by
the real-time PCR assay.

RESULTS: HBV cccDNA was negative in all the
serum samples, but positive in 40% (24/60) he-
patic biopsy samples. In HBeAg-positive, HBeAg-
negative plus HBeAb-negative, and HBeAb-pos-
itive hepatic tissues, HBV cccDNA positive rate
was 66.7%, 52.9% and 26.5%, respectively. Mean-
while, the positive rate had significant difference
between HBeAg-positive group and HBeAb-
positive group (P < 0.05). Intrahepatic cccDNA
accounted for 0%-7.77% of total HBV DNA, and
there was a significant correlation between intra-
hepatic cccDNA and total HBV DNA (r = 0.53, P
< 0.01). Intrahepatic cccDNA had no correlation
with the total HBV DNA in the serum samples, as
well as with ALT and TBIL levels (r = 0.15, P = 0.25;
r=0.01, P =0.94).

CONCLUSION: HBV cccDNA can not be detect-
ed in peripheral blood of cirrhotic patients with
hepatitis B virus infection. Intrahepatic cccDNA
accounts for a small proportion of the total HBV
DNA. Replication of HBV is the most active in
HBeAg-positive patients.

Key Words: Liver cirrhosis; Hepatitis B virus; Cova-
lently closed circular DNA; Real-time polymerase
chain reaction

LiY, Han T, Gao YT, Liu L, Wang Y], Jing L, Zhang T, Du
Z. Quantification of hepatitis B virus covalently closed
circular DNA in peripheral blood and hepatic tissues of

cirrhotic patients with hepatitis B. Shijie Huaren Xiaohua
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179, HBe Ab(+)413445]. AT HBsAgLHi-HCV
BB SR A 2000495 2 PERT 4 B ih
J7 S WbRUE. T 4LE 2 AT 2 R A B 1S
Ja SLRIFE N -80 C UK TR A7, AP LA AT %
2 H R A, HRATE T-80° CUKAA. i hr G4
U T BE LT 45 AR A W R FHEL IS A, 377
TR TREA w7 . BRI A D)
I (At RAR AR A PR 2 7)), ASFEAF TORLI
ATPHH I DNABF(PSAD, 3£ [E Epioentre/A 1),
ABI7000% ) 52 =P CRY AL (GEEABIA A])
Realtime PCR(Toyobo~ 7).

1.1.2 3| #2354 HcHiGenBankiE BXHB VL
B. CHEPI BRSOV 2R R4 741, 455
HBV rcDNA. cccDNAZS R i3k BEA XS R 57
FERIBETHS AR (R 1), 51T 1 i bt
FRAEYA BRA F] 4 .

1.1.3 FUAs AR/ s JEH ST R IR BECIE R YA
AN HI276F 3 TPCRY 14, 1531369 bp 1474,
K U6 W1 2P GM TH AR (AL RAR AR
HIRAA), &= F NDHSaB 52 &40 (b
SRR IR A, B S I A
JFORL T 2liAk, SRR B e UK S, A
FEVHI AL, FRAE 1 B vk A E A kL
JRARHE.

1.2 7%

1.2.1 it (DAL S DNASEE: A
FUE AREKIE AL . My — S hde, e ig T
100 uL TEZE . (2)4M)H IHBYV DNAHEEK:
HUBRZ ME10 ul, ITHB VIR R 10 LIk
%1,37°C 1 h, IIANFFIHE20 pLi ], B2 uL big
TR APCRAERR.

1.2.2 PR A nBaMlu 1 B 5 ul(0.5 pg)it
HEDNAFEA, N2 uL 10XMu 1 2, 1l
Miu 1 (15 U/pL), £B51/K12 pL, BAARF20 pL;
WS D B KA DN AR i) A E 4R

WS . G
Rl o |
b BTG
Bl B AF L HBV
cccDNA L % 9%
H A G R A5 A7 %
FRNVEE Sy
R A T kA
FERRLR, &
MLERRTES
RFIEREIT, B
AT B 2 — PP ik
A2 4%+ 49 HBV
cccDNAE & 44 m|
Iy ik, A& RN

e

7.

mia £#BE

AR S HR IR GE
HBV cccDNAE
A0 B A A
7ok R ik R
PCR(#i#PCR,
£ XPCR. %k
PCR). BAF
KA % (Invader
assaay). #4473l
4 % XPCR%.
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HBV cccDNA
Real-time 7 % &
ZAEW P, 2 A
PSAD K 1LiT 4
LAERAT, A
T PR A by
(HBV DNA B
ris &), HAL
B 28 X 4 FDNA
Y1) A BB, A
TPSAD % 5y
HA, —FRG
HBV cccDNA#
A S+ HBV
cccDNA £ TR AT
KAFAE T B &P
3+ 604 T AT £
AT A T B AT
BER, PTAF 45t
& R BT 8 F
Hra.

SRR B5(5'-3) [va={{31)
S HBV DNAKTNI 13F  AGAGGACTCTTGGACTCTCAGCAA 16591682
SIMIAFET(EIFR13F)  93R CCTCCCAGTCTTTAAACAAACAGTC 1715-1739
38T FAM-TCAACGACCGACCTT-MGB 1685—1699
HBV cccDNAKTN 71F ATCTGCCGGACCGTGTGC 1667-1584
SR (EFR71F)  381R TTGGAGGCTTGAACAGTAGGA 1857-1877
96T FAM-GCACGTCGCATGGAGA-MGB 1601-1616
SBATHIHIS 276F  ACGGGGCGCACCTCTCTTTACG 1521-1542
S |¥)(ETHR276F) 644R  CAAGGCACAGCTTGGAGGCTTGAAC 1864-1888
x 2 HNVEMBRAFBLDNAEREELER 1 = 60, mean -
+SD) ‘
[ 1
SNEIMDNA FFZHZHDNA
4548 BT AT RS FEAR FEAR
SHBV DNA HBV cccDNA ' —
FHEZR(0g#E 0/ug 6.46+ 1.67 1563+1.13 TR || PSADEGIIZA | | FEREEIER || MIuT+PSAD
AERADNA) gt g LbFHAH
NS (logkEil/mL) 4.23+1.38 o' ‘ ‘
13Ff 4 H 71Ey 4 H 13F 1 ‘ ‘ 71Ey 1 ‘
VNBEBETEON, EEERAMHBEUEN0, TXRE. l l l l

FHEXT . 27 5 & T37°CKG 14 h, 100°C
ARG A .
1.2.3 R A6 ATPAR #69DNABE: 2 ul
10X PSADZE M, 0.8 uL 25 mmol/L ATP, 1 uL
PSAD(10 U/uL), &1 /K11.2 uL, Miu 1 #4k7~
YIS MDNAFEAS pL, SAFI20 pL. SMiu
T —S0m] I 15 E A% 1 %o SR R R A ks BH P % R
FEATRA) G B T37°CoKAEEDI12-16 h. T-70°C/K
#130 min K iHFPSAD.
1.2.4 % %% FPCRA&M: W FH ABI7000%¢ )i 2
PCRY B BCHATRT I, SONAAZR: EVif5 1401 uL,
FUE5IH1 pL, #%F1 pL, Realtime PCR Master
Mix 20 pL, B2 L, & NARE2S pl. 3R 2
B 1. PR E37°C S ming 2. Z81PE94°C 2 min, iB
K94°C 15 s, IEAH60°C 40 s, FLASAMIEIR. BERHE
O 5 SR I B4 v h R CRE AR R A4 Ak A 0 2
).

it Ab3R R AISPSS13. 08T 4812
W, Z AL LR TTANOVA S Hr, 1521 i %t
HH LR IO N e 56, B30 AH OGP 23 iR H
MR G 7.

2 £R
2.1 % X Z BT PCRALRENE Fud Fotk
2.1.1 HRGPE: BU10°-10"9% DL/L I 541 Jookr K

JSIHBV DNA [|HBV cccDNA | |/stHBV DNA| [HBV cccDNA

B 1 SNIM. AHELRDNAMFARERBIBANTSE.

FREr=4), M13. TIFEE AT 908 #PCRY”
B4, [F IS PCR ™A T SRR B e FLvk. E 3K
PCRY MG P LASRAGRaE — B4 R, H 5 BIRpE ke
JR LK At R I B AE, 13+ TIFRIUBR by 10°F5
DU/, Ky W2 1 T R 2.4 X 10°-2.4 X 10™4% JL/L. 8
FERRREY 14 h 2 n 1512.

2.1.2 55t BEYI SO S A 9GP C RN 15
A O OE R 45 SRS B, HEBREG D)
FEAERAFE R 5EHEP C R Y. T A7 LE V5 e 1) vl REME.
L) J2 I8 15 T 20 TR T4 BH 6 TR S R 4
Pt D) b B %) R A VR R 45 R TC e vt A 22
FEP = 1.0), HEEREEDI SN AR R AT 9EEP CRIOW,
T RErE. ST RR AR FRAIE 26061 £ B
JiT 96 BT R AR BB A A I . BT 4L ZIDNAFEAR &
451722, HBV cccDNASE 745 B M HBV
DNAF#R4-5Mogll, WHE13. TIFPXS 514088
FEY R M2k, BuEmixs 5108 B8R — 2, 1w
HBV cccDNAJE S AEAR AR i T 7] BRAEAE Y
TG A Bk BRI B AR D &R 0
IR, TS AT e AR IR A B S s THBV
cccDNA Y 5 5 PCRAG I 5 7 4.

