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FLsk Sk RS 7 MR 7 AR AT 25 MR R S I PR 5

ZHEM, RARR

EM, KA, PEARMBAEFWEERFERERSE
FmAt, & EREHRLIT P BEEGET 710038
5510, 1983 FSBEFRESZADEHARE. 1990FF
EHEBERERRDPI. BREERRARITUREREFE302
ERRCER, SRESIN IS, 199508 = FE RS POraE
e EERARERNPINE I, RESF T2 BEERIS
MEEARZIBRESE TERIIGMER TEAR, Bine8
RINE. MNENEEAZETEREERRRZITHIN. &
2ARBIERE, BENFEERFELRZHIARBIEE. HARE
Sih. T2ZARARDANERRBZIORSIMmHAT, UBE—
1EE RO RERIR150REE, IRENRIEGHD SR, =
FROM. FRIAESZIL. BIFRES 1T, FTRIWIRNE
(SARSEEZENE) ; SN23PIAEEZRE. UE—BPES
REZEXRNZES. PEFLERZEST PRI RERICE
TNBERZ 1IN MWE (PEIARRZE) « (i) . (B
RFIRZRG) « (PEBRREHRG) « (REES
HBE) . (FERRSEPMER) wE. (HREN B
%) BBRE. (EEFERAE) BIERm. (PEERRER
)« (PEBEAT) FEEBA. ERERNZETESR
SHER. BEEFEETRRLVEER. MALARERS
SHRBEUERFEEEEZR. PEESZSHARESER
RENTEZ.
BREE: B5A, 710038, (KAEBBLHHMTFE1S, PEAR
BNELENEREAZEHERRERHFN, TERPHRZT R,
nieginghe@hotmail.com
E8)F: 029-84777852 {&HE.: 029-83537377
WHBHHE: 2006-04-20 $2ZHHE: 2006-06-16

ik 2

F Kk X Z(lamivudine) A4 # X4y, T A
B X %2 (HB V) &) 24 A 1R AF ey dp kil 1E A . 2
F B HIRHAH AR HBY % R E6) 54 %
Bl i e, A 2K MR R A AL BR 89 SR A k. Kk
X B A AAREIPHHBY LA, BAKm
HZ, W HBeAgh A, R EFAL K
WU/ T, AT AR, AR RBIAF
HET . EAMA R R EAS L, 2
ER TR BREKRLERRER SR A T
A&, A2 R NG R4k 4 R 69 )L )58 3] T ALk
ML ET A, AL RBERRTETRRT
RIF RGP, AR R B FR
W ORAT K E R AL . A2 = A R R &
WE . HBV = A i 25 b 0 o F 5 7 5 B sl
YMDD & 4k 89 £ 4 F 4 HAZYMDD & 7 4
JRE M EAET Aoy EiE, S
Fo 4L P A2 PRI AP R T BT Rk, AFA R K
RIRARNGEFRETEmMS 2.

XA B ZRREMRT R, RRRE; W2,
YMDD/YIDDZS 5; 3t %

S50, KA. AKKEETIEM CRREMAM VRS b
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035

19954EDienstag et a/'"" R, $K K 5E(lamivu-
dine)XfHBV DNATHHIE R LKk, tH 5% 1y
Se G AT T ROK K8 ¥ T7 SR 2 00 11 AT
17 R W P N N ER (o U BE 7N S EE =
2T R (FD A)HEHE ) 11l BT & AL 20 25
(HBV)Zq#), S tH4Es) T2 1% 4R BRI &
(CHB)AIT IR HERED. FoK 5K s D L HL AT TG
HIHBV AL, B 2i4ias, (e HBeAgI G
e, SGEITA L SRR IO AR, QLRI 41 A ik
FEAERT, DL RUF I 52 1 2RI J7
E5RE AT, B N T IR R, BAR Bk FoA
RO R A 2RI, A AR I R 4k 252 Y H 1L
AFJE B B TR 2 AT I, R IRRIK
KIAEVATT 18 PE ZRRT 98 (it 2 i R, kR
5 (lamivudine, 1b2# 2 FK: 2!, 3'- B 8-3 - AL
WEIE, fRIFKLAM, 3TC) N AUBEAZ T8, O
JIR R P W IR 111,32 ), 2% A= 4 )
[%1£86%-88%, V-3 118.41-9.11 h, )i
BR#622.61/h. FoK I8 LA P 54 o = B IR
K I JE R HB VA B Rk M EIE . hrok ke
I i R 23 LA SR Eh B IR, T i iR A A
ML J 5. 72K R A2 390 s A 1 711, 59 FH
TVRITHIVIERGE, PUG R FHBVE A
FHIER. HBVZ A 415, EHBV DNAZ
FEDONAPYEH T, Je B Lt -G FIRDNA
(cccDNA), 2R Ji& LLeccDNA Dy AR 45 S 25 iy
K14, P BIHBV DNAP LR EE R4k Rk 5
B, 2 1T B OE 4. cccDNATELE TR 4 i
%W, 2HBV DNAK Gl A2 25901 5%
M. oK 52 IR E AR AU HB VRN AR T ¥
DNAZE A H#H(RDDP). %25 1] 5DNA S AT 1
JEW) = R I SEAZ TR (AN TP) S PR T LW 45 5
PiRl, &G FIDNARE FRBIREL LER, AN
EFEINHHBY DNAPIE T, 36 4P 2

| E )

BERRXERAEAL
AL AE 0 F —
AETENRT
A K6 vk
%. 19965 % %
ExBEFHT] ZE
I 4 16 & % %,
1998-124k % &
RhmbEHER
By e Ay — K
24, 1999 3% 5%
Y. BRARETH
# A # HBV 2
By o4 i A5 G,
1% f2 75 HBV DNA
K-8 2K, 42
& A HBeAg/
HBeAb## %, &
EfFHhk, BAR
%69 HHBVAEA.
12 i X LKA
&R T #$FHBV
Z A YMDD % 5t
RAEEFBEET
FHHBV 25 &
mEYmE, 4
K. A, Fiki
KR T wF M
& AR, ok Ae
BG4 ¥k, sFT
RGBT A I
X E &GRS
2, RETEE A
AEZHEL, B
A% A 4 R B
W AR F FE AT K E
o) F ZiRA.
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[ BB F A (R30Sl B, Tk 2 S5 (H2 T 549-552aa (R1Y549M550D551D552), YMDDH

AL 5 Hp A £
LFEHRRZAL
A SRV
KK HAE R AL
LN GECD A LF d
£ M . HBV
JE AR 2 e
Tk 5 A
YMDD % #k #)
Y FHERERE
Ft 2F 49 ok
S5 F @A,
mMNBT B
AR REER
CHB /= A& 25 %
Tag R, St LR
T AR 6%
Fouk, LA HGR Y
Y SR8

Tl ASBE T 5 T 40 M Y 995 5 il ccc DNA, ATk 21 1fi
WA, 1524 JFHBV DNA M nJ 155 4 0.

1 REKREMZ 14 R Z M|

1.1 w25k A & HariimioiiEse, HBVE KK
SE T 2978 S8 R AEAEIRYT0.5 abla, JF H B
] [ S K AN B 98 2210, I AT 7 Bl o, ok
RIBIRITL, 2, 4 alif, 2B 5 KA 5 15%,
38% THI67%". Bl 16T IN R (R RE K, it 24 23 1))
BHIN. 1 OO S BAG Leh oK K TR T R
R TR 25 58 A8 1R sF TR) ARG B A, TR A S bk A2 4
AT B AR T R AU RE, A2 5 fTHBV DNAZK AT
CFRI7 A, ERT R I PEALT T, IR A
BT ). 53R, Atkins er al" Pk ok
SEIRIT I 16%-32%F YMDDAS 5, A48 5 fg ]
RAETIRIT36 wkith, (H80%nI 4%k, A& 5541
HBV DNARKFEE AP, Hrh24%[ B35 ALTH
Fk 3R B b, (R ZUE A ot SRIAGkLkih
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Abstract

AIM: To investigate the effects of arsenic trioxide
(As,0O;) on the expression of cyclin dependent
kinase inhibitor p15™** (p15) gene in esophageal
cancer cell line EC109.

METHODS: As,0O, was added to EC109 cells

www. wjgnet.com

for succedent experiments (final concentration
2 pmol/L). Methylation of p15 gene in EC109
cells was detected by polymerase chain reaction
(PCR) using a methylation specific primer (MSP),
and the expression of p15 gene was detected by
reverse transcription PCR (RT-PCR) and West-
ern blot at the mRNA and protein level.

RESULTS: p15 gene failed to express in EC109
cells due to hypermethylation. As,O; (2 umol/L)
significantly down-regulate the methylation
of p15 gene at DNA level, and the difference
between As,O; action 72, 48, 24 h and no drug
groups had statistical significance (37.11 + 3.62
vs 50.92 + 5.47 vs 72.07 + 7.53 vs 97.23 + 9.80,
P < 0.05). After As,O; action 24 h, p15 mRNA
expression appeared. Along with the continu-
ance of As,O; action, the p15 mRNA expression
became stronger. Except between no drug group
and As,O; action 24 h group as well as between
As,0O; action 24 and 48 h group, the difference
between all groups had statistical significance
(0.72 £ 0.07, 0.58 + 0.06, 0.48 + 0.07 vs 0.41 + 0.08,
P < 0.05). After As,O; action 24 h, the expression
of p15 protein appeared. Along with the continu-
ance of As,O; action, the p15 protein expression
became stronger. The differences between all the
groups were significant (0.51 £ 0.02 vs 0.21 £ 0.01
v5 0.16 + 0.02 vs 0.06 £ 0.01, P < 0.05).

CONCLUSION: As,0O; can activate the expres-
sion of the p15 gene by demethylation and in-
hibit the cell cycle progress of esophageal cancer
cell line.