2.2 TR KATAEE B HHBV cccDNA ZR i
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5, 5. JHFEH TR EING AL PHBY cccDNABYESHIM 3755
% 3 HBeAg(+). HBeAg(-)HBeAb(-), HBeAb(+)&Z4HEHBV DNA, HBV cccDNAESLLR mLREE
AB R EE S

HBeAb(+)
&//ME mean+SD

HBeAg(+)
BAXE S/JIVME mean=SD
FFELR(IogEEIl/ug AR ERZEDNA)

HBeAg(-)HBeAb(-)
RAE =IME mean:SD  FKE

HBV DNA 1040 624 7.73x141 942 381 666+165 875 241 6.03+145
HBV cccDNA 596 0 296+238 687 0 233+141 547 0 1.06+0.79
NS (logkslil/mL)
HBV DNA 780 457 554+1.08 717 240 473+1.14 733 207 451+135
HBV cccDNA 0 0 0 0 0 0 0 0 0
A 1.0E+01F B 1.0E+01
B i
< 1.0E+00} e —— = 1.0E+00 A e T
o2 4 / ,,/ g x /,// / // ’
% wws B % Y Y.
2 1.0E-01f LS O 10E-01 77/ 7
/ ) "/ ”.' // / //
(KA I
1.0E-02 2 . VAR A w 1.0E-02 | w A w
10 15 20 25 30 35 40 10 15 20 25 30 35 40
Cycle Number Cycle Number
2 RATESPCRIPEHBEY IS, A I3FLEEBR HIHRZE; B: 71PREEETGRE Y.
A B c
W~ 51 m = L
=<7 < mo 8.
= E 6 fﬁ £ 10] . o j?ﬁ 7 ;
o= RS . o = o =~
=Gt H < o o g < =
ZH [ . ZK 85, ° ZEG6f
S 47 3 g 2 H AR gls :
s : L 26 : T ; ;
> 2 P22 g 2%, g
2 ot 5 < L 2 8 8
T= o Vg 41 . = g
Ko 1t SN o EE 37 §
% g
% o o =
Eelp : t & 2L ‘ _ T 2L ‘ ;
HBeAg(+)  HBeAg(-)  HBeAg(-) HBeAg(+) HBeAg(-) HBeAg(-) HBeAg(+) HBeAg(-) HBeAg(-)
HBeAb(-)  HBeAb(+) HBeAb(-)  HBeAb(+) HBeAb(-) HBeAb(+)
3 ={ARF4BYRHBY cccDNA, FFBLRFISNEMEHBY DNAEELLERER. A: [THLHBY cceDNA=AIFHEE B: FFHLUA
HBV DNA=ZHIH: C: ANHEIMMHBY DNAZZES. <~ HE AR AL

HBV cccDNAKG H 4 0%; AU H %
40.00%, H:F"HBeAg(+)41. HBeAg(-)HBeAb(-)
4. HBeAb(HAH HZE 55 H66.67% -

52.94%. 26.47%, #41HBV cccDNAE 71l
W33, HBeAb(H)4Uk THBeAg(+)4l, HAFHE
Giil2F X (P = 0.02), HBeAg(-)HBeAb(-)4]
HHBeAg(H)4lE mE4 KRB LG ERP =
0.46), HETHIME T G & RIS BATI Bk =41
HE AT YLZURI AN & 1 B HBV DNAZJRS 53647 HE
B, SR EITFAZHBV cccDNA LG 45 B —54,
[IF4H 2L HBV DNA: HBeAg(+)ZH vs HBeAb(+)
41: 7.73+£1.41 vs 6.03+1.45, P<0.01; HBeAg(+)
2 vs HBeAg(-)HBeAb(-)4l: 6.66+1.65 vs 7.73
+1.41, P =0.09; #}JH1fl XHBV DNA: HBeAg(+)
2l vs HBeAb(+)4: 5.54+1.08 vs 4.51+1.35,P =

0.03; HBeAg(+)4l vs HBeAg(-)HBeAb(-)41: 4.73
+1.14 vs 5.54+1.08, P=0.12, [K3].

2.3 FF4a 2 PHBV cccDNA L EHBV DNAL
5] [a]— B R4 ZUFHHBY cccDNAH BHBV
DNALLA10%-7.77%. HrhHBeAg(+)4H Lt A7l 3 [
0%-7.77%, ¥J%70.88%; HBeAg(-)HBeAb(-)ZH Lt
B3 [ 0%-3.72%, 3#)%70.45%; HBeAb(+)ZH LL#1
T 0%-4.66%, $1%00.38%, =4 LTS 2%
ZEF (P =0.59).

2.4 HBV cccDNA L5 ¥ HBV DNA#AE #4547 AT
HZHHBV cccDNA 5 H X W 247 A HBV DNA
L IEA (@ = 0.53, P<0.01), S54MEIMLMHBY
DNATCH A =0.18, P =0.18, [K4).

2.5 HBV cccDNALSALT. TBIL# % & AT4141
HBV cccDNASH X WALT. TBIL¥ LI

www. wjgnet.com

AT EHHBV
cccDNA % F 114 %
T A g7 ik L B
E,BRANTFRT
HBV cccDNA &
TR AT K AT AR
& A 91 A o e BT
20 L A B E
RE L, AT H B
TR AT K AT AR R
BERTERAR
Je AT RN
PR E e
VA B TR M A% 25 UG
AARBETER
GRS



3756 ISSN 1009-3079 CN 14-1260/R WRIE)OBIZE  2008F11828H 5165 53357
L PAGE L A B 4 BF4ELRHBY cccDNA
HBV cccDNA: % = 817 ;=053 5 EHBY DNARBSEIEDAT.
HBV MM & 4 D% Z P<0.01 . A: JF4HZHHBV cccDNA
FIKDNA. HBV < I r . SIF4R4 M HBY DNAJE
" . Z. e JATZHZR S
ﬂ};a%ibﬂf{;‘zi{\f@ aE z f R SMESMHT: B: FFZH4HBY
SIKDNA, HBV @E:/L > L . DNAFHAETT.
reDNA R B 45 “:Eéﬁf 1L
SRk KA D 20 L ol o woonee oo ! |
EH. E453 =< 0 2 4 6 8 10 12
#RNA B, A FTAHLHMHBY DNASEE (logh% U1/ ug AFERNZHDNA)
DNAR &#it kB
B4k N5 X gk b O _E] L.OOE+08 - . _ 18 -
% ", z‘%féé\%#ﬁ% = L.O0E+07 - p=0.18 .
#cccDNA % %@’ # 1.00E+06 |- ., . .
cccDNASZHBV # < 1.00E+05 - - . . .
7% F AR z - .
frta 2 1.00E+04 . oo T, .
3.: 1.00E+03 |- - * .
Bz 1.00E+02 -
E 1.00E+01
< 1.00E+00 ‘ | ‘ ‘ ‘ ‘ ‘
= 1 10 10? 10° 10* 10° 10° 10
JFZHZHHBY cceDNA (# D1/ ng AFERZHDNA)
A 3.0 r=0.15 5 BF4EZEHBV cccDNA
J95 P =0.25 . 5EXNAINENESE
) FRALT, TBILABSMEDAR. A:
220 . AT T4HZHBY cccDNASALT
1.5 T et . e ECRS e AR HT; B: FFEHEAHBY
*j:« Lo ¢ . cccDNA S TBILAA S 4y
B . . I BB,
Z 0.5
<
0 L L L L L L L I
0 1 2 3 4 5 6 7 8
B ,: JFZHZEHBY cccDNA# D1/ pg AJEHZHDNA)
= 7 r=o0t .
£20r P=094
3 *
g5 ¢ o
j{?& 10 * . * * * ¢ ¢
E(‘
Z 0.5
(=
0 | | | | | | | ]
0 1 2 3 4 5 6 7 8

JFZEZUHBY cccDNAF I/ ug AFEKIZEDNA)

ARG, s, JHA A LS HBY DNA
HALT. TBILJNGH BAHCE(HA LR SHBY
DNASALT: r = 0.02, P = 0.89; AT4ZMHBV
DNA5TBIL: r = 0.06, P = 0.67; 4} 1L HBV
DNALALT: r = 0.18, P = 0.17; #MEIfL HBV
DNASTBIL: 7=0.21,7=0.11).

3 e

HBV cccDNAEFEME S| MR %A d HHBV
cccDNA, 1HX} T reDNA, 1T FFiis | heat
ARG B, B Rl G, Xy
B G 1 B BERT H BRI B, TR

Ui 51 ) (P CRABEAR, I 7 A6 RS S pE 1t
DRI, 3 PE ST a5 (e k. FRATTAE LA
TETAEREAE FXHBY cceDNAE S K & ge it
itk (D)BEH—XTHBYV cccDN ALY 1
S, I UFEREET | S HBV DNAG Y3
WACR—3. Q)¥ HAT 4 E M DNASELIPSAD
1), HFHZIDNAN H BRI A DA T 1S
PSADE§Y], iEHMIu T fERAET, IHFAHZIDNA
gy KA A 451 52 2 H 3 LAPS AD I R 2%
BAK, Miu 1 v UK 5 FDNAYIE A /N
B, 75 KY¥EPSADBEUIA Ty, SUF ) 2B
ZUN RS A DNA. JE B D) AL FRE AR 1] B
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afif,cccDNA. B)LR i E— RV, Bi1k
B DA AP Je 9 e P C RN P HY LY e,
TRAUF D) N AR 50 26 78 1P CRR NV LMl
YRR, 780 UF B o2 1 45 S 2 BRI 7 VA Sk
M3, 45 3 5 7RHBV cccDNAE B S HBV
DNA [#MK4-5MogfH, AL THBY cccDNA
S s R T vk R e

PUREIRIT N SR 5 AR R —
B BRI F B, LBIRT R AFEAR B AT
S5 A I T, X6 5 A 1) 1R e A o R 1 B
WitE MR, AEEE AL SRR N
1Ak, H AT SR R A8 AR B B #1897
Tk KT, X & T 58 IR AR B8 A Y 9 B
SRS L5 H A R FE AR 0 R TER 4R X
IR R U 5 = X, 5 H A 8 & HIF 5T
% JR B T8 M LB 56, % & Y JHE 9 MRl AR A
BRI, T LY 5 R AR B8 R Y 9
S DLANE M L R IR e A — B LA
BAVHAT T LIRS, 7E601 £ 7Y I 48 JH-hifi A7
HHHBV cccDNATES A I S AL 23 2 AT
BUFFE R, R IL60HI K38 A1 Ji I A A3 A A
HBV cccDNA. #h Il HE 577 /EHBV cccDNA
WRAAFA 4N, %A TN A /EHBV
cceDNAM, A5 2= 40 A P A D FIHB V
cccDNAM"L HBV cceDNA— U A7AE T4
A R G4 I HBY cccDNAGE % 4742
30-50%% D1/40 ™, ANCLE 40 i e IR s B i ok,
Al RIA SN M AHBV cccDNA S -4,
FLILAE AN A e R e AR T 5, BT AAE S
JE I AR AR S HBV cccDNA. {HANBE [ A 4h
JAIL P AFAEHBY cceDNA, /] fe K5 3= A, 16
T PRANREARL H . HFZ1ZAHBV cccDNA /7 i
HZUAHBV DNALLGHI A 0%-7.77%, (& TH L
BT G T R R RS REAY 0 B
PR SE M L R R AR, AR BATHE N
P g P B A R — 2T

JHRHBV cccDNA. S HBV DNA L AT Ihfig
MABEFRARAHRE B I, 20 Z{HBV cccDNA
LR AR I 4208 HBYV DNAKALT.
TBIL LA, BIARAS LA RS HE, Jf9E
2 R I [RIINFALT. TBILAE TH s, D) RE
BEINE. R RE R, HBVA G IEARSHIR AT
S H, A0 MR SR R AR AE S BRI T ANAR S
R, X9 w10 I A kA7 B, AT 5
FEF 400 0 e e SR, DA 2 9 IR R B R N A
G P58 2 G I G I Al M B AT B R, T REAE
TE—E IR LR, % FHHBV cccDNAS
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ALT. TBILZALHIAFE. A5 W 7RHBV
cccDNAFITFE 2 TALT. TBILIFF "™, HBV
ccc DN AT 8B FE 40 B p SR U Fa b, 3
AT S B 6t 7] — HE 3 M Bh A R 2 — 20 19
2.

H T 2 R A A GRS A, B
sz, WA INME, HFZTHBV cce DN A
(RN PAC N FH 52 21 T MR BRI, 1F 2 2% 38 AE 5T
HAZHBY cccDNAE A ML EHBYV DNA,
HBV cccDNA [ R Fs 4 i if s HBV
DNA. HBV cccDNAJE 75 1] PAIA]H% S e fH-2H 21
H R IR SRS BT SE 0 45 S oK, 4h A
MAHBV DNASHFZHBV cccDNATGH
Pk, BaliAh R LS HBY DN AR IR X Sz e 20
ZIHBV cccDNAT L, Chan et alf5#H A WY,
JFHZHBY ccc DN AR WA RE B EAR. WF5T
FEATIE R IATZHZHBY cccDNA L T4 215
HBV DNABAF A K (P<0.01), 1HAHE R EL
1 h0.534, —FH AR I A TE A — B, FEoR T
P B S PR S T AR A 5 JLAR PR ZAH DG, A5
53 % FHHBV cccDNA MIpgRNA 3t 7] iz s 75 4
VG TED, K40 IDNA JFF41 4 cccDNA LS
peRNAZEFRbR4S Gk, TREX B bl EEh
7 LT S

LT 96 B REAR 55 25 60451 HR 415 995 75 b 5 )
43 =#1: HBeAg(+)Zl, HBeAg(-)HBeAb(-)4,
HBeAb(H)4l. BATEHHBV cccDNAE &
W7k, W51t L Br AR FEDN A
VR 2P PRI 25008 &5 SR s ), T ek R A P D
HPSADIL [FVHAFE AR T gk SSHBV DNA
HFidliccc DN AR A% R 2 0 45 JL K 5, {RAIE 52
W ok Bl e AR LA BRI SIS HB Y
cccDNA I EHBV DNAd HfilfE Bk =41
I B S22 5, (HHBeAg(+) 4 i T HoAl
41, HBeAb(+)4l i fik. [FIIf EHBV DNA, HBV
cccDNASE w45 B HBe A g(H)41 W 7. i - HoAd
41(P<0.05), HBe Ab(+) 4115 ik, AT LA H
HBeAg(+) 21 75 5 Hl i EK, HBeAb(+)ZH B
RAHBe A gL 5 e i J 3 28 S 12 BIAR K
i, HBeAg#% Y141 AR T-HBeAg(+)4l, {HJi £
BHNETE T K A HBe A gl iG 2t nf
REH T —HBr HBe A gt B B 2 s 3L K 7 41
A ST T EHBe Agh A H, IFE7 8 & H7E
PERRAK. AT 2 £ B 5 A A £ 2 5 75 &
HIAE & = A AR, w73 — a5 AL
il LLFE I IR,

S, BAHEE A FERHBY cccDNAYY

WA R
KRS EF
R EITE, KA
Real-time 7 ik #
MHBV cccDNA
B AR R
B K L& LA
— EHAT 5 I K
AL, {24 Fr b ek
HARR. KL
ER e R
FAE AR L,
f2EHFRAES
AR,
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Abstract

AIM: To find out effects of adefovir dipivoxil
(ADV) on the function of dendritic cells (DCs)
from peripheral blood of chronic HBV-infected
patients in vitro.

METHODS: Monocytes (Mo) were purified
from peripheral blood of healthy volunteers
and HBV-infected patients with incubation of
granulocyte/macrophage colony stimulating
factor (GM-CSF), interleukin-4 (IL-4) and ADV

www.wjgnet.com

at different concentrations (20, 100, 500 pg/L)
added on day 6. DC’s morphology was observed
under inverted microscopy and the expressions
of CD1a, CD83, CD86 and MHC-DR on DCs
were analyzed using FACS. The ability to stimu-
late the proliferation of allogenic T cells by DCs
was detected using methyl thiazolyl tetrazolium
(MTT). The levels of IL-12 p40+p70 in culture su-
pernatant of DCs were determined using ELISA.

RESULTS: Compared with HBV-infected pa-
tient group, a better differentiation of DCs,
enhanced proliferation of allogenic T cells and
increased secretion of I1L-12 p40+p70 were ob-
served in ADV treatment group. The DCs with
100 pg/L ADV had the highest expression of
CD1a, CD83, CD86 and MHC-DR, significantly
higher than those of DCs without ADV treat-
ment (43.5 £ 5.7 vs 20.6 £2.8,34.6 £ 1.9 vs 16.7 +
34,409 +28vs25.8+6.6,66.9+540v540.7 +4.2,
all P < 0.05), but all lower than the healthy con-
trols. Differences among the three groups were
statistically significant (P < 0.05).

CONCLUSION: ADV enhances the immune
ability of DCs from peripheral blood of HBV-
infected patients, suggesting that ADV possibly
participates in the immune response through
modulation of function of DCs and plays an in-
direct antivirus role.

Key Words: Chronic hepatitis B; Dendritic cell; Ade-
fovir dipivoxil; Cell phenotype; Antigen presentation

Chen Y, Chen HT, Wu SP, Yue HK, Ma Y, Fang AP.
Effects of adefovir dipivoxil on the function of dendritic
cells from chronic HBV-infected patients in vitro. Shijie
Huaren Xiaohua Zazhi 2008; 16(33): 3759-3764
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DC)% 4889 % 7).

FiE: 5 BCHBR X B AL E A R I A i

n¥ £ %4
CHB#% 789 £ %
WA EEA/E
B AR E ) R SR
&, ARAEB R
TRHBV. 4 /TiA3h
MR o & B % IF
B H 9% 4 25 4,
R F TR R4
IPRIHBV A4,
SR A Rk 64 1) AR
LS, DCAE
— A E AT
4m L v % BRAPC,
T B R 0 ta e
FRTHFREE
ADV 2 # — &
MHEmEYs
My, i@ it A HBV
DNA & m X 4%
HgmHAER, BA
JTZ s R A
W, BRI A
ILADV o gm &
R B 2 DCAL A —
EAER. B H A
A K IRIE.

W@ FERE

Ak, SHR R,
Pl KRS
Z B R R B At
BN, #Ax, P
i K F I R AR
BT/ dy K 5 ok e
—ERA LA



3760 ISSN 1009-3079 CN 14-1260/R HWRILNHBZE 20088118288 25165 Z533EHA
WA LA ;&% N # 48 f(Mo), f£4ThGM-CSF+rhIL-4Z RE%R 1 #RFHE
CHB T X % : 5 3
e gt LADV(20L 1005 500 ng/L)3EARAtE T #1411 Aha e akbil 118 % AE B I CHB 4 1561

B, iEA L
TR LGB F
%. HBV &1 M1 )&,
IR, R T A A
W) 9k G T A
oA B BLbk 8
am e o B R . st
CHB# %77, #IR
HFRRLE, FIiA
W A% 5. CHB
BTN B R A
ZCHBE # A
R AL 6 %%
W%, AR IR
RHBV. % 5% CHB
RN Z W E R
REZ—ZEE
DCH 414 TF. DC
A BRI
ERIRGIAPC, &
B Bt 4
S 5 R P
IR, B BA
CD4 T 4k 8h 4w L
FCDS8 CTL# %t
N, FEFIAEN
w8 e 9% B ST P
REZGER. A
b, 4o fT A& DC
IR 2R,
V&SR
2% 4 % 57 CHB
L E kR A
Z—.

4 4w i R DC(MoDC). 1218 B 2 4% T IR
DC# 7% % ; FACSHATDCH A A MTT Rl &
DC |8 R Ay 4R T 4m B3 3869 & /1, ELISAK:
MDC3EF L PIL-12 p40+p7069 4&.

#£R: SCHBAKA A LE, CHB ADVA 2
LADCH S5 B, BCE 45T %0 L3 75 69
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MM 2 AT 4 (chronic hepatitis B, CHB)IAJT
1) 3 LA e & C H B A 3 A7 70 AN [A) R B 1) e
i 52, 1R AEM G FRHBV. i i CHB %% iif 52
() R 2 — 2 B R ROIR G (dendritic
cells, DC)Ifigf& P CHFsE, DCREME—fENT
A6 BT 40 i (1) % AT IR 42 4 40 i (antigen-
presenting cell, APC), TEHUIEEII 4 A %05 h
A Y B4R T R (adefovir dipivoxil,
AD V) B — AL 2R PUm 2 254, i #4h
HBV DNAS #ilii &K EEGUREEH, XE4-HBV
MR RE 12 BT AT 25 HB VAR SR A
WEEIEIE, A ROk R Az R 2
i) LI R 298, AT T2 Rl R R iy 5t
45T R LA D VAESUH 2[R B S D CH A —
SEAE N [ G R A SCHRE, Rk, AHEST
T A AA SN AD VI CHB R 40 A i FA% 41 i
(monocyte, Mo)JEDCHIfE, #E— R ITADV
157 CHBIRIHL .