Key Words: Arsenic trioxide; p15™“ gene; Meth-
ylation; Esophageal cancer
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*k, AT As,0,
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BAFREITAH, A2
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Fik: 4R E2 umol/LAgAs,0,m AR E
EC1094%a e %, KA ¥ A A4 FPCR (MSP)#&
MAEIRECI0920 00 & Fp 15K B F AL, K
FAIRT-PCR#F=Western blot7 ix4 M As,0, 4t 2
W Ep158ImRNAF R & Fi KT o FaA H L.
A Scion Image#k Ml & & & EAL, P15% @
5 ACTB% A 0 & YL AT ¥ & 547,

ZR: EC109%fep 15K R & £ 3 F AR, pl5
KA REK. As,O.E R GEp1SAR F Az
AR T, As,0,4EF72, 48, 24 h4ife k
b8 £ FH R %t FEL(37.11 £
3.62, 50.92+5.47, 72.07+7.53 vs 97.23+9.80,
P<0.05). As,0.4FA24 hJs 1 3p15 mRNA.
iK, KLAs,O41F A B 18] 3 K p 15 mRNA & ik 2 i
3% A /NBFIEILAZ A pbAR, TR T RAmzh A ge
A 524 hiAZ 8 B m 224 hiiAnhm 2548 hZA X
18] 2 RGit 5 & Uk, B4 KA 402 )4)
EFA G FEL(0.72£0.07 vs 0.58+0.06
vs 0.48+£0.07 vs 0.41£0.08, P<0.05). As,0,
AYER24 hWEP15% & HILE A, 2 pmol/LAE A
24-72 hPP15% G & i &k B R #383%, As,0,
YERT2, 48, 24 h#A Ak mZh 02 8] £ 439 A
%t L(0.5140.02 vs 0.21£0.01 vs 0.16
+0.02 vs 0.06+0.01, P<0.05), HLBAH K ik 4
As, O A B 1) 3E K iy 3% 7 38 9%

it As,O; T2 B REC109%8 iap 154 B &
VA, Ap 153 R F ik EAR, A 34 2m e 2]
Bt Az,

REEA: LRl p15° " B RER

KFEZ, MNEX, X, EFE. THBRESAREREN
BFRECT1094iBp 15" " ERNFTIK. BRENELRET
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AR (A s,05) H 19097 LT IR A5 D) LLK,
MNATTHG As, O FH T 52 AR i, A 257 247,
AR A T A PRI J8 1 WL o AR R N .
BATLUN B EREEC 10941 fARAE A BTN 42, 7E
RINILAN A s R 4% I 1 p 15N P ([ FRp 15)
s o ARG S RS, K As,O. % EC10941
MuBEAT A HE, 3 — DI As,0%p 1 SRIA N 3%
Wi, LA 1 /K3 A s,0 006 N S 440 (1 4
FHALH.

1 RIS E
1.1 A4+ EC10940 f ikl B rh AR b 40 i BT,

1 g/LI) A v R i RS AFH Ik 2 =) 2 7=, H
AP ER KT mmol/LIGIE 723, 146 F Al 5¢
AR TR R T IRIE. Trizolid £ £ Gibeo
NP G, TaqlEA _BHEAR T 77 b, W R
7 &5 /& Promega /s &) 7= i, DNA Marker DL2000
h A A E P . PG R BRI A L A A
P p15/N RPN HL e ElgG&Neo MarkersA
] F7 i, B-actin (ACTB)Pi 4 M Western blotting &
YEIRFF 2 Santa Cruz/A &) 7= i, FAREFARIC L =E
PN IgGA AL T2 A= 5. 519t LA
LA A RU(ED.

1.2 ik NEERECI094 bk 7E37°C, 50 mL/L
CO, MRV B 444, FH100 mL/LAG 4 i i
DMEM = Hl R FR R % UGB K3 4m i, Jn
AR, M A2 pmol/L, £5373 d, LAAIN
211 [ S5 8 % 1 At ML DAy B P T L, 5 T /4
DS fa ik K1 2 DNA.

1.2.1 PCRENIp ISP BT A Rbkk pl5HAT2
AR, PLIERZIDN A b BEAR 43 ) F 51
YIBHATPCRY 4. PCREVMAR25 uL, 5104
0.4 pumol/L, dNTP#%0.5 mmol/L, Taq DNA%
HlE2 U, Mg™ 2.5 mmol/L, 1 X PCRZEMK, K&
AZIDNA 100 ng. PCRX N 41 95°C Az E
2 min, 95CZE {30 s, iBk1 min, 70°C ZE i
1 min, 3L354MEFR, 70°CZEH10 min, KNV =W)
15 g/LEE R e k.

1.2.2 ¥ & 4LPCR (MSP) £ # Herman et al* 1] 52
B I ML, BTXDNA 10 pug#i 140 uLk
B /KH, AT mol/L NaOH 10 uL, 37°C/K¥%
10 min, JIAFEEELHIFI10 mmol/LAEE30 L
F13 mol/L NaHSO, 520 pL, WALl 7 %, 55°C
W16 h)i, HHWizard DNA Clean up System
Bk, PElEAE100 pL& 817K, AT mol/L
NaOH 50 pL, =HES min, /K SEEDUE,
750 mL/LIf LEEVEE:, DNA% 120 uLE &7
K, 20 CLRAF. PCRIRMVSRAE R 95 CTIAR
5 min, 95°C 30 s, 60°C 30 s, 72°C 30 s, Jt40
I, 72°CLEMI0 min, KV H)4720 g/LEENR
B8 112 FHLUK.

1.2.3 RNA###2 #2RT-PCR RNAH##EH Trizol
I 77 B $2 X 4N B RN A S I s L B R 4l
JE, RTJN. Wik e DNAS IBEA i [N
20 pL, SBENLG 0.5 pg, Wi EE200 U,
RNA 1.0 pg, dNTP 0.5 mmol/L, Rnasin 20 U,
37°C W60 min, 95C K%V %S min.
PCRJZV: X MWAKZR2S pL, Mg 2.5 mmol/L,
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WA # & 5
A5 48 BE A2 AT
589 K wh b ¥ ok
el el PR by RGER O SIO A
P15EBE(S 1) (p15M) sense 5'-GCGTTCGTATTTTGCGGTT-3' 148 60 ABEAET A
antisense  5'-CGTACAATAACCGAACGACCGA-3' %A, EL Vi Jﬂiﬁ.
p153EEBE(LS M) (015U) sense 5'-TGTGATGTGTTTGTATTTTGTGGTT-3" 154 60 /;Sﬁzjfg f‘lf;? Z
antisense  5'-CCATACAATAACCAAACAACCAA-3' mRNAF & & &
P159NES15 1) sense 5'-CCAGAAGCAATCCAGGCGCG-3' 532 59 FRE A LA,
antisense  5'-AATGCACACCTCGCCAACG-3' B S AR ILAR
P159NES25 %) sense 5'— CCTTAAATGGCTCCACCTGC-3' 434 58 -
antisense 5'-CGTTGGCAGCCTTCATCG-3'
p15RT-PCR3 %) sense 5'-CCAGAAGCAATCCAGGCGCG-3' 753 58
antisense  5'-CGTTGGCAGCCTTCATCG-3'
B-actin3 %] sense 5'_TCCTCCTGAGCGCAAGTAC-3' 301 57
antisense  5'-GTCACCTTCACCGTTCCAG-3'

dNTP 0.5 mmol/L, cDNA 2 pL, E FilF5I4%
0.4 umol/L, Taq DNAZ &2 U, KN35ME
I, P22 g/LI a g F vk, LLRIEp 1511
Heladl g 45 BH X R, BLH 135 R 5 B-actin(f) K
o LEIEAT 2 5 B A AT
1.2.4 Western blot $2HAs,O40 i kb B iy Ji5 (1) 8
1, HiBradfordikiE &. 50 g/LFZKE, 120 g/L
SDS-2 N I el e i vk, R, AT —HT. =
PUR B R B, I, ARIA P15 1 [ Heladl
Jf A BH AT B, B E (9 8 5 AC TB I A FE LL ik
172 =T

Byt Ab3R NHSPSS 11.040 044, SRH
BAPRIZE T ZE 50 WT, 2 A BH TR R L g R 5

2 BR

2.1 EC109% fiap154& B A A 45 0L p15HEHEAT2
ANHNETF, RSN FURIAN R 12, ZPCREY
MWECL0941 B Hhp 1512/ A1 34 el 2k, Al
PE 2 %o JLE RS N Al B R R ZH DN A Y ] 9 1%
HH A (K1), RT-PCRAILEC10941 fiip15
FRMRNATCR L, M EHMEXS M Heladll i fip15
mRNARIA(E3). HULHERTEC10940 fip 153 A
ANFIE V] RE R R JH B 1 X R A R, T2
HEAT FEAG RS

2.2 As,O0,%5FEC1094%a fep 153 B F 2 ALk & 6
Hot HIALE S PCR (MSP)R & B 2),
EC10941 Jflp 1555 5 4 v FHRAERAS, SEMSPI
@ 1SMPBHTE, p1SURITE), %) HelaZll fiuMSPY]
PE@1SMBIHE, p1SURHTE). 2 pmol/L As,O.fF
(1124-72 hN, BEAE T RER, 4% 2K 5 Uk 5,
Tt B PR FE B R AIG, 2272 hi A AN
L1k, DLAS,O,ERI72, 48, 24 hZ AR INZ541
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bb M 1 2 3 4 5 6
2000

1000
750

500
250

1 ECI09/BiEp 152 RINEF1, 268IPCROHT. M: Marker;
1, 2: EC1099MNET1, 2; 3, 4: IEH ABQHIRSNE 1, 2; 5, 6:

bp
750
500

250
100

M 12 3 45 6 7 8 910M

2 2 pmol/L As,O,EFBECI094BkEp 15 EREBEL R AP
EEDHT. M: Marker; 1, 2: RINZ5EC109H FAVFIEHER KL
519; 3, 4: HeLaFH FALAIAEREALS [ 5, 6: As,O5/EFH24 h
PRI RS 195 7, 8: As,O,/E148 hFHELATER
S5 19; 9, 10: As,O,/FE 72 WLV RIAEFFZEALS 4.