SR, IR IZ W bR HESS 75 42000-09 75 22
TEIR S o A el 5 35 A 220y & 0 HFI 2 0)
WA Bt R BIE T ) 184
LR R Wibsit, JFRFE LR & (DT
18-55%; (2)HBsAg(+). HBeAg(+). HBcAb(+)
KHBV-DNA(+); (3)ALT | =ik 1F %l
2-10fi5; (4 TBHEFON S IHFFRHAV. HCV,
HEV. HIVES, Y000 &AL T4 I
i, oy DU ER B B 1041 0 6 4. FITChRid
ffHi ACDla. #iIMHC-DR mAb, PERICHI
fPTACDS3. HICD86 mAb, [AZFITC-1gG1 .
PE-1gG1JI1EZ ik s HeBioscience A ] ™~
#h. thGM-CSFAIrhIL-4, Pepro-Tech/A . RPMI
1640, Gibcon . 22345 ZCHMTT(VY A M &)
439 A SigmafIMDBio, Inc. i, Bl s 451,
T 2 H B A H]. IL-12 p40+p70 ELISAIR
& MU-CyTch biosciencesy™ fihr. k.41l 7
B (Ficoll, % 1.077), Figa (s X004
FRAA]. B2k L% (newborn calf serum, NCS),
UMY ZET L) TR RS, S8 EBDA ]
FACSCaliburiit z04H 21X

12 7 i

1.2.1 DC# & & 5 #hifb: B % (CHBH
SRR OIS AL, B RS, 55 R
[[IRPMI 1640%0IR 4], Ficolls [ 1 8 B 00k
ERANZ A R(PBMC); HI5 100 mL/L/N =LY
(NCS)IJRPMI 16403 =7FPBMC, & T 3151
MLpY, £E37°C. 50 mL/L CO, M4 N E3 h, #
%41 B (M o) RV BT~ LR i W e 1 Ak
Fib 40, 3 LARPMI 164030 55T, FFRIL
R A0 I, SR 5 FH 4t ) S 4551 29 & B 1 Mo,
4 Mo.

1.2.2 DC# ¥ 3% H47100 mL/L NCS[HRPMI
1640 Mo E N1 X 10°4N/L, InA124L
#%, 0.002 L/fL, JIAThGM-CSF(100 pg/L)Fl
rhIL-4(100 pg/L), T-37°C. 50 mL/L CO,4%AF
K%, JRE9R9 d. 75 SDC L FE b, 453 deit
eI 7] I D A R () 48 L DS -, TG IR ARG d
AT 48557 CHBAALFEA]; CHB ADVAL 4 :
CHBH#DC+ADV(20. 100, 500 pg/L); fd e
HEAH. (5 B AH 22 B T 3 A MEDCIE AL,
FEFRO dJ WA T A L A Tk At 4 A
IR B3, T-70°CHARAZ AR 40 i A 1.
1.2.3 DC# A A 541 F 1574 PB STEE: 4t Jit JF: 1
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SN P 4LE ARl Pigg, BIFITC-piCDla
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CD86 mAb, [FI#PEMFITCHrCH)/N IgGl
PUATE XTI, T4 CEOEARIL30 min5, F T4
[FPBSYEE2IK. )i 400 uLIfPBSEF 401,
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1.2.4 RAFF AR Ak & iR B A 4h
JAlif, FFicoll & AR 59005 7 BiPBMC, PBS
PEZ ML/, T37°CIGEES h. AR AR EE 1K 41
Jfe, LA 100 mL/L NCSIFJRPMI 1640&7F, 7
NJEEMF, F37°C M1 hfF, vbHAEE
I RP A T . F 7100 mL/L NCSIHRPMI
1640877 55979 dIDCHF IR ILE % 1 X 10
AL, N385 35C 25 mg/L, T37°C [ %30
min, ARPMI 16403E3 7K, HHH] 56 2B R0
F1:10. 1:20. 1:50/1:100/IDC5TH
Ji LG A7 I N 96 FL I 5 770k, 2R 81200 uL,
FFH3E L. T37°C. 50 mL/L CO,54F FRE9%
4 d, 1000 r/min&5.0>5 min, 7725100 pL_E¥,
FUIMAMTT 10 pL(5 g/L), k4215954 hjE, 1000
r/mini0>5 min, 5+ Lig, BALINADMSO 100
uL, MA s0mfH, 25 LBFLISER R,
1.2.5 DC3& R Lik P i B F a4 4l . 5K il
IR, FELTS AVEN % % 5256 41
DCH; 7% FWGHIL-12 pd0+p700 & &, RF4K3
MEAL.

it AbFR N HISPSSI1LOMAF AT S i
Wb, 25 imean + SDFR IR, KA HLK 3 J7 25
Mrogidk, dLIHE TR EL A, P<0.05H AT B 3%

2 £
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O 0 P S R AR, AR R, AT L B e A
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500 wg/L)FICHBA &b 3 41 A% T2 41 fu i /b (1€ 1).
HDCHE St i, ADV 100 pg/L IR B4 500
ug/L, WREZE A EEAE TR B F U %CHB
ADVALFEZ (500 pg/L) AT & BLES 77 W rh 41 it 5
HLIH/D, AN R .

2.2 ADVADCAAR 6% wm Ji gl AL iT K
W, #ECHB ADVALHZ1(100 pg/L), CDla’s
CD83". CD86'HMIMHC-DR" DCHI¥ I HR%,
B R TCHBAA A, (HAK Tl Faxt 4], —
g ) 2= S AT GE0 25 7 L(P<0.05); TTICHB ADV
AEHA (20 pg/LA1S00 pg/L)S5CHBA AL H A
AL, BATZ R E TS R L (P>0.05). Ui
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B, AR 2EPUIR KRBT 40 M 5E 58 A X 1
SR(EL).

23 BARmBEAFIRRAKRE ML E DL
779 dIIDC A RN A, T A R LeAg) 5 [ b e 4
WY IR S, CHB ADVALREIZ1(100 pg/L)DC
SRR [ e S A U £ 40 e 396 B 1 B ) A v, HLBE
ZACHE A0 T L A9 F 14 I 3 o, A0 T CHBAR AL 22
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2.4 DC¥ % L& FIL-12 p40+p708 & ik K
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TERK, HCHBAR A A b T W3 v =
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A EE RAR
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~, B — R
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CHBIRYT, PURTEIRTT & CHE, iy & E
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Bl I YERR S N I L AT, R
KCDA THIBI A AICDS CTLIAE 11, EPU
A R R LT R e ab W N T (S R P I
WA N sRD CI LRI B A ), KR Dhe
LA BT CHB 2L 7 il ¥R I ) 2 —. CHB
FIRHLE Ty e, HOR G R FE T
15 LN 2. ADV. KK (LAM)ALA
BRBETV)H S E IR, Bw] 8 H0]
HBV DNAE ], FACIME FHBV DNAJKF,
B INHBeA gLl #5 # F MIHBe Agig bR . k4
= et al"™EL Y RIMLAME A (3L CHB &
MR ILDC /b B ThRE; 7 0 et all' T
FRIHET VJNBERS 1 5 CHB & 3% 41 LD CIH)

B 3 DOBFLBEDIL-12 pd0+p70BIFRIKNE N = 3). A:
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ABFEZE (100 pug/L); D: CHB ADVALFIZE (500 ng/L); E: fHEEE
X HAZH.

Ihiie. ADVB— R H KPRt i, 1
i 24 1) £ /b UL, Ao CHB AR ML S s
T 6 (R 5 0 0 R TS 2. Ak [ AT WF 9T K
W, ADVIRIT Ja, CHB S MG T T TN M ok
b, R S ECDA T S PE R, BEREDC
(o %ca i 2 B ohfgsamt ™" X iR, ADVHAT
BE AL H B V 5 338 10 25 1 6 8 i 52 (1 3 45 o i
FEAEH]. AT AD VIR &, DUASTH
IREMADV 5177556 K ¥ 40 & i Mo D CHL i
B, HORWGKAS AL AT KM, IEEAD VAT
CHB & HDCINRERI R 0.

D CHUVRF 1) 598 2% Dy g B g T I S BoIR A,
JuHjE & HCDla. CD83. CD86. MHC-DR%%
g% oy T IR IB KT, X 4y FRIXE T
B 24 3 30D C e D e IS T BOE S 1 A,
DA B & ARG D C ) T B AR HE™. HhCD1afx
WD CIH%UR, CD83 WDCHI L FRE, CD86E
DCE I HE WA, MHC-DRE 22 Y
PRI S, DCEMHC- 1128 T 55Uk A
B & Ja WA SLR Oy 7 P R R A RE
K P E 24 R LA, 3 Bl s A AR
TG RE], ZLADV(100 pg/L)iF & HICHBE#
DC#*iCDla. CD83. CD86. HLA-DREIXA
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SR EEANFE. EERHEBVHY, Th
MICTLAR A 2 G H MR, T M350 75
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[F B 1 AR ELAE 3L, [ F5CD28/B74%,
XPAESHTHDCS 51 MR AR L)
ADV(100 pg/L)iF & FIDCibk 41 i 354 58 g ) 4
5. TL-1224 BEGAD CH 20 i, WS NK A I, ek
ThIZ4 K FIL-2 TFN-y[1) 503, RIBLT41 50
TG TE, A5 40 g B AP AREFUR I
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e 1 1 1D C I Th g ifi 2 5 3RAG Pk b 5 W 25
XA MG E R T 0 A B B FH AD VAL B
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Abstract

Activation of hepatic stellate cells (HSCs) is the
key factor in the formation of hepatic fibrosis,
so in present research, it becomes a hotspot
that how to maintain the quiescent phenotype
of HSCs. Peroxisome proliferator-activated re-
ceptor y (PPARy) is a ligand-activated nuclear
transcription factor, which can maintain the qui-
escent phenotype of HSCs by means of affecting
the lipocytes, leptin, cytokines, transcription
factors and cell cycle as well as by its synergistic
action with Farnesoid X receptors. This paper
discusses how PPARy maintains the quiescent
phenotype of hepatic stellate cells.
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Abstract

Fatty acid bile acid conjugates (FABACS)
are synthetic lipid molecules designed to
solubilize biliary cholesterol. FABACs were
shown to delay, reduce, or prevent cholesterol
crystallization in vitro and ex vivo in model
bile solutions and in human bile. FABACs have
also been shown to prevent the formation of
cholesterol gallstones and to dissolve preexisting
gallstones in experimental animal models. In
addition to the beneficial effect on gallstone
disease, FABACs have been demonstrated to be
able to prevent diet-induced fatty liver, reduce
atherosclerosis in C57Bl6 mice and increase
faecal bile salt and neutral sterol secretion.