Z IG5 N (37.11£3.62 vs 50.92
+5.47 vs 72.071+7.53 vs 97.23+9.80, P<0.05).
2 umol/L As,O,/EFIEC10941 /124 hJm, 3
51 ar Ly 38t H I 4%, BE I TR e, 4%
K BERY IR, LLAs,0,/E 172, 48, 24 hZH AN
A A E R BA G R N (117.97£18.15
vs 87.93+8.50 vs 53.68+4.50 vs 31.55+2.96,
P<0.05).

2.3 As,0,%FEC109%8 ftip 154 I mRN A & £ 89 %
v RT-PCRAZ I R ILEC10941 fiip 15 AImRNA
Jo#IL, 2 pmol/L As,0,fEfH24 hjF ] Wpls

i A%E

KEBRTTR
P iE TP
I7 KRN IE, 3BT
T As,O%F LR 53
o 5 F Ry —
ANHIAER, 34
JG 8 A — &
oA L
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meaH P&, WU ISERmRNAIEE, L, M 1 2 3 4 5
DNA ¥ A AL H &L - , . NN P
A wmamay  As,OER24-72 hbp ISIE R H 184k 7 2K 15 328 1000
SOTELTn MR D ISHEHmRNAZIKHIASOMEIII 750 i
AE AR CpGly  IERE TG (E]3), HIScion Imagef A4l &

h B 2 e . . .
T R S R, LA SR 5 Bactin 4 1 IR FE
FECGELS0G  HEAFHE AV, 4N 141 2 I OB S, I

R 3%, £ TR
HEEAER T, 48
DNA L &4 oo vg
T AHS5-F R
v, sl ALA A A
ik B4k, M DNA
AR, AR5
AR RFEE M
5| ERE a0 £ &
AL,

TARMZIAFINZ24 WAl 2 (8] K nZ524 h4L Al
2548 Wil 2 18] 22 S B g vk 24 5 ok, s
AN TR 2 2 18] 2 S A3 e v 7 X(0.72+0.07 vs
0.58+0.06 vs 0.48+0.07 vs 0.41 +0.08, P<0.05).
2.4 As,0,i FP15% & &k ik L Western blothd
MRESEZ, ECLO94I B JCP1SE AR iA, 2 umol/L
As,O.1E 124 hjG HBIP1ISHE (A H 45, Ui
PISTE (A HBLRIE, 1EH24-72 hhPISE (1401
IR P28 W S, 1 B LRI B A 5,0, 15 FH I i) 42
Kzt onE4), HScion Imagefk£Fill & 4%
K PEME, LAP1SEE 15 ACTBA T K Lh it
1748 W AT, As,O51EH72, 48, 24 h4LRIA N
U A 2 e A gk 27 7 X(0.51£0.02 vs
0.21%0.01 vs 0.16+0.02 vs 0.06+0.01, P<0.05).

3 111E
R 0 TR Ty ST TR R0 (1 B 4 P, i
JEHLFE . AsyOy— M 8 N F 5% (1 s o
2, RS R £ g 4 ) 2k HL A R B
A B T8 75 A 5,008 SEAASR (1 1 LT BEAE
Xof i AR LRI AR 7L, AATTIA TR, g 2 —
S0 M S et A A R g
P X 7 (cyclin-dependent kinase inhibitors,
CKDfEHIER, AT fliG /S A HBlL R, &
SR R AR R . pISIEIE R BRI —2K
CKI5r ¥, BN AIERR Tp53, ROZEZ AP H 4
P L U, e 5 i S cylinD/CDK 4 cylinD/
CDK645 & HEBHAMAb AT 3% 12, 2 40 LG, /S 1
(RS, GO 25 40 M J5 1. DNAF LAk 2 R &
AR R EE AL, R R S 5 3L H 31 X CpG
5 e PR RS AOTR AR T BEAR S4B o 4 M v
AP 15K 3 1 X CpG & 5 v F AL AR,
PpISIERE B IX CpG i e RV & 5 BUX LA
PG E BT B T 1 SEE Ak
RARL N 12.5%>, BATRI, EEFREC10941
Hip 15 AL, SDLZ AR BF 5T A s, 0% 58
1A98p 1 5HE R 25 AL A S AR R 1R .
MSPATIET, AT AR R A S FEDNA
AR LRI ZHDNABEAT € 7, PCRINVAAR A
IR SEEDNA, Lk 21 5256 45 B (1) L k.

500
250

3 2 umol/L As,0,/EFBECI094BiBp15 mRNARIL. M:
Marker; 1: ARJN24; 2—4: As,O,/EF24, 48, 72 h; 5: BHHART IR
HeLaZHJif.

1 2 3 4 5
S S D15 (1, 15000)
P e S B (v, 43 000)

4 2 pmol/L As,O,/EFRECI09BIEPISEBEIRIX. 1: Al
ZHEC109; 2—4: As,O,1EF24, 48, 72 h; 5: PH FHeLaZHiff0.

g5 R IMEC1094 B A7 {Ep 1 SR i A4k, &8
2 umol/LI¥As,O,1F 124 hjmiZ 4 i F JE AL L i
WA, 2272 hig IR IEARTE R, SR IA
H R _F A0 mg/dif) As,O5 357 IifRg 1) af 25 vk
FEWEAEZ LS pmol/L, 2 pmol/LIK{AA 525K 7
ST AR I A 2 A T Ok, S er ol
B, p I SHEER 2 IE 1T 5| ie-my e 235 AT
A= 40 AR L. X8 AT er al*VEIR, 2 umol/L
As,OAEF2 deJ{HEC10940 fiu H B T4 1L, IF
fEblic-myc3RIE BT, X5 A WA A,
As,O, 777 FIHAlip 153 K 22 364k, FH/EmRNA
R (KT B ifp 1SHEDA 205, F05 40 o J&
WARERE I de-myc RIB K. RL0H et al™'FI
ST et al®HRIE, A FH As,0, 1 SRS AR
NG A LA IR A EARMU T Z 140 i i 2k
B EL 0 1 090 40 R Moo 1t4 4 p 1 5 R 25 HT
Hedk, It —AHEREp 15 mRNAKIZL., FAlTE X
UESE, As,O% SLARTHEC10941 iyp 15 DNAFT 2
HIEVER, ZEmRNAZK 75 Tp15KIE, FFE ik
UESEAE R A UK IR Sp 1530k, iR T
As,O 0] SRS 1) —AN 43 T KV (1 25 BEAE .

H AL FHDNM TsffE 4k 58 i, 124 I
35 5 DNAFIALAI IR, 735 £DNMTI,
DNMT3afIDNMT3b. As,0, THiDNMTI AL,
SV, As,O5LAS-IRFF R 2R 0 F LA AR, 1
FES-MRFF BRI, 77— H AR AN — Y S g
%, TDNMTE AL AL FE R PAS- IR S &
i Ay F R HEAATY ) DN A B AR 1 ] 30 MR e
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Abstract

AIM: To explore whether hepatitis B virus (HBV)
antigen gene-modified dendritic cells (DCs) are
able to induce a specific cytotoxic T lymphocyte
(CTL) response.

METHODS: Three recombinant adenoviruses,
Ad-HBs, Ad-HBe and Ad-HBc (carrying HBsAg,
HBeAg and HBcAg genes respectively), were
prepared and transfected into DCs generated
from cord blood. The efficacy of transfection was
observed through the expression of enhanced
green fluorescent protein (EGFP) in DCs and
the expression of HBV antigen were detected by

enzyme-linked immunosorbent assay (ELISA).
HBYV antigen gene-modified DCs were co-
cultured with T Ilymphocytes from cord blood
and the proliferation of T cells were detected us-
ing mixed lymphocyte reaction (MLR). Lactate
dehydrogenase (LDH) release assay was car-
ried out to assess the killing ability of CTL cells
against HepG,22.1.5 cells.

RESULTS: HBV antigen genes were expressed
in DCs with a high efficacy by recombinant
adenoviral vector. EGFP were observed in 90%
transfected DCs and DCs kept their typical
forms after transfection. The titers (absorbance)
of HBsAg and HBeAg were 0.919 and 0.328, re-
spectively, in the culture supernatant 72 h after
transfection. The result of MLR showed that
HBV gene-modified DCs effectively stimulated
naive T lymphocytes to proliferate. There was
no significant difference among Ad-HBs, Ad-
HBe, Ad-HBc transfection group and normal
group (F = 1.194, P = 0.389). The specific CTL
cells generated by HBV antigen gene-modified
DCs had obvious cytotoxity against HepG,22.1.5
cells, and the cytotoxity in Ad-HBs, Ad-HBe,
Ad-HBc transfection group was significantly
higher than that in normal group (all P < 0.001).
The cytotoxity in Ad-HBc transfected group was
the strongest.

CONCLUSION: HBV gene-modified DCs are
able to effectively stimulate naive T lymphocytes
to proliferate and enhance the specific CTL re-
sponse at the same time, showing its promising
future for developing anti-viral vaccine.

Key Words: Hepatitis B virus; Antigen; Dendritic
cells; T lymphocytes; Cytotoxity; Adenovirus vector
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Fik: #4& % wHBsAg. HBeAgfHBcAg
LB 493 FF & 2088 m A Ad-HBs, Ad-HBe, Ad-
HBc, 4514 % 8 B 4k 4h i 335 569 DCs,
MBI 4 £ DCs £ A2DCs PHB VLR
89 F A ; A B 4 AR R (MLR) M € HBV AL
JRIE BEARD Cs Rl ik B) AP - AR Tk € 2m iR, 38 78
A& 71 SLBR L BB A R A 4% - CTL 4 ik
2tHepG,22.1.5%e.2m JL bt 745 A

HR: RRFERARES ZHNFHBVEA R
JRAFAEDCs ¥ £k, 90%vh EDCsk ik 737
A HWEGFP, EDCs#m e & T8 B3 JE72 h
HBsAgfeHBeAga = 4 7] 40.919420.328(&
KX EAM). MLR%: % 27, HBVHU/R & B
D CsAB AR B R R A S+ AR T 4m i o 3 74
#t /1, Ad-HBs#:#DCs#8. Ad-HBe#:#DCs
20, Ad-HBc# #DCsl A k4 DCsAZ 9]
VLT 40 R84 38 35 K P LA B 2 F(F = 1.194,
P=0.389); ££E : T 42 : 1,10 : 14225 : 1
AT, Ad-HBs#:#DC%1. Ad-HBe#:#DCs4i A=
Ad-HBc#t #£DCs28 2 HepG,22.1.520 fe. 4 5+ 45
F3U R 5T AR EDCsA(P<0.001); vLAd-
HBc# £ DC*THepG,22.1.5 % i 3 4 &
K.

it HBVHLR A BSAFD Csii v A A itk
Bl AP AR T2 fel 38 58 Ak 7, Bl BT AE3E 32 SLHBV
Fr A HCTLE S 8948 /1, TR R A —Fp# A
TIRHFHY .

X888 ZBRIFFRIRE; PUR; WRR4EAE; THRE
YhE; AR R E B

EENE, RO, BRE, W, ST, HEE. HBVARE
RS INRRBIRBARIMAHBVEWER. HBRE BT
2006;14(19):1864-1869
http://www.wjgnet.com/1009-3079/14/1864.asp
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FEHBVIEG P HUAAGE ™ 443 2300 41
BEETWE 40 JR(CTL) R MY, 3 EHB VIS #E
Sumge. HOHFERY, B LR 55 S
SRR 2 — o B RN PR A S g, eI
2B SR 4 (D C ) 50 ok 20 R 3 B A7 8 IS,
AR BB 5 R ML o %8 R 45
RAF ST RN W R R DCs TR 2
Lifie, 55 9k A ) HRe e Ik S 2 SO,
O A P 25 A0 BT 8 S 98 38 7 I — F o ik
FEU100 oA TR P S HB VAL R 41 [ Hep G,22.1.5
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O AR AR T S 4 AT e A H B V T S 3 [
(1 S 20 B w5 AR R A 2, BRSO A 2
HB VLR IERME M D CsRE T 175 5 7 A 7 1k
PUBH G5 IV, by LAD Cs Jhy FEAtl 28 993 75 fh 92
YT IR ALK H

1 #RRSE

1.1 ## #HHHBsAg, HBeAgHTHBCcAgH: A 1)
K B 8 B 4H i 22 Ad-HBs, Ad-HBe, Ad-
HBcH A S M@ B4R 40 1 0 41 i
BN T (rhGM-CSF). EA AN &
-4(rhIL-4). B4 AN HMFE-2(rhIL-2)FMEHA A
JHIRE IR FE R ¥ (rh TNF-a) ) F f [F ReliaTech 24
Hl; #3455 3 C(mitomycin C). G418F01 Y 1 F£4H
ZMEEEMTT)E HSigmaZy#&]; Cytotox96 Non-
Radioactive Cytotoxicity Assayififl & (FLIR A
fEv2)d H Promega/s wl; 40 MK F1L-12. 1L-10
HIFN-y ELISAR UG H RIS 2B
F]; HBsAg ELIS AR T-fur 2 BR 72 % A
F], HBeAg ELIS ARG 112 T35 61 A 7,
HepG,22. 1541 i 5 b 57— % B K 2% I et v Uy B
Bt % e R 0 L S A G L A IR SR 4l
(RIARASMESE IRV TE 2 WOCHR[12]. THEFREB 12K,
WCER BTN, HEAT FBE LS, JEAE Al M A
FRHTDCE M4 T

12 %%

1.2.1 E208 9% A~ FHBVAR A B £ % DCs I
££12 dIYIDCs, PBSHVE2IX, d0iuit#, %
2.5 X 10°4L T 244U 774 1, 43 Jn N 2 400 Jies
#Ad-HBs, Ad-HBeflIAd-HBc/&ZDCs (MOI{H
480), 50 mL/L CO,, 37 CHFA I E 1 hjginse
ARPMI 164015 T2 Ak S 15 7%, R w1 fLA B
JLAdIMIDCsTEXT . 6 hjm, WEE IR 21K, £
Z RN EE, BRI 40 R 1) 52 4RPMI 1640
B IRk S 1 97 48-72 h, T WAMEE N
DCsHEGFP# ik, ELISAK 5 7% L3 HBsAg
FIHBeAgft 7% .

1.2.2 B AP RA-#k € 40 i R (MLR) U I
20 mL, 29k T A0 M0 53 B V0 R R B0
BRI ERAZ AN ML, In5EARPMI 164055 759,
50 mL/L CO,, 37°CHFHiH ¥ E2 hig KFRIEE
1 PR R A0 e, SR AR I B 40 i, FH S5 T 2R
B 0 2 R Bk T 4t M, oAC 2 3R A T bk 2 40w Y
SN AN 3Rl F A S HB VAT & 1
IDCs, IMA2FHEZKC, Z9KRIEH50 mg/L, T
50 mL/L CO,, 37°CHFAi- ¥ H45 min, PBSYL

WA B A 08
DCs# HBV & #
2R A Tk F
F IR IT R
K E, A2 B AT
548 % RILR
F M DCs AR 5
HRIRERA, 12
% KB
MHC &)1, B
R G IKEGF R
B H2-10 h, &
HFEFHKRFEG
B X R A R
RS, WE BB
A% RE B RR
% IR AR I BB Y
DCs.
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KW h &34 4
) # wHBVR
EAEMREZERL
&8 (GFP)#¥ &
28 3F 54 A IR %
&, RAKF &
#DCs, 5 A%
HEA-FHBVIH R
#FDCs, mI#H)
&I o R R 6Y
DCsi 77 Wi W,
B A1 B 1 g sk
R IARE.

2K, 5EARPMI 164055 FRE TR, 11 il
. 3 BIBA2 X 10°, 4X10%, 2 X 10°41 /LI A 96
PR B IR, L3N AL, AL mA
2 X 10°/FL ) L3 6 4% (O THR EL 40 e, SRR N
200 pL, 50 mL/L CO,, 37°CHFE #it57296 h. %
PBMCAE G DCIHPER AL, RAIMTTIR A I T
AR PRIBTE RE ), Jridk: BiFREEWGT6 h, WL 2:
FUP RS IR, INAHTEERE 2100 uL, FHIIA
5 g/mLIIMTT 25 uL, BRI %1, 50 mL/L
CO,, 37CHE B ARLLNT F4-6 h. WAL iR
W, HAABUNTS0 ul, JNADMSO 150 pL, ¥
PIRAI10 min, T620 nmAS KOG A1), it
P FE £ (stimulating index, SI) = (SE541AH
A RA )/ O A - A RAME), 455 LL3FLIT
WME IR, 5y WA TR A IR E 40 i S B 15 7796 h
Je i E, FHELIS AT ) GRSl b3 i 4 i P
FIL-12, IL-10F1IFN-y & .
1.2.3 CTL#mALAR SN F A5 7 et R FLIR
it S R R AR 24P FRAR I N B R
FHIDCs (12 d), 7307 LAMOI = 801 5 20 i
# i Ad-HBs, Ad-HBe, Ad-HBc#: 3, 48 hj5f%
2X 104U B TR L 40 e, N A& rhIL-
25 kU/L, thGM-CSF 50 pg/L, rhIL-4 25 pg/L,
thTNF-o. 5 pg/L5E4RPMI 164055757, 50 mL/L
CO,, 37T CHWARREFE, BRI, e s
8K, BRI A 28N A0 . FH IR Y
AL AR HepG,22. 1541 a (41 ), $45X 10%/4Ln
ANIOFLEEFRA T, NG IR R AR FA200 pL, £
TR FERON A0 - AN i LA k2
10 0 1F125 © IO 40 A T F 3 1) 4% i S 4
farp, B B3R AL. R 4 A B A g
KRRl RFRIRE IEXS B4l 5 5o 4L
AR, 150 mL/L CO,, 37 CHH T
4 h, fESE B SRET45 min, S840 M A KR4
AARUL IEXT IR TP AN R0 ul. Z 55
FLIRHL 35S0 uLF 55 —96FLBEARAR 1, TR
JRPIRA S0 uL, =i < V30 min, JIAS0 pL
OB, TRATJE T-490 nmillEAME. T4
FAI (%) = (S0 2R JR-2800Y 40 i 1) R TS -
B M B R I/ CHE 41 e OB TR 40 R 1
B X 100%.

St IS Y STATS HH kAR HE T
AbFE, 20 1] PR I XUR 36 07 22 0y BT R 6.

2 £R
2.1 EHMRBEANFHHBVI R LR #£DCs

1 BARFRBAJ-HBSEEDCSFEGFPRIXFIFES. A:
Ad—HBsFEEUD Cs[EE (X 400); B: DCsEEY R ZHIIEAS
(% 600).

O normal DC
3.5; B Ad-HBs transferred DC
@ Ad-HBe transferred DC
3f Ad-HBc transferred DC
25+
—_ 2 [
n
1571
1t
0.57
0 . . ,
1:1 1:5 1:10
DC:T

2 DCsRIBRFMPRATHEMBIRILHE.

T IR 6 WA NS R, 3N AL
#Ad-HBs, Ad-HBeflIAd-HBc/&JDCs)548 h,
2790% LA FDCsKIAREFFFEGFP, HIESIE
W, B AR SRR SR (&I1). HIMOT = 80H)
Ad-HBsHIAd-HBeE A IR 8 & 4e2.5 X 10°
f)DCs, HIELISAKY IR SR FIGHBVHU R
FikFHBsAgRIHBeAglK) /> ik, 45 H T4 5
48 h HBsAgHHBeAg? &3 80.719410.161
(A1H), 72 h ETF40.919510.328. 2 B F 4 g
BELEH AN FHBVHLURAEDCsH RIE. h M5
FL MR B FHB VRS E I D Cshi i
P R8T AR, BATTIEAT [P IR A5 Ik 2 40 i S
MARYE, 45 R, 4EDCs @ THAI 1 D1, 10 551
1 1 108}, HBV 3Ft s R FEMD CsR A A7
AR 508 10 8K [ o S AR T4 B P 8 4 5 . 20U
G, Ad-HBsHJDCs4H. Ad-HBe
HRDCs4l. Ad-HBcH JDCsAH AL IDCs
S 2 1) 50T 40 W 1) 3 5 K TG R 2 R (F =
1.194, P=0.389>0.05, [¥12).