Key Words: Fatty acid; Bile acid; Conjugate; Gall-
stone; Fatty liver; Atherosclerosis
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st A4t iy YL, FABACSHESSHIGIINFRA &k, 2k T JIEL I Dk 2 AR 714, 2R L
e o THEEERASAE L — IR ROR R A MY i B T AT R AET AR

FF L Zh bk BEAG &
TR A B
B E BT
.

WFABACsH R, Kk, FABACSH W HE% A
HEEEA R 7 R ) ik ok A A 1) 38 IR YR T T 24
YU, BUBAT ST LR

1 FrEEEis

TE I A ) 25 2R ARG IR T 2 IR BRI
PEIBCTHEAE, f8 0% vk 4 a0 eE G 2L 4 5 1) B w4
H. ks 294 5 5 A7 1 SUBE R BE (Vs a1 B
JURAR G, ) JHF 52 5 40 e b 2 Pl i R 2 11 52
AT 2= LB i S e MR UM AN SRR, T
DLKG 29I PR B T T 4. R, LAFLHEAL
EESEER I EZ J LN &N ek A L]
JHHHE 1) 45 5 400 2 e AR 9 R SR eV B, 2
N A EE A IR A, TSR 2.

JIFLIE 2 P 5P (T 40 e S e P DR SR I 3
MR Ep o Je il 1k = B % 18 3 43 i iz 38 WO BCdE N
JUE, A B2 TR e MR A I s e U
DRIt DAJER A 408 i) 2 4, ANH R 65 S 2590 (1)
JHRE ) P, sl BEEIE L, 10 HAE 4 E 2
poEYRIIE; VE Ry PR TE IORSRIC K, IR B
AT YA PELF) A0 R R B
FIR G B AT T, 725 Ok,
A AR AL R A AR D, 1 SR 2 27
R B R R TR AR 54, AE55 800 7 IR T,
TR TP AR UiEZE 2 N = e v ile g e G
TR ) (A AR P AR I S B P, g e L A R
5B UL U8 5 PNCX-1000, G
BEAT A A2 ORI R AU IR T 4 2 P 4 1k
DAL, 085 Aol i R 5 RS () BT 303 S 90 S T 44
o FFREAR B 1) ik e s 38 LA B (9 7 1
FHEA. K0 e T a8 2 AR RS D705 IR A K T 1
(AL ) 8 A ) RS IE B PEVE T T I, 7 2R e
PERIBEREE L, 1 B T A g 7 U,

[F]Ff:, FABACSTES)AAR N HAT 8w (1
SE R . 6 R T30 mg C-16/2.C-20
JEWiER IFABACS ), ML 1]k I & HH VT
FEI TR I BIFABACs, 1 LURH Y Fh ik i £
Iyt C-16 I 17 B2 AR A D MR BEAE 45 25 52 hi)
AR EAE, C-20/lRT R I G 7E4 hik BIWAE; 45
2J524-48 h, VTR AT A 2IFABACS, K
AFAE 3 FEE I A A PR

2 B EHELALETSER
JELG5 AR 8 L BAR PR O 22—, R R
Ik 15%; MEAABCKRE, BRE A K 2 B0 L

Jrig. FARITERIHED) R, v LK A 2 bR g
A5 AFEFARITIEALIHFE R D gk 2k, S0
B et o, HAR S 2% 5 ARt &R
EFRIT LS por A 25W) . WEEHEA L 72
WA DA R S A IS AR A A, JErh s ok # AR,
S Iy W B TR 2 W Epo i A 2. (R, H
AN AR 5 40 5 A 2097 RUR A

T2 Fe W, ARV T () B A 40 ot A2 A ik
JOER 0 P AR 10 2 2 e o U 8 IR o
AR AT LSE K L [ P ) A B[], 18 m Ry e
T8 A 4D L A9) B8 5 1l T P 28 s mT LA A ]
&b S A A R 41 1 B 7 R AR L A s
[ I 5 P9 T L R R O TR T
iR A FIAHEE. FABACsAEM F I IHI IR 1
IS RE D) K VO AN IR s R 1S NI, R
FAEH.

TEAAL, FABACSHENS S KA AR Y JIH [
Wz 5 e ST T), ks IR [ e 5 . AN [ B R
P43 T 5 T2 2EL 1 1Y A 5 0 ol DL e 5 &5 1 4100 1 £
FAASIR], 14-T5c v 0 T 107 8 ) IR IR A 5 0 3
FHEIVER; 50 BATAHEE, C20-FABACTH] LUE
2k WIS A] 4K 400%; A 15 mmol/L FABACH
14 dJn, C18-FABAC ] {ii fIH [ i 45 i e 2
XA I14%. 75 NNHH IR 4 MR % 1)
AR, TINS5 mmol/L FABACH} &
22 d, 166k E206% FIFABACHfit 2 2 /> JIH
] Wz 5 it o, TR ) B JK 9 S5 PR IR PR 086 A6 A .
FEFTEER YT, IS mmol/L C20-5%C22-
FABAC, W 521 d, W43 A% [ e 445 i 1) 2 gk
b5 X A1 1.9% 15, 7%

FAB A CIt e % i T T 1% 1 JIH [ B 25
n. BRI N IHYTE37CE A 21 d, 8K
B RIS 21 45 & 1) TR 1, i I ) SE G 328 7 4
I, IEEPEE. FEH21K, IA30 mmol/LifC20-
FABAC, M%245 5 7246, INAFABAC/S 5510
R, TOMLEEA 2 0[] i 45 A (1 A7 AE, RIWJFABAC
St L[ P 4 A AR .

SR, FABACHEWE FRG m IRIK & BT
g £, K18 G g, 2 G R
BAT PR B SR, 6 HLLUH MR B SR; 7E565.5
JE, 6 SUSAT PR B LB ) A3 U RUAR £ 41 50
Yipo#; 515 mg/difiC20-FABAC. {E55 105 4b4E
FTAE S04, RO IR v o A 4 R fr
NPT TG R IR e 45 s, 45 HFA-
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gh 5, ARG HFABACI T oA MK & 4l 5
35y T D L ] e 4

JH&E 47 S PR 28 R CSTI/L/N R4 5 il
PEIX B METR2 mo, RJG M4 5 IEW IR, U
—¥B4rigsh 5 C20-FABAC, 7&K 4 10.553
mg/d. AT PEEETE2 mofi, BT shirs/EE
V] P 5 415 AR SR LU R B )5 2 mo, 3/41K13)14)
8RAT L4547, 1153 mg/d FABACIHIZB G —4T
MRZ54 (P = 0.033); J) LK+, 36 /M=
FEX TR, 2 moJa, B3 shMAbsE, #6:l it
AW E5 A4, FIRBPSCLH IR TR,
[\ 43 lig#5 50.5 mg/d. 3 mg/difIFABAC, B%
9 5K N RHIBAL. 2 moJ, ALAERTAT 54,
RIS A7, S5 SRR, X 20 100% 4 H 454,
1M0.5 mg/d FABACHIHZ128%3¥)H 45 41(P =
0.007), 3 mg/d4112%118h4) ™ A= 454 (P = 0.001).
TEPEIR/K |, 0.5 mgRlE I FABACAHH Y T 14
mg/(kg- )RR, 5Ky A a7 b BT R IE R
AR,

DL b4 B, FABAC/AMY Ae s il e s
BT IR S A, T HO U R IR 2 A
HEfRAE .

3 WP IR ES FeavAS LAt

JG 17 (Fatty liver) H 22 U Rl 5 RS 1) JHF 4 i
YRR I & AU 2 (R F AT . 1E AL b i
BB R 194%-5%; 4T Z0F iR
K BB R 10%-15%0, BLfE41ZH
bR I 5000, Bk i 7 )

5 L AR 14 HE Wi i (nonalcoholic
fatty liver, NAFL) & A& 2 [B 5 sl i X (1) 55 UL AT
PN, AT A 24% M N TEEATNAFL™Y, Bfi A
BRI KT R4 v, I SRS 1 0 07 A 1)
Jod AR R A 1 ey, 7 S e N FR AR

SRR T R W K 2 BER Ik ok,
HEZ20% 1 825 1T fe A e IFREAL. PR P
g 107 JH 308 5 AT B A Al A
TR AR,

I I S R g /> e IR AR, AT DAY
NAFL, {H & 1X — s R/ N Reig i 2.

TEVEMTFAB A CsXf /N B A4 P JIH 45 41 T2 B
YER e b, R ILFABA CsHE W il /b w5 TG IR
AW AR D UTER. it — B %8 T
FABACsX A [wl R & 2 AR 0 BB 7 . X
LR EFEWister Kl & BUFITCR AR /ML
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A CSTBL/6 F /N A 4R/IN L. BT 3 LA s
JEEIETR, SEIR B Pig4t 5150 mg/(kg-d)7l
HINFABAC, Xf AL shieh 5 4 3 oK.