2.2 B F 4 MLR N i HIL-1277 &
PLAd-HBcH 2D Csélfp i, F115+16.1 ng/L,
KEYDCsHAL . Ad-HBsH; Y«DCs41 flIAd-HBek%
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%DCSQEIL—IZF%%EZ: Eﬂ\‘f{k IFN-'Y%Y‘,[Z‘%%E 90 r @ Ad-HBs transferred DC | fﬂ iﬂ —i—i
T NN e e 80 + W Ad-HBe transferred DC B E WA IB ﬁ‘ﬂ\
ikad] 2 0] = AN B TL-1077 58 PAA L YL S 70 W AdHBC ransferred DC $HBVHAEAR
o O normal DC
DCs4lft i, 51204214 ng/L, MAd-HBcHR 3 gg ;’;j;c;%ﬁ‘fi
= r Yy = Sivanll
DCsZ1L A%, 4804207 ng/L(F1). X 40 CTLA &, #DCs
= Y, E Bk e S 5 30| B e RLHBVZ
2.3 HBV#R A B BHHDCs# F4HFHCTLE £ )| it
M HBVHSE B MD Csifs 511 C TLAT#E 40 iy 10} FRET ER A
N 0 &, AL HHBVE 57
HepG,22. 1.5 A7 W S i A 3 1 (1413). Ad-HBs 51 10:1 9s 1 e 81 8 52
HeQDCs#l . Ad-HBe#: J:DCsZ MAd-HBc#, 4 E:T 7 F B AR, W

DCsAXfHepG,22.1. 540 i i) A 40 5 H 2 TR
YLD Cs41(P<0.001); FrAd-HBsH; 4D Cs4 il
Ad-HBe#E Y 2 [0 % HepG,22.1. 54 i A 15 %
T 22 (F = 0.534, P = 0.493>0.05)4, HiAth
20 2 ) A B 25 5(P<0.01), LLAd-HBCcH: 4
DCs# i HepG,22.1.5 40 i 4 5% .

3 11E

PR SR AN M T 0 1 Ty B e i 1 L R R
PERANM, B — BERS G W) UG TRk B2 40 P 1)
PUR S AN, VT RARAN K EA D Cs IR T %
H #i s 3, ATDCs FH T s g f e Rt i fo s
1BYT 2 BB W RSN B D Cs 1) [F] IR H
Ji e mls FE L BUBD Cs, £ =D CsIRPt i
$e R Re ), 5O Sk T g8 IRV A T B i
e A L s . AT Al FAD Cs A A8 MR
TR EEDUIR, A2 RETT U5 R e R C T L™ AR 11 G B
FifE. MESA AR PR A2 kB
5DCsHLRGFRM, 5w BRI 0 SR
B RS2 DN ATE i A A L
WIEL s i e DCs it — R AR 40 e, HI1L
RV 5 R e AR TR (R IR A
o 73 A3 BB AT 7 A5 S5 DRI A5 T A 4 i 1) S TR
AL, i H SRR KRR e R, B2, hT4t
B NG FEIER R Wk, KikAr
TEVSLE VAR BRI, BUAL, 1009 i 75 H R
Sy ZANETE I AN MY, FLESTE R TEAR, PO G S
RN T H MR LD Cs, R R
W EE AT s A M Refg I i ok
g B R R, SR H IR B BUR A R RE
MiDCs, T4 N JDCs B ki 5 4k
PRUSTO2U2 B AT F R #EE 1, B3B8 T 41 i
F/ FHBVHUFIE R G pADCs, /EMOIK80
I, 90% LA EIMDCsHEMS RIAHB VIR H, ¥
W B0 25 R RE RS =y 0 3 H 2L R B 44D Cs,
RS DCsJEATE I B0, 76 i B BRI
F. TRV, G I D C sATh 8k AT 46 i 1) il
[i) Fofr e A T 9k E2L 40 1 184 5 5 ) R0 43 Y 448 i IR] 1
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3 HBVHRERSHDCSIE SCTLEVAIR RDSHE.

DC IL-10 IL-12° IFN—y
Normal 120.2+21.4 305+46 625+64
Ad-HBs 105.7+30.8 40.3+85 505+10.6
transferred
Ad-HBe 954+13.6 46.0+23 602+6.2
transferred
Ad-HBc 80.6+20.7 115.8+16.1 65.6+11.2
transferred

°P<0.01.

TL-121 68 7, Ui BH = 4105 2 A 52 D Cs 1 %
FhIfe. $eos o R B2 A 3 H R L DR e e
DCsECR B BEAR K.
TERIME TR T, £HBVZ kLR
o A TSP USSR DCs, 454 D CsPE 1
FEAR I AMEE TS T R I BUARICTL AN P2, 1
2 IRAFAE T2 IOMHC R B, Hpi IR 2 ki) 2
FEIAH2-10 h, # BE4F T m /K R RE A
PO B G N, S 2 5 2 IR Ml b i %2
JRAR SN S D Cs. K90 B e i R K 3 ADCs,
HIASZMHCH I, Bef% & I A8 M Bt LA,
D CsHF 8RB PURIER =4, M5 S 45
PECTL X M. fEDCs¥ 1 Ho /Mg 167 ik 78 b &
L, FIFHFE R 3073k, DLGw At JI R e S5 R R 2
PR D C s i 10 AR 40 L 2647 4% 2, T34 LAG M-
CSFRIIL-4%59%, A=A KEKILATAALTSA
D CsP. X FhDCsTE S PIH b 8 i 5 BT
FESRIICTL Y, e/ i fili i 7 2, GE KA A7
. HB VI3 UEAS R AR 28 1) fe e ik,
AEAETHR A1 G R A7, REAFCTLANMA
FEHHBVAIER. RATE L 9 5 FHBsAg.
HBeAgfHBcAgHE K FDCsHr, s =73l LL
B A S YECTL RN, T AHHBVHLR

ERTT T T
HBV & % 4.



1868

ISSN 1009-3079 CN 14-1260/R

BRENBHE

2006E788H 5145 51987

[ BAGK 4

RS ¥k
ESE R S
HEHAFAMD
W, A A 2m L3R
1R 8 B MR,

FLNAIBD CsHIxT AL, 76N FCTL N, DL
HBcAg4 1 T %, HBsAg. HBeAgikZ, 53
KRB AT AT, 3 i S I C TL R N 5 59 AN
SR, — EAHBVHUR 244, LIHBcAg
LA S 1) Tbk E20 40 SR o7, Tk E22 4 L 4
e SRR g S Ah, BATTiEFEHepG,22.1.541 i
YE N B RE AN i, SELIS AR I A B, Z40
JIFKHBs A gl 15459, MHBeAgHIHBcAgH
Tk, R IIMLRAE S CTLA i L3
IL-12, IFN-yZ3 /K10 o, Ad-HBeAfIl T
R LI My AT L-127K 1 Bz v, PRI LA 5 PR
SR B G SO S ik AT ST A A o,
FH 4% 417 HB V7t J5t 2 R (1 I 098 25 1 by 20 e 2
DCs, AMHATLMFD Cs i 2 Rt 4, i Honl #§
RIS, EHURAEDCs AT 214G 20 Tk
B, DL ANPURRAIE RATH LN, 7] Ll
AR P EHTHB VIS G [ N, X WIDCs i v]
e R R — Rl R THB VISR 6 97 k% 1
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Abstract

AIM: To study the effects of the spent culture
supernatant (SCS) of Lactobacillus acidophilus
strain LA14 on the intestinal flora in mice with
antibiotic-associated diarrhoea.

METHODS: Sixty mice were randomly and av-
eragely divided into 6 groups: normal control
group, model group, SCS group, living bacteria
group, SCS plus living bacteria group, and spon-
taneous recovery group. The animal model of
the intestinal flora imbalance was made by intra-
peritoneal administration of ampicillin 2000 mg/

(kged) for 3 d. Then the mice in normal control
group and model group were killed, while the
mice in the other groups were administered (ig)
with the corresponding drugs or normal saline
(30 mL/kg per day, the adopted concentration
of living bacteria was 3x10” CFU/kg per day)
for another 3 d. At the end of the 3™ day, all the
mice were killed and the floras in the contents of
the caecum were analyzed.

RESULTS: Intestinal flora imbalance occurred
in the mice administered with ampicillin and
the numbers (IgCFU/L) of four main intestinal
floras changed obviously. In comparison with
those in normal control group, the numbers of
Escherichia coli and Enterococcus were significant-
ly increased (10.13 + 0.10 vs 9.03 £ 0.11, P < 0.01;
10.52 + 0.11 vs 9.11 £ 0.09, P < 0.01), while the
numbers of Lactobacillus and Bifidobacterium were
remarkably decreased (10.51 + 0.07 vs 11.88 + 0.10,
P < 0.01; 10.38 + 0.31 vs 11.61 £+ 0.13, P < 0.05).
After the mice were administered with SCS, liv-
ing bacteria and SCS plus living bacteria, the
numbers (compared with those in spontaneous
recovery group) of Lactobacillus and Bifidobacte-
rium were remarkably increased (Lactobacillus:
11.53 £ 0.17 vs 9.74 £ 0.37, P < 0.01; 11.54 + 0.05,
11.45 + 0.07 vs 9.74 £ 0.37, P < 0.05; Bifidobacte-
rium: 11.54 £ 0.22, 11.30 £ 0.99 vs 9.51 £ 0.52, P <
0.05; 11.13 £ 0.16 vs 9.51 + 0.52, P < 0.01), while
the numbers of Escherichia coli and Enterococcus
were significantly decreased again (Escherichia
coli: 9.42 + 0.22, 9.50 £ 0.06, 9.22 + 0.39 vs 9.97
0.61, P < 0.05; Enterococcus: 9.48 £ 0.20, 9.45 + 0.16,
9.37 +0.21 v5 9.89 £ 0.43, P < 0.05).

CONCLUSION: Both living bacteria and SCS
of Lactobacillus acidophilus can regulate the in-
testinal flora imbalance in mice with antibiotic-
associated diarrhoea, and help to recover the
numbers of Lactobacillus and Bifidobacterium in
the intestinal tract.

Key Words: Lactobacillus acidophilus; Spent culture
supernatant; Antibiotic-associated diarrhoea; Intes-
tinal flora
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HE: R g SLAF A LAI4RA BRAL R IE 5
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FAR A PR IB N R B Y,

FHik: DR60R, ALy A EFHE, BEA
2, SCS 40, F#H4. SCS+FHARA
RIR A (40 = 10). RRAipAFHFEE
2000 mg/(kged), & %:3 di& b A A KA
WRE 5 S AR SEF A BE A 20N R T %
G Bp AL Se, BUE B N A4 BEAT i W AR
M. BAZWEDA>ANEE TRG R AR
#7K30 mL/(kged)[&HAFERHKLZHIX
10° CFU/(kged)], 3 d/E43t, G M A S
BHAT IR 1A A BES AT

R DRipAT HFEXERDE R A LA,
M iE M4AFF £ -FH B3 F(1gCFU/L)A 2%
T, B ERARBEMAFRAFMRAKEEE L
#+(10.1340.10 vs 9.03+0.11, 10.52+0.11 vs
9.11£0.09, P<0.01), SLAF i fo B AT B &
] % T 4(10.5140.07 vs 11.88+0.10, P<0.01;
10.3840.31 vs 11.61£0.13, P<0.05). 7 i § %
FSCS. EH. SCShERBE, 5 aRKAH
YO I 38 SUAF 1A A SOBAT A 2 9 2 = (5L
A 11.5320.17 vs 9.74+£0.37, P<0.01; 11.54
+0.05, 11.454+0.07 vs 9.74+0.37, P<0.05;
M AFH: 11.5440.22, 11.30+£0.99 vs 9.51
+0.52, P<0.05; 11.13+0.16 vs 9.51+0.52,
P<0.01), MAFRAFMREAKE THIATR:
9.4240.22, 9.50+0.06, 9.22+0.39 vs 9.97+
0.61, P<0.05; B3k H: 9.48+0.20, 9.45+0.16,
9.3740.21 vs 9.8910.43, P<0.05).
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Abstract

AIM: To detect the tissue distribution of Tec
tyrosine kinase in rats, and to investigate the
possible signal transduction pathways in which
Tec is involved.

METHODS: The total RNA was extracted from
the tissues of rat heart, liver, spleen, lung, brain,
thymus gland and muscle. Northern blot was
used to detect the expression of Tec RNA. Re-
porting gene plasmids and Tec expression vec-
tor were co-transfected into WBF-344 cells, and
post-transfection cells were stimulated by he-
patic growth factor (HGF). Then cells were lysed
and the luciferace activity was measured.

RESULTS: Northern blot suggested that Tec
tyrosine kinase was highly expressed in the tis-

sues of rat liver and kidney. Report gene assay
showed the Elk luciferase activity was increased
about 2-3 folds in comparison with that of the
controls, while other signaling pathways had no
obviously changes.

CONCLUSION: Tec tyrosine kinase is involved
in Erk/mitogen-activated protein kinase signal
pathway mediated by HGF. Tec probably plays
an important role in the proliferation of liver
cells.

Key Words: Tec tyrosine kinase; Liver regeneration;
Signal transduction
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Abstract

AIM: To develop a new combined transplan-
tation model of liver and small bowel in rats,
and to investigate the protective effect of trans-
planted liver on transplanted small bowel.

METHODS: Closed colony Sprague Dawley rats
and inbred Wistar rats were included in this
study. Five groups were designed: isogene small
bowel transplant group (A), isogene liver trans-
plant group (B), xenogene small bowel trans-
plant group (C), xenogene liver transplant group
(D), combined transplant of liver and small
bowel group (E). Only Wistar rats were used in
group A and B, while SD and Wistar rats were
used as donors and recipients respectively in
group C, D and E. During the combined trans-
plantation of liver and small bowel (CTLS) for

the donors, inferior vena cava in chest was cut
to construct a muff in the lateral wall of portal
vein and cuff was placed. During the operation
for the recipients, portal veins of the donors and
recipients were connected using cuff technique,
and re-arterialization was completed by anasto-
mosing the superior mesenteric artery of graft
with the right kidney artery of the recipients.
Randomly selected 4 rats from each group were
sacrificed on postoperative days (POD) 5, 7 and
14, and grafts were sampled. The rejection of
graft was investigated through histopathological
analysis, and the apoptosis of the cells of graft
were evaluated by TUNEL.

RESULTS: The survival rate of CTLS was 73.3%
(22/30). The pathological changes of ischemia
and reperfusion injury were observed in group
A and B, and the numbers of apoptotic cells in
the grafts were decreased with the prolonging of
time. However, acute rejection after transplanta-
tion appeared in group C and D, and there were
more apoptotic cells in the grafts. Mild, moder-
ate and severe acute rejection occurred on POD
5, 7 and 14, respectively in group C, while only
mild or severe acute rejection appeared in group
E. Furthermore, the number of apoptotic cells in
the grafts of group E was markedly decreased
on POD 14 in comparison with that of group C
(16.9 £ 4.3 vs 20.5 + 6.3, P < 0.05). The degrees
of acute rejection after transplantation and cell
apoptosis of the grafts were not significantly dif-
ferent between group D and E.

CONCLUSION: The technique used in this
study is feasible for establishment of CTLS
model, and the transplanted liver can protect
the transplanted intestinal graft from rejection in
CTLS.

Key Words: Model; Rats; Combined transplantation
of liver and small bowel; Immuno-protection; Ap-
optosis
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Immuno-protective effect of liver on small bowel in
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Abstract
AIM: To study the accelerated immunization
schedule for rapid protection against hepatitis B.

METHODS: Healthy subjects were consecu-
tively collected and divided into four groups
according to occupation risk of getting hepatitis
B virus (HBV) infection. Group A contained
students and teachers (432 male and 53 female)
from military academy with a mean age of 27.1
(16-58) years old. Group B contained interns and
nurses (171 female and 63 male) aged 21.6 (18-24)
years old. Group C were mixed populations (170
male and 132 female) aged 29.8 (3-69) years old.
383 students and other subjects (205 male and
178 female) aged 25.8 (2-59) years old served
as controls. Group A, B and C were vaccinated
intradeltoideusly with 20 ug (10 pg for the indi-
viduals less than 12 years old) recombinant hep-
atitis B (rHB) vaccine by the accelerated sched-

ule (immunized on day 0, 7 and 14), and group
D was immunized by the standard schedule (on
mo 0, 1 and 6). HBV markers and anti-HBs titers
were tested 1, 3, 7, 12, 24 and 36 month after the
first vaccination.

RESULTS: The completion rate for the acceler-
ated schedule (group A: 97.7%; group B: 97.4%;
group C: 95.0%) was markedly higher than that
for the standard schedule (66.3%, P < 0.001). The
individuals without completion of vaccination
covered a percentage of 43.3%. The seroconver-
sion rate (anti-HBs > or = 2.1 IU/L) was signifi-
cant higher 1 and 3 mo after the first vaccination
in group A, B and C than in the controls (1 mo:
66.9%, 67.4%, 58.2% vs 21.1%, P < 0.001; 3 mo:
96.9%, 97.3%, 94.0% vs 41.1%, P < 0.001). The
seroconversion rate was still higher in group
B than in control group (P < 0.05) at 7 mo. A
higher protection rate (anti-HBs > or = 10 IU/L)
was found 1 and 3 month after the first dose
in group A, B and C (63.0%, 65.2%, 53.0% and
94.5%, 96.0%, 93.6%, respectively) than that in
the controls (1 mo: 63.0%, 65.2%, 53.0% vs 7.8%;
3 mo: 94.5%, 96.0%, 93.6% vs 30.9%, P < 0.001).
The protection rate was higher in control group
than that in group B (P < 0.05) 7 and 12 mo after
the first dose, and there was also notable dif-
ference between group B and C. A significantly
higher geometric mean titer (GMT) of anti-HBs
was found 1 and 3 mo after first dose for the ac-
celerated schedule (122.7%, 125.6%, 118.8% and
131.5%, 132.1%, 119.3% for group A, B and C,
respectively) than that for the standard schedule
(21.3% and 41.5%, P < 0.001). However, the level
of GMT was higher in the controls than that in
group A, B and C (P <0.05-0.01) at 7, 12, 24 and
36 mo. The seroconversion rate of anti-HBs was
also markedly elevated by the accelerated sched-
ule (73.1%) in the subjects who had no response
to the standard schedule (11.0%, P < 0.001).

CONCLUSION: The accelerated schedule is
simple and effective, with a higher completion
rate than the standard schedule. The seroconver-
sion of anti-HBs and peak GMT appear earlier in
the individuals immunized with the accelerated
schedule, which is suitable for most popula-
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tions, especially for those susceptible to HBV
and needing rapid protection against hepatitis B.
For those who have no response to the standard
schedule, it is also effective.

Key Words: Hepatitis B; Hepatitis vaccine; Immuni-
zation; High risk population
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Fik: THBVE 4 Ao T in-HB st X4 o
AL BEAF R AHIT485 4, 432453 4;
T4 F#27.1 (16-58)% . A2 523 B A fedp
2344, $63%171.4%; F3HF#21.6 (18-24)
% A3 RAAFEI2L, F170%132; F345
#29.8 (3-69)% . L ZRFAEFRLMLA
M383%, $205%1784%; F¥ #5258 (2-59)
. E344%d 0, 7, 14425, TR 2A4%mo 0, 1,
642> = A L A TR %20 pg(<12% 4
10 ng). T HATEFE], 3,7, 12, 245236 moZ
HBV Z 47 & 4-HBsi# AT o 4.