T eI WA ISR, W LA B P
LZRD) I I NG W 2 R 5 AR g 17 92 31 7
F1 05 Tela T 2055, e Wia e 40 f & T
5%k 145, a7 4 ML A A T-5%-25% 42575
JIg 5 952 8 0 L B 25%-50% K 3% g i 3231
Y i B0k I 50% A144). C20-FABAC4: 2454 wkiT,
C57L/J6/N B A 222 i 105 JH- 53 24 0.448, Tk}
W41 R 1.5%r; Jeelth, & R 2510 wk)a, 41212
W 2 %5 0.3 43, 15 BEZEL BT sh 4 (7 7)Y
JiE 3 JHF 9 503580 v ik 4937,

FABACHENS W2 BRI AL 2 IR D i B
bb. KRS IE &R F214 d, St B/ 1 b
fH 41.340.44; FABACIARIT4140.66+£0.04(P =
0.001); X RAZH A2 JIg 107 Rk 296 £41 mg/g
JH2HZ, FABACRYT 414255 £30 mg/ght 4124,
GRS IE R FE21 d, X B4R I/ Al
J1.41£0.27; FABACYHIT 41 1.1140.20; Xf
WA AT 23 b IR 1D AR 119 £30 mg/gfiTF 4140,
FABACAIT 41 457 £ 12 mg/ghiTFHZP = 0.009).
ICR/M RS IR i 7724 d, AL iy /2 1 L
{40.34£0.13; FABACIAIT4140.174£0.07; %f
HEZH 20 23 DT e B2 73 23, FABACTR YT 4
H37E5P = 0.034); £ C57BL/6/M, LAWestern
REEMEFR16 wk, XTANRN /& H i oh0.24 +
0.04, FABACIAI7 21 40.16 £0.02(2 = 0.001); %f
WA AL TR IR B 134119 mg/ght 4l
21, FABACIHIT AL A 115+£17 mg/ght AP =
0.003); & C57BL/6/M, LLsiflR Tk B iE5722 wk,
Xof WAL MR /2 1A LA o 0.48 0.1, FABACIAYT
21 40.27£0.02(P = 0.001); X} L4140 fig
iR E67 £19 mg/glF4HZ-, FABACIGYT AN
51116 mg/ghFHZP = 0.014)*,

JHF BIE A 1 25 2t 6 B T 2R R H ot =
AT BRI, 55T B, S R4 = BRI N
473+6.9 mg/ghT4l4l, FABACIA T4l h11.8+
2.5 mg/glF44%; fECSTBL/6/N R, X R4 H =
BEHR B h24.2+2.7 mg/ghT4l4, FABACIAIT 4
H18.4+ 1.5 mg/ghF214; FABACHYT thREFEA
VR0 0 490 P U v %) 8 i R[] A 2, T iR
FOT R~ 3ol R L g 1 R i AN Y,

JIE i B - R R AR G v, TG 07 IR ) e
ANTR], F R eb B 197 2 )5 AN ] CS 7L/

Gilat et al#FF 5040
Wi — 2R,
K ILRG W B - R
A% & B 45 TR B
Re 25 5 T 58, 7R
TR IELE B
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?Eﬂiﬁ?;i—;{% I3RS wk, SR 45 5C16-FABAC, C20- B MBWAT M, SL s R Bk, LR o i
sitsmitgy FABAC. C22-FABACHUEHER/K. x4 By, U A& A R 3o e, o
H;K;@H;ﬂi ﬂ;j bt, 3FIFABACHREREACHT MM & 8, IFEL ATt v 2R WA 27 s>,
Wk s AP E AN S 080,11 £0.06(2 =
T RRARAT 09 F . 6 YEFHNH

0.001), 0.2540.10(2 = 0.005)F10.34+0.16(JC i
FE), W E4140.70+£0.252,

X L i34, FABACSKT FFIE B A
WRE KNG/ A s S . FABACHEDT
A (1 2Py R e ¥ a] DL B B/ TR & 5 L 1
JG i IF. FABACSsH] RES A5 A Va7 i g s LAt I
5176 1R N AR R 7 FE 05 1 — P T B2,

4 FFSEDARIEREL
B Ik S A A A, 2 Ml N S AR R 1 R, DA
M1 FRAR S 5 I 2 1 R ARAIG 8 S I 2 1 KF T
SRR A FAY v JIEL ] e T E A2 50 K o AP A 1) 3=
B P

C57BL/6 % /I L EAS FEAL IR ET TR, S5
HENWRINpo C20-HRITIR-NRIRIE S, & Kpo
150 mg/kg, 15 wk/im g 330 ik 5256 75 1) 3 bk
S ik 46 A Rl L0 IR J B B A7 1A 45 SRR W,
FABACsHEMS W & FRAK S k20 ik ok A i AL RE IR
[0 BEER B T FLP = 0.019). X 41 FFABACS
95 20 1R B ) I AR DT R W S e I
A S50 21 B 1 o R ] KT S S T v, SK
BIFURHT SEH08 wk A S0 45 W Ja, X AL AN
FABACs# 24 20 2 18] ) Hy 1) i A [ i A H- il =
FiE /KA 3 22 5 FABACS# 2541 2 [R50
(18 1L JOFL ] P 7K~ A R AT PR 3 P v 1% I
FieE e I [] e S PR AP A 8 A 22 . L e i
JEETE NS M2 b e I 3E T T 23 H, VLDLJATH
B FIL D LA [ B 4 72 5, FABACZIHDLJJA|H]
Fi A SRS () FAIS. VLDL. LDLATHDLA1 %>
rh )4 FABAC; HDLHF'FABACH /KT 2% 5
FVLDLFILDLH 15",

5 FABACSHZ £t

AR KA/ Aligsh 5C20-FABAC, I
SE 45 25 Ja MUVRCRD B () AR AL 3R A, 26 58 38 B 1Y)
IR BAT R FAETETE DL 150 mg/(kg-d)
FABACK T 5256 3 ) A AT AT AN R BV
i = RN VN N /DS AN L R A S o e B A
N, U AE A R LS W i T A R DT
4. FABACKT/IN BRI JH i e ol i 0 I
P BEAT RE A5 F A R JEL Y 4D L [ T A ek A
B AT, fELAE o B M R JIEL 6 8 W 58 1 B . %358
YRR RN, MR A T o UK R,

XTFABACsHI/EHHUEIREAT THF5E. 5 2% %
T C20-FABACHJIg2EW) AR ¥ 5E . 5256 3))
WK, E R SR12 dJG, Fipoth 5150
mg/(kg-d)FIEFABAC, 12 d. C20-FABAC%;
)G, 4 dN B ORAR I I HE B, H7.58 £
0.76 mgin#110.50+2.33 mg(P<0.004); fH:
FIHEH 116,38 £9.11 mgH in$35.23+10.85
mg(P<0.002); ¥ 35 S BEHE & fh23.96
8.68 mgiNF45.744+12.96 mg(P<0.001). 455
C20-FABACH )i, MRy a %A S, Iyt e
U R R e e B R R SR T A R ]

B K o8 B A 4K, 10 905 R 2% 1) — AN LD R
J2 1) L P 26 0 (el R, T ] e A A
JELAR PR 1) JEF AR PR s, R TR IE o b, AT
JIEH AT P-45 45 432 7 A1(ATP-binding cassette
transporter A1, ABCA )5 PE 2 # i I I FE 1 &
LR, HFABCA LK & A A-TB R Lk
JIFLLE B2, T T -B- o 2 BENR H 1, HT-B-re 2
FE NG 1 E ik ABCA TRERS M A J S HROI [ .
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Abstract

Intrahepatic vascular resistance augmentation
and portal blood flow increase are main
mechanisms of portal hypertension. The
former as an initial factor is mainly due to
liver structure changes and motivity changes
(reversible). It has been demonstrated that this
reversible resistance can be reduced by 20%-30%
with drugs. Portosystemic shunt or transjugular
intrahepatic portosystemic shunt (TIPS) may
induce many severe complications such as
hepatic encephalopathy and stent re-obstruction.
Therefore, researchers have performed plenty
of experimental investigations about drug
treatment of portal hypertension, and this article
introduces their new advances in this field.

Key Words: Portal hypertension; Drug; Treatment
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MFRIBEHSCH 22 107, FTLET-132 k%%
(114 I FTHS CIRS 4 I OC ZR % D). i Bl A7
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Abstract

Pancreatic carcinoma is a highly malignant
tumor in digestive tract, characterized by rapid
progression, early metastasis, limited response to
chemotherapy and radiotherapy, and an intense
fibrotic reaction known as tumor desmoplasia.
Carcinoma cells are surrounded by dense stroma
consisting of myofibroblast-like cells, collagens,
and fibronectin. Recent studies suggest that
pancreatic stellate cells play an important role in
this reaction and can stimulate pancreatic tumor
cell proliferation, progression and metastasis.
This review describes the discovery, activation
pathway, interaction between pancreatic stellate
cells and pancreatic tumor cells, and the role
of pancreatic stellate cells in the process of
pancreatic cancer initiation, progression, and
metastasis.

Key Words: Pancreatic stellate cell; Pancreatic car-
cinoma; Stroma
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Abstract

Since tumor suppressor gene RUNX3 was found
in gastric cancer, researches have focused on the
relationship between the gene and malignancies
in digestive track, especially gastric carcinoma,
colorectal carcinoma, esophageal carcinoma and
liver carcinoma. The methylation of RUNX3
gene may correlate with the occurence of
tumors. Silence of RUNX3 gene can suppress
tumor growth, and methylated RUNX3 gene
product in serum may be a sensitive tumor
marker, which is of great significance in early
diagnosis of digestive system neoplasm.

Key Words: Tumor suppressor gene; RUNX3; Di-
gestive system neoplasm
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Abstract

AIM: To investigate the role of the c-Jun
N-terminal kinase (JNK) signaling pathway
in SW480 cell apoptosis in response
to 5-aminolevulinic acid (ALA)-based
photodynamic therapy (PDT).

METHODS: SW480 cells were divided into con-
trol group, laser irradiation group, ALA group
and ALA-PDT group. Western blot was used to
detect expression of JNK in each group. SW480
cells in ALA-PDT group were preincubated with
SP600125 (JNK inhibitor). Western blot was used

to detect expression of PARP in each group.