R +BEFTRFELI97.7%). 4
2(97.4%) #13(95.0%)39 8 % & T A B
(66.3%)(P<0.001). *F B2 3k A AR H1171
2, 43 3% KR R AFREA. BAEMNE]L 3
mo d 0, 7, 1442 740 fn 75 $L-HBs R 4 F 55 A
66.9%, 67.4%, 58.2%#296.9%, 97.3%, 94.0%,
B2 & T AR 4L6921.1%H243.1% (P<0.001);
7 moBt 28247 & T AT B £8(P<0.05). 1, 3 mo d
0, 7, 1472 54 dn 7 3-HBsH AR R 55 A
63.0%, 65.2%, 53.0%4794.5%, 96.0%, 93.6%,
BEE T RAT.8%430.9% (P<0.001); 7
Fo12 molt* B 48 & T 413(P<0.05), 27 &
F£83(P<0.05). 1, 3 mofFd 0, 7, 1442 F- 40 fn &
F-HBsJUATF 3 i B (GMT) 2 5 4 122.7%,
125.6%, 118.8%#2131.5%, 132.1%, 119.3%,
B & TAIIR6921.3%F241.5% (P<0.001);
127, 12, 244236 mot *f PR & T AL 4b34L
(P<0.05-0.01). *¥mo 0, 1, 6525 £ & & % Td
0, 7, 14 (73.1%) % £ 44t )& i #-HBsFa 4%
EFPREHETFEIMOO0, 1, 6 (11.0%)F £%
(P<0.001).
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1A% Tmo 3 mo 7 mo 12 mo 24 mo 36 mo
nin % nin % nin % nin % nin % nin %
A1 320/478 66.9°  441/455 96.9°  423/445 951  398/437 91.1  282/381 74.0  189/302 62.6
H2 165/230 67.4°  218/224 97.3°  204/212 96.2  191/203 94.1°  115/152 75.7 71/109 65.1
/83 167/287 58.2°  235/250 94.0°  225/244 922  211/240 87.9  127/183 69.4 84 /141 59.6
YR  62/294 21.1 113/262 43.1 229/247 92.7  207/241 86.7  128/176 72.7 78/122 63.9
°P<0.05, °P<0.01 vs SHBA.
1A% Tmo 3 mo 7 mo 12 mo 24 mo 36 mo
nin % nin % nin % nin % nin % n/in %
A1 301/478 63.0°  430/455 94.5°  420/445 94.4  368/437 84.2  278/381 73.0  199/302 65.9
H2 150/230 65.2°  215/224 96.0°  197/212 92.9  20/175 86.2° 113/152 74.3 75/109 68.8°
43 152/287 53.0°  234/250 93.6°  219/244 89.8  191/240 796  131/183 71.6 87/141 61.7
WBZH  23/294 7.8 81/262 30.9 237/247 96.0°  212/241 88.0° 126/176 71.6 82/122 62.2

°P<0.01 vs NYIBH; °P<0.05 vs 4H3.

$19990072, 443710 pg, 1 mL).
1.2 Fik 411, 2, 34%d 0, 7, 14887 L =LA
PR I, AFEF20 pg(<124 %10 ng). X
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I3 i-HB s B2 A6 50 AR Dl i i 50 o A2 7 1)
] AFL TS SR B e R ) A, FL A S 5
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%41 Pi-HBs GMTAH b4 F 77 22 70 4T
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AN H I AD B AN RS
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WA AR 58 IR AR R 4 129(33.7%) 44, =5k
2 (P<0.001). X HE AL b B 41 21 [ A
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552 (P<0.001).

2.2 fiFi-HBslA 4 & fodi-HBs /& 4% 47 A
MR AR BT EEEEEME L, 3 mollig bt
-HBsPH# R FfH-HBsILE (17 IR 41, 2, 3
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AR B R W SRR AL, 2, 3% R T
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-HBs GMTIU/L)1, 3, 7, 12, 24136 mo% 5
68.3, 82.6, 66.7, 50.2, 27.1F113.6 TU/L. X} &4
WA L HT-HB s 4% 2 30 52 by 7 58 4 il
Jii 375 PT-HBsPH#E A0 11.0%(6/59); GMT 5 kx
7 Z P, b 136 moEAMISHEME
-HBs#TH k. 411, 2, 3X A HBVIE 1 8l L
HBEMS6X EEHMET moKR &g 544, Hp
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- 1 3 7 12 24 36 mo

n GMT n GMT n GMT n GMT n GMT n GMT
A1 420 122.7° 455 131.5° 445 86.4° 437  67.9° 381 404° 302 17.8°
782 214 1256° 224 132.1° 212 90.6® 203 72.1° 1562 435 109 193
283 287 118.8° 250 119.3° 244  82.2° 240 64.6° 183  40.2° 141 15.5°
WIRA 294 213 262 415 247 115.9 241 828 176 493 122 249

°P<0.05, °P<0.01 vs WWB; °P<0.05 vs 3.
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Abstract

AIM: To evaluate the short-time efficacy, side
effects, survival of combined chemotherapy
of oxaliplatin or hydroxycamptothecine plus
5-fluorouracil and leucovorin for advanced
colorectal cancer.

METHODS: Sixty patients with advanced
colorectal cancer confirmed by pathology were
included in this study. The patients in group A
(n = 40) received oxaliplatin plus 5-fluorouracil
and leucovorin, and those in group B (n = 20)
were treated with hydroxycamptothecine plus
5-fluorouracil and leucovorin. Both regimens
had 21-day cycle, i.e., the treatment was re-
peated once every 3 wk and the side effects were
evaluated. The efficacy was estimated two or
three cycles after chemotherapy.

RESULTS: The efficacy rates were 30.0% (12/40)
and 25.0% (5/20) in group A and B, respectively,

www. wjgnet.com

and there was no significant difference between
them (x* = 0.531, P = 0.811). The 1-year survival
rates (34.09% vs 38.55%, u = 0.3275, P > 0.05),
median progression-free survival time (6.4 mo vs
7.3 mo, u = 1.5088, P > 0.05), and median overall
survival time (10.2 mo vs 10.8 mo, u = 0.3487,
P > 0.05) were not markedly different between
group A and B, neither. The major side effects
of grade III and IV in both groups were myelo-
suppression and gastrointestinal reactions, and
the incidence rate of diarrhea was significantly
higher in group B than that in group A (y* = 7.876,
P =10.044).

CONCLUSION: The efficacy is almost equal be-
tween combined chemotherapy of oxaliplatin or
hydroxycamptothecine plus 5-fluorouracil and
leucovorin for advanced colorectal cancer. Pe-
ripheral neuropathy appears more as the former
is used, while diarrhea has a higher frequency as
the latter is used.

Key Words: Oxaliplatin; Hydroxycamptothecine;
5-fluorouracil; Colorectal cancer

Sun Y], Zhao H, Guo YW, Lin F, Cai X, Tang XC, Tang
LN, Yao Y. Clinical study on combined chemotherapy of
oxaliplatin or hydroxycamptothecine plus 5-fluorouracil
and leucovorin for advanced colorectal cancer. Shijie
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) W e 79 8 5 0 0(0) 32 5 3 0 0 00 0.468 0.798
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458 485l BB  Log-Rank Test P

PFS (m) OLF 4.6-11.4 0.633 0.465
HLF 4.8-10.8
0OS (m) OLF 6.9-16.1 0.250 0.615

HLF 7.2-14.2

4158 OLF HLF U P

PFS (m) Y13 7.1 7.9  1.2248 >0.05
9%5%Cl 6.5-7.8 6.9-8.8

marjy) 6.4 73 15088 >0.05
95%Cl 56-7.2 6.4-8.2

0S (m) 3 11.0 112 0.2561 >0.05
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EE= > 34.09% 38.55% 0.3275 >0.05
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M ¥-kB (nuclear factor-kappa B, NF-xB ).
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P53, EAT S0 U B 45 TN O 77 fit s A it 5
P A B R Y, JL AL R (HNOBE K
2, WH B MU RS IK, MR, &
B e AL, AE AL L0 (2) s KT IINOH]
BRI B A SRR ER 0, E I
PR s ALk 2R, 51 R 8 IR, g sod
Ak, FEALIY; (3)NOPI K &= AR I ] 1 A%
[AT--«B(nuclear factor-kappa B, NF-xB )ifitk, M
TS5 T 28 90 4 M KT 007 A=, (g P 2 4t i A
S LA ARG B R 7 1 2k, 7R G B i,
(DR FDRS T, mk EENO AT H] =R IR G A
FIDNA S il (1) SC B, 32 1 A 52 A X i iy A
DNA# 7, A on s il 47 ek e AN H i e
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BOE, B BRI, GABARIEEE
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R F U SEEE I CNE 2 Q1 VN | ik
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Abstract

AIM: To investigate the effects of composite
Gan’aining (CGN) on the growth and alpha-
fetoprotein (AFP) secretion of human hepatoma
cells.

METHODS: Mice bearing human hepatoma
were treated with CGN (10, 5, and 2.5 g/kg per
day), and the tumor growth was observed. In
vitro inhibitory effect of CGN (45 g/L) was de-
tected by MTT assay, and the secretion of AFP
was measured by enzyme-linked immunosor-
bent assay (ELISA).

RESULTS: CGN inhibited the growth of the
transplanted hepatoma in a dose-dependent

manner (r = 10, P < 0.01), and the tumor inhibi-
tion rate was 54.5% (P < 0.01) when 10 g/kg
CGN was used. In comparison with that in the
controls, the growth of HepG, cells was signifi-
cantly inhibited at4,5and 6 d (7.0 £ 1.3 vs 10.3 £
0.9,P<0.05121+04vs21.3+09, P <0.01;15.2
+ 0.3 vs 45.6 £ 0.6, P < 0.01), and the secretion of
AFP was decreased (39.6 £ 1 vs 54.5 + 3; 20.8 + 2
vs45.6 £4;18.5+2vs40.2 £ 3; all P <0.01).

CONCLUSION: CGN can inhibit the growth of
hepatoma cells HepG, in vitro and in vivo, and
also decrease AFP secretion of HepG, cells.