RESULTS: JNK phosphorylation almost had no
expression in control group, light group or ALA
group. JNK phosphorylation of SW480 cells at
30, 60 and 90 min after ALA- PDT was signifi-
cantly increased than that of control group, light
group or ALA group (F = 12.314, P < 0.001).
Phosphorylated JNK expression was signifi-
cantly higher at 60 min and 90 min after ALA-
PDT than at 30 min after ALA- PDT (F = 9.782,
P < 0.001). The expression of total JNK of all
groups had no significant difference. The activa-
tion of JNK inhibited apoptosis of SW480 cells in
response to ALA-PDT.

CONCLUSION: AActivation of JNK signaling
pathway inhibits SW480 cell apoptosis after
ALA-PDT. ]NK signaling pathway may become
a new target, which will enhance anticancer
treatment of ALA-PDT for colon carcinoma.

Key Words: Aminolevulinic acid; Photodynamic
therapy; Colon carcinoma; Apoptosis; the c-Jun
N-terminal kinase signaling pathway
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PDTJE60%90 min#) BB ALINK £ 38 2% 3 T
ALA-PDTJ/&30 min(F = 9.782, P<0.001), &41
4B B INK R A LB 2 2 7. INK##E R
Fp4 ALA-PDT# -5 SW480 48 it J8 .

2598 INK/IE 5 8% 093 & 9 ] ALA-PD T4
FSW480%m itL A T; INKIB & 7T 48 %, A 3 7%
ALA-PDT 4 97 45 W5 J& g #7 e
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H3) 197 (photodynamic therapy, PDT)fE J—
B 0 s v 7 7 VR AR A 2 AN, 184k
1k, R, SEEL EEL wres. EEAEH A
2] K O R EPD TH] T — 2t ", B
SLAE R (0 23 F LR AN 48 UK WIPDTRER
T 227 345U [ (mitogen activated protein
kinases, MAPKs)™, #R 1l PDT% T MAPKs[{2E4)
AR FIAEAE S, IX AT B8-S G RR R/ S 4 i 2
AP, MAPK SR L EALHE3 N b1 ERK.

INKFIp3SMAPK. ERKF2A K 404k &
1738, INKFIp38MAPK = Z 4 5 41 il 1) . S
IS, AT R R T A R T R INKOEOE
AN ) A ] 7= A AN [R] R AR ) 22 0,y 3 2 R
U Jurkat TS, INKARFEEH0T, 40 0k A
T3 M CD28 FLHT ITPMAALHE Ji5 | INK Al Xk ifi 4
BT, AR IEAS B T, T i A A
M, BEORINKIE 1 FH nT A AT 40 R e
(AR k. A HRIE S RN IR BRI IRAT A2 4)-PD T
AES Fo-Jun&iBl, JFEIHINKSS S, =
INKAE 5 0 5 B0 S PD T S 40 R T i 9%
RIEANERE, KA TR ITALA-PDTAINKAS
o M K PR 5 M A A R TR OG AR

1 MRRITSE

1.1 ## SE LM IR A Hepes HSigma/A Al =
i, BiFRMRPMI 1640F1D-Hanks JHyclone/A
A, R AL E AR ROR A H);
- I3 (AR IS FL 28 7]); INK mADb. R LINK
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SP600125(Merck biosciences); B-actinpt (b it
AR E Y H AR A 7]); PVDFE(Roche); 4 115
4% TMaker(MBI); RIPA( I 5 fig %L R}
HABRAT); DTT(Gibeo); — H IV H(DMSO,
Sigma/Awl); &5 ¥ 4 kS W4804H g (+h 1 A
B ARTBCZE 55 DY 22 = K 2 ) S v 4 AIL).
1.2 7%
1.2.1 w3 M5 755 2 FIES 390 5l 100
KU/L, 5100 mL/L/N- ML RPMI 164085 7315
7%, 37°C, 50 mL/L CO,, YRR B, 52 A AR K
1.2.2 20 i 9 PDT AL 22 1 19 58 1S WAB04H i 44
Y FERRN T oL TR, RFA 441, fr G
BE ST, W5 I )3 79, D-Hanksi 42 4215008
Ja 32, ALAZIFIALA-PD TZHAE IR % 4% Pl It
[ I ANALA(40 mg/L), J s B AT T AREL0T 5
4 h, 5 RS HALARRR TR 75754 ALA-PDT
L0 A N IR IE20 umol/LIFJSP600125(INK
I T 2 h, D-Hanksi R EVES, I
PHERE IR, 2 O AN INA LA HARZ 30
WO, ALAZUIMAALAASZ BRGS0 b
41. ALA-PDTZLL A IN47SP600125JALA-PDT
YLAE H F AR IO (P R IS K2 OG T,
£:532 nm, HEEEE3 cmibfi DI 12 mW, fEE
B9 J/em®) T T MRS IR 30 min, 2R K540 i
BT R IR T AR IR B SR Rk B T, PR
T4 2R A0 R 2 1 2R,
1.2.3 Western & ¥7 i #- INK #=PARP % & &
i G FR48 hG ZPDTALFE, 4 ¥t i) )
AR LL7 A BRI ZI R PR 40 S R . 35 R IPAE
FHEWE, BEFLAN M I N300 pL RIPAHREL 41 g
B, s 250 4 ikl B (R E R
-20°CRAT. A5 AL B R B A AR AL A
8, SD S-ZR N I G i e i e T PRLVK 40
JE AR R O BIPVDFREL. &
0.1% Tween-2011150 /LI W5k =35~ 3} 14
PVDFH1 hj, 7 H%0.1% Tween-20[{) TrisZ% 4
W(TBS/T)PE3IR, BEIKS min; —Hi1 o 1000F4 %,
4°CiIE, TBS/THE3IX, £S5 min; % /E1 2000
P FE NPT 5/ BUFTHRP-1gG 1 h, TBS/T
Y3k, BERS min; JNADAB (G, AL EAE R
gt AR I M A BEAE, DARR AR RO BEA X I
FAETR (A X mm?), 53 TH5 H 45 R 5 W
JGEEAR (LA {i).
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PDTIE 2 2 15 5 Phos-JNK | S a— 46 kDa - 85 kDa
20 L SW480 A = PraCTin ————— 4 kDa

5 INK1E 5 i %
Wk R, AL
K s I3
AR RAL Y
ek, ALK L
*h Hh kT Ak
JA BUE PR A 22 58
1R

1 ALA-PDTYEFSW480ZRIBIGINKEIZRIL. 1: ALA-PDT
J590 min; 2: ALA— PDT/560 min; 3: ALA—PDT/530 min; 4:
ZS PN HAZHE 5: BOCIR T, 6: ALAZH.

70 Cphos-JNK H INK
60
50 -

S 40 -

o

%30

S o0k
10 -

=

1 2 3 4 5 6

B 2 ALA-PDTYEFASW480/BfBEINKEBRIL. 1: ALA—
PDTJ590 min; 2: ALA—PDT/560 min; 3: ALA—PDTJ530
min; 4: 25T HEZH; 5: OCIRETEHE; 6: ALAZH.

#Eo = 0.05.

2 R

2.1 ALA-PDT/&ESW48048 J 4 INK & & & ik &
& ALA-PD T .S W40 4 il INK i 14 12 1
I BERRALINKAE 2 AR AL O G 2 %
ALAZJLT- T #IE, PDTE30-90 minZi il %1k
WER TR, B4 RALAYL(F
= 12.314, P<0.001), HHPDTJ56090 min[F)fi
FRALINK 1A .2 5 T'PDT/5 30 min(F = 9.782,
P<0.001), #4140 B INKRIE T8 & 257
(K 1-2).

2.2 SP6001253FALA-PDT4E A SW480 2% i j&
PARP& AW #re J T iE— P SUINKEALA-
PDT/5 SW4B04H it rh i) /E H, FAl T H INK A i 551
SP6001257E 3 5 AT AL FEA L A-PD T4140 i,
B E2 h, 45K IALA-PDT)530-90 min PARP
2R 185 kDa K/IMW v B N, v INK
(3% REFT I AL A-PD Ti% S5 SW4804H o 4 1
(K3-4).

3 111E

PDT/E H5 BRI £ SR S A i Rg 41 40, %
26 RS 8 40 B P 7= 2 S TR A, TS SO
R N W R 2 N  A  R EE N VTR 7 R A
1k, R, SEEL EEL wrE. EEAHA
5 K O SR MHEPD TH] T —Se L g, (H
HE RN LS F R o A K i 1) i 4%
S A SRR T LB IR A N . S i 1 1

3 SP600125XALA-PDTYEFISW4804BIRIEPARPRIA
BYSZNE. 1: 28 IR HEZH, 2: OGIEESAE; 3: ALAZE; 4: ALA-
PDTJE30 min(J1ESP600125); 5: ALA-PDT/560 min(IIE
SP600125); 6: ALA—PDTJ590 min(JJ1/H SP600125).

(1 PARPcleavage M p-actin

11

4 SP6001253FALA-PDTYERESWA4B04BIE/SPARPIRIX.
1: ZS PP AL, 2: OB IRS2H; 3: ALAZH; 4: ALA-PDT/S30
min(J143SP600125); 5: ALA—PDTJ560 min(J177 SP600125);
6: ALA—PDT/590 min(JJ[1#5 SP600125).

1

(aminolaevulinic acid, ALA)s& —F MLZT 2= A4
BRI, 75K 2 BB M e, T
JIEL €23 3% D 5t 2, R T 2 18 T I 4k 2 R
PR S EUSE NN IX (protoporphyrin, PP IX)7E
S AL B, PP IX AT ekt 1S
Z WS B IV (1) ' SR S 5 4 B0 40 P ik
RUO AL AFRI . BRIV NSO AL, BT
S BARAT BT (R8T i K VA, (HALA-
PDT &5 i A3 1 FH IR AN 51, 3L
A5 5 A AL AT RE 242 AL A-PD T 45 7
7 R LI T 2

Z IF 9T 2R W, INK 0S5 2 Fh 4 i 1)
SN ML T AR G, S AR KR (NGF) rl i
PCI240 K A= 404k, ANGF M E; F7 3 o ol 2 Bk
Jo, INKBE 0, IR M T P C1240 i pi
YL T INK S MEK K1 1) 58 M 25 3% 5848 14
Ji, NGFABR 5 5 10 40 B 0 1 n] 4 BELIBT. Jurkat
20 o 20y St 42 A 3 S TNCKCORT A 80T, B 4 P v
T, 10 420 MR A e T M TG INK SRS, y
S SR T 0] LARE BRI, [FIAE, WOEINK
MERETE SR DR,
INK O o] 35 40 M A T2, AF2 INKIOE
77 AN [ 0] 7 AR AN [ (R R A 2 RN,y
VRS Jurkat T4 M5, INKACRR 0GR, 4K
JHT; TCD28 AU IMPMA AL B 5, INK i
TR0 RO, A I AN R T2, iR s
ANBEHES, SRR INKBECE A F mT A6 2L AT 40 i A of]
b C L C R S ERTAININ =N U X RaEE /)
-PDTHES Fe-TJun B, JHIIEINKAS 58 ## 11

www.wjgnet.com



ATHE, F. INKIESBISESREHNER YD 5 AA T SWASABIR B T PHIEFRIH!

3795

PR, FeATI 5256 45 0 R ALA-PDT /5 SW480
20 R TNKAGS o 0 B L DR . (HLINKA 53
P OS5 PD TS T 40 L T2 1K) 58 RIEANE 2,
R BT — AL A-PD TXF S W48041 it
INKAE 510 B (P 30n S 4 R A TR, B &
AP A M TR AR SRR AR T T
B RN I TR ST N T
(R T2 38 A7 A H8 40 1 1 ) e 98 A 2K DAL 152 1
(TNFR)E XK G2 235, TNFRIFMTNFZ; &
FIHTNFRUE IR =R 4K, B A1 e 45
FIIEAZ I, PR 5 Fasti QAL T 45 M) 25 (1 (Fas-
associated death domain, FADD)4% &, Wi 4550
Caspase, flICaspase-8, -9. WE{LI{ U5 Caspaseidt
— bRV Caspase, UWl: Caspase-3, -6, -75%.
N5 3 4l R U AR A B IR TR R
BARLR DI RESZ BI90H 5, 4 (5 3= CROHEA
T, fEATPIIZ T4 3R CE & I
T35 16 K -F--1(apoptosis activating factor, Apaf-1).
Btif5, WAL Apaf-11#Caspase-9BI VIR 1L, M
Mk % N Caspase, 5o g ="
Caspase-385 2 KW 2 2 FR(ADP-ZHHE &
fi(poly(ADP-ribose) polymerase, PARP), 1%/ 5
DNAE . JER eV Ry A 0C. ey
Jashi, 116 kDalfJPARPEAsp216-Gly2172 [H]
Wi caspase-355 V) 1%31 kDaflI85 kDatiA™ F B, 1
PARPH 5 DNAZS & (1A R G B R Kk b
(AL IX 303 25, ANRERFEIEH Dhfe. 45 5%
PARP U S M Ca®" /Mg Wb A% 1 PN 1) T
(5 3G v, A% /N TRITRIDNA, 7 | 4 i 7
T2, PRI FRATT T INK AL B0, WESEALA-
PD T/ #4140 fuPARPH 1 (1 245 D, AT
WFINKAE 5 38 2 R0 5 PD T 55 40 i 3 T2 1)
KA. LI S5 R IHIINK S p38MAPKJA,
116 kDalfJPARPZi# %85 kDa b BLig ¥ i i, i
B INKGE 2% 10 DR 3 AL A-PD T )5 S W4804 Jif2
BT

B2, ALA-PDTHED TS W48041 il INKIH
TR PR, BE TN KOE 8% 7T 3 ALA-PDT
75 SWAS0ZH i I 1.
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Abstract

AIM: To investigate the clinical characteristic,
gastroscopic manifestation and treatment of
Mallory-Weiss syndrome (MWS).

METHODS: We retrospectively analyzed the
clinical data of 78 MWS patients admitted to
hospital from March 2003 to April 2008.

RESULTS: MWS was estimated to account for
6.13% of patients with upper gastrointestinal
bleeding. Vomiting after alcohol drinking was
the main etiology. Under gastroscope, all tears
were longitudinal and common in cardia. The
manifestation was correlated with the intervals
from pathogenesis to gastroscopic examination (P
< 0.05), but not associated with H pylori infection
and patients” age. Eight of 78 cases were treated
with endoscopic hemostasis and hemorrhage
did not relapse; among the 70 cases with medical
treatment, only 1 case was found with recurrence
of bleeding, but after treatment with endoscopic
hemostasis, the bleeding was stopped.

CONCLUSION: Both conservative and endo-

scopic treatment have favorable efficacy in stop-
ping the bleeding of MWS, and the latter can be
performed when the former was of no effect.

Key Words: Mallory-Weiss syndrome; Gastroscopy;
Treatment
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Abstract

AIM: To examine the expression and roles of
Runx3 and Ki67 in the process of the intestinal
metaplasia as well as their roles in gastric
carcinogenesis.

METHODS: Immunohistochemical staining
was used to examine the expression and cor-
relation of Runx3 and Ki67 in 92 cases of gastric
specimens, including 15 cases of normal gastric
mucosa, 30 cases of intestinal metaplasia and 47
cases of gastric cancer. The relationship between
their expressions and histological types or bio-
logical behavior was analyzed.

RESULTS: Runx3 was expressed in all normal
gastric mucosa. Compared with normal gas-

www.wjgnet.com

tric mucosa a significantly lower expression
was found in chronic gastritis with intestinal
metaplasia and in gastric cancer (26.7%, 10.6%
vs 100%, both P < 0.01). The expression rate of
Ki67 was higher in gastric cancer than in chronic
gastritis with intestinal metaplasia (40%, 74.5%
vs 2%, both P < 0.01). In gastric carcinoma, the
expression of Runx3 was related to differential
degree of tumor, serosal infiltration and metas-
tasis to lymph nodes (XZ =17.729,7.661,4.656, P =
0.021, 0.006, 0.031). The expression of Ki67 was
related to differential degree of tumor, serosal
infiltration and histological types (x° = 6.758,
4.019, 9.740, P = 0.034, 0.045, 0.002). There was a
negative correlation between the Runx3 expres-
sion and Ki67 expression in chronic gastritis
with intestinal metaplasia or in gastric cancer (r
=-0.453, P < 0.01).

CONCLUSION: Runx3 and Ki67 might be uti-
lized jointly to screen for high-risk population
and early diagnosis of gastric cancer.

Key Words: Runx3; Ki67; Intestinal metaplasia;
Gastric cancer; Immunohistochemical staining
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Abstract

AIM: To investigate the effects and clinical
value of argon plasma coagulation (APC) on
gastric premalignant lesions under magnifying
chromoendoscopy (MCE).

METHODS: A total of 90 cases with gastric pre-
malignant lesions underwent argon plasma co-
agulation under magnifying chromoendoscopy
using Fujinon EG-590ZW magnifying endoscope
in combination with methylene blue staining. The
changes of microstructures after treatment were
studied and compared with histopathology.

RESULTS: Six months after argon plasma co-
agulation treatment, microstructures of gastric
mucosa in 90 cases with intestinal metaplasia
and dysplasia were regenerated from type E, F
to type C or D (86.7%, 6.7%), and the abnormal
hyperplasia blood capillary disappeared. Histo-
pathological tissues changed into active inflam-
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mation (85.6%) or atrophic inflammation (8.9%).
The ablation rates of microstructures (type E and
F) and histopathology (intestinal metaplasia and
dysplasia) were 93.0% and 94.4%, respectively.

CONCLUSION: Argon plasma coagulation is
a safe and effective method in the treatment of
gastric premalignant lesions.

Key Words: Magnifying chromoendoscopy; Argon
plasma coagulation; Gastric premalignant lesions
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Abstract
AIM: To investigate the risk factors for H pylori
infection in patients with chronic gastritis.

METHODS: A total of 345 cases with chronic
gastritis confirmed by gastroscopy completed
a unified questionnaire survey. H pylori infec-
tion was assessed using the '“C-urea breath test.
The 191 H pylori-positive cases were taken as
case group while the 154 H pylori-negative cases
were taken as control group. The univariable
and multivariable analyses were carried out us-
ing the Chi-Square Tests and Logistic regression
method.

RESULTS: Single factor analysis showed that
the H pylori infection was related to educational
background, living areas, eating outside, eating
speed, engorgement, vinegar use, preference of
spicy food, food fried in oil, family history and

mental stress (all P < 0.05). The multivariable un-
conditional Logistic regression analysis showed
that the H pylori infection was related signifi-
cantly to the educational background, eating
outside, engorgement, vinegar and preference
of spicy food. H pylori infection was negatively
associated with the educational background and
vinegar use (B = -0.247, -0.510, both P < 0.05),
but positively associated with eating outside,
engorgement and preference of spicy food (B =
0.617,0.577, 0.190, all P < 0.05).

CONCLUSION: Eating outside frequently, en-
gorgement and preference of spicy food increase
the risk for H pylori infection, while increased d
education and proper vinegar use decrease the
risk for H pylori infection.

Key Words: Chronic gastritis; Helicobacter pylori;
Risk factor
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Abstract

AIM: To investigate effect of health educational
intervention on life quality of patients with
decompensated liver cirrhosis.

METHODS: A total of 58 patients with decom-
pensated liver cirrhosis were randomly divided
into the intervention group (1 = 30) and the con-
trol group (n = 28). The patients in control group
only received medication treatment, while the
patients in intervention group were given health
educational intervention in addition to medica-
tion. Life quality of the patients was assessed
before and after treatment according to SCL-90
scale, health belief scale and quality of life scale.

RESULTS: There was statistically significant
difference between the intervention group and
control group with the scores in mental disorder
(Anxiety, fear, depression, hostility and soma-
tization), health belief (Compliance behavior,
healthy lifestyle, treatment satisfaction) and
quality of life scale (physical, psychological, so-
cial and material functions and scores) (t = 4.23,
5.31,4.82, 5.01, 6.44; y* = 33.6, 13.72, 20.15, 24.92;

t=10.58, 6.61, 5.47, 4.85, 6.72, all P < 0.05).

CONCLUSION: Health educational intervention
can improve the life quality of patients with de-
compensated liver cirrhosis.

Key Words: Health education; Decompensated liver
cirrhosis; Quality of life
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