Key Words: Composite Ganaining; Liver cancer;
Alpha-fetoprotein
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a1 IO 299, ¥ F /KT LETAL h, ¥
IR IR A 5 R4 181000 g/ Lk & (BRI
TR M, HXUE DAl JE 54 CUkAE
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it /N Hep G A1 B bk th b Ll K22 g it o
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N 00 ) 9 A0 B kg B R g Th
RETO S AN R TR A S
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pAS/an 5 217 224 1.584 +0.502° 32.2
YR 25 20.5 216 1.968+0.387° 15.8
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P<0.05, °P<0.01 vs WWIBLE.
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TR A M A K, 5 L AFP IR B R L4
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Abstract

AIM: To investigate the effect of rapamycin
(RPM) on the expression of high-mobility
group box 1 (HMGB]1) in rats with acute liver
injury (ALI) by inhibiting Janus kinase/signal
transducer and activator of transcription
pathway.

METHODS: Wistar rats were randomly divided
into normal control group (n = 30), ALI group
(n = 30) and RPM treatment group (n = 30). ALI
was induced by intraperitoneal administration
of D-Galactosamine/lipopolysaccharide (D-
Galn/LPS). The animals in each group were
sacrificed at different time points to collect the
blood and hepatic tissue samples for the detec-

tion of alanine aminotransferase (ALT) level and
HMGBI expression, respectively.

RESULTS: In comparison with that in the nor-
mal controls (1.00 + 0.02), HMGB1 expression
was significantly increased in liver tissues 24,
48 and 72 h after ALI (3.12 £ 0.06, 3.9 £ 0.08, 2.83
* 0.04, respectively, t = 16.01, 3.86, 10.46, all P
< 0.01), and serum ALT levels were markedly
elevated. The expression of HMGBI in liver tis-
sues was dramatically inhibited 24, 48 and 72 h
after RPM treatment as compared with that in
ALI group (1.67 + 0.05 vs 3.12 + 0.06; 1.93 + 0.06
vs 3.9 £ 0.08; 1.47 + 0.04 vs 2.83 + 0.04; + = 20.11,
41.90, 26.02, all P < 0.01). In addition, serum
ALT levels were also markedly reduced during
24-72 h after RPM treatment (P < 0.01). HMGB1
expression was positively correlated with ALT
level (r = 0.741, P < 0.01).

CONCLUSION: The activation of JAK/STAT
pathway may be involved in the up-regulation
of HMGB1 expression in ALI. RPM treatment
can markedly down-regulates HMGB1 expres-
sion and attenuates ALL

Key Words: High-mobility group box 1; JAK/STAT;
Acute Liver Injury; Rapamycin
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Rapamycin-induced inhibition of Janus kinase/signal
transducer and activator of transcription pathway
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fig
B 3E3TE aE Z 34 JAK/STAT:E 34-%F 2.
PEAF 34 K RAT 422 HMGB1 &34 8 3% .

Fik: RAD-Galn/LPSH #| £ 415 (ALI)
A K AL A B 2R (n = 30). ALI
20(n = 30). STATHrH) A F taFEERPM)4
72 20(n = 30). JA Western blot7 i% | & fF 4847
HMGBI1%& @, 4 8 3h A5 AU 2 5T 7 4k
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K=, & BIBRIDEVAK/STATEEN RIEAHRID A S HELSHMGB 1 RIABVFIT 1917
FRAF. BEHLY J34: (D) RPEFFHGLLALILL, n = 30):  WA% K4 i

R 5Py BAHMGBI &K AK-F(1.00+
0.02)48}k, ALIZ124-72 h HMGB1 &k 2 %7+
%(3.12£0.06, 3.940.08, 2.83+0.04, &5 7
#16.01, 3.86, 10.46, 3 P<0.01), £ F& R
5 RHE(ALT)6A724 hA BAE(E, H24 hid&fd
% F6h. 5ALIZEARM, RPMFALL# 4124-72 h
HMGBI1% & &£ 2 &4 (1.67+0.05 vs
3.1240.06; 1.93+0.06 vs 3.94+0.08; 1.47+
0.04 vs 2.83+0.04; HE % %] 420.11, 41.90,
26.02, ¥P<0.01), ALT /24, 48, 72 hL3g A R
R A2 HE T K(P<0.01). ALT5HMGBI1 2 E48 %
(r=0.741, P<0.01).

i WHIAK/STATTH 2 FiRAMAS ¥
HMGB1%& & £, 8 8 T 8%%D-Galn/LPS
B 88y ST 34

FET: BFRERE HBL; JAK/STAT; &HFFH
15, BMER

K, BXOPK, 868, T8 UPnks, NIk SERI0G
JAK/STATEBBNRMHRIDASHFARHMGB1RANE
A, EHRENERSE 2006;14(19):1916-1920
http://www.wjgnet.com/1009-3079/14/1916.asp
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ERT R R E AB1HMGB 1)1 A NBE O] 4 Ay
RIEAN TR S5 50T I N 4L U0 il F2 U,
REY, BARHMGB1S Z R4l g I RAGE
ARAT R R A B, EAR T DUE R TLR2,
TLRAZESZ VRIE 25 5 06F SN IR T s F a7,
Li et al 5 Wang et al” R I, 1E/ELeli. 21
Jii R 4 0T 25 R U G AR I s R % P B
KB &5 88 B #5145 B, HMGB1 AT BAYE i 5%
ACE B B, HFUEI T Janusiify/ (5 5 7 S A
SRIEE T (JAK/STAT) I 4% 5 AT 41 24iHM GBI
mRNA _FiHA K. Tsung er al' " ERFITHT L0 236
I/ HEE I R BT 4L 4 HM GBI A1 i, {H 5
RAE T 5 HM GBI (1 £ ik 7K M TAK/
STATIE % HI1EH MANE . AT EED-Galn/
LPS/ 3 K S, HMGB1{E8
FIEKF 254K LA S JAK/STATHI 5 B A
B F(RPM)XTHMGB 1 A R 453493 52 .

1 R0 E
1.1 A MERE R PSS S Wistar K90,
180-220 g(lIPHEERFRZE P L5 02 fh),
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W57 28 (R L8 26 BT R A B 2w+ 14l
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S W

2 B8

2.1 HALBES T EFINVFALHELR M
BORIE/INI A SE R, TO 40 B AS PE IR AR, ALL
41: 6 hJa 7 24 MR F/N FORINGE; 24 hiG
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AEBRFRT
HMGBI1 & &
Y ETE L
(ALDAF 282 84 pax izl 3 6 12 24 48 72
HEEK, A ER 340+77 356 + 79 346+ 78 387 +85 356 + 71 393+ 71
JAK/STAT# & p 1962+228°  14312+760°  4371+397°  42890+1025°  20306+873° 14 114+794°
AE B EEA D
7 ALI% % W 20 RPM 1689 + 168 7499 + 504 3485 + 301° 3078 + 159° 697 +79° 4853 + 442"
L HMGB1# &
&, OmE TR
4. LAHMGB1  °P<0.01 vs [EE; °P<0.01 vs AL
557 ALI#H &
AR W E N .
HMGB Ak s JERUIR AR, RPMAL: 48 I W) i 4 on b
SIAKISTATE S SRPEAS, S0 A A1 ML 72 R4 0 S b
BHAATRAY. b
ARt EUAT W ALTZL Y. 8 3
22 bk AABMABAE EWAKINEAN 2 | s |
AT RHIZH. ALALKRALTES hFF § ;
WATHi, 6124 hHUBL2AN I, 24 hifBLAO O;rfl({l Il §
1 0] i T 6 hif i { (P<0.05, P<0.01), F 3| ' 6 12 24 48 72
72 h ALTACH 4 T F7KF. RPMALK BALT t/h
7£3-24 hZ MBMRABAGALIA 4, A 1 FHBLHMGBIBSABEMKELE. P<0.01 vs N; P<0.01 vs
24-72 h ALT/KV- 83 T, W BAKTALIH AL
(P<0.01, %1).
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+0.05, 1.9340.06, 1.4740.04, P<0.01, [&1). xf P BES MUAR AR 250 20 40 HAT W A 119 4 £
6572 NIEHALLL L ALIZLRIRPMAL % A ey 7 240, HMGBUR A (R i A
IR A MALTAIHMGB IR ¢ AT A ety TN, IR, fEGalwLPST
SHT(B2). 45 W], ALTHHMGB1 2 EASee RIS, HFAIZ T HMGB & Bk ]
miAES =0.741, P<0.01). weE, I H A5 R0 2 E — 2, ##7"HMGBI

HMGBI1 £ —#1%
KRNI, Rt
KE P LA R
B, HF 4k At K ad
# 5 Y UHMGBI1
Fy Yo 5 0 BT B
RS i N
J7H o H0; FL
JAK/STAT:# # 84
HMEFR AR K
B REHNE
¥

3 11ie

BEAE N, I JOE DA 72 5 S AR 2R 4 12k 58
i SN A A ) DB T, R OhE DA
TR P RR L I AR R, DRI I A AT T4 ) A 3K e
A1 DR 51 Ui AT RE IR A AR AR A fU R 1 2 5 %
i . I BRI B, 4 A FTHM G B2 Y
45 2% E e Z 0 I () — o G 300 28 i PR U121,

7EGaln/LP S B Sk 4t 4 3 B A 25 A
ORIEAE . SEIG 45 BE R, TSE 4 SEi 5)
Pisc STAT3HMHIF—75 1% Z(RPM), Al Lk
B AR S2 56 5h 724, 48, 72 h HMGBIE H
(2215 (P<0.01), FHFAHN I8 21 23140, B
PR M ALT/K 7 (P<0.01). ALTSHHMGBI
(R AH DG 2 A R B 3 52 IEAH R (r = 0.741,
P<0.01). HE—FEH, HMGBIE A 20 R I
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J¥ (inflammatory cascade) ] I 4 B A 17/ &
BE— B T A E .

JAK/STATE Sl B Bos A 2 2 5 4
MO B, A . BT R AR
i, M HZ5 T 2R EZERR/PRFTFHE
SEG R R, JAKATAN R A, STAT 32 %
HIAN, o STAT3 ) 4 iEK FIFN-y, IL-1,
IL-6, IL-10, IL-4< R % )", iTHMGB1 X 5
TNF-o1, TEN-y%5 LGN R 7 ] AAF B A2,
RP Mot — Bl R IR P 16 28 0 A2 52 0 B 8 i 5]
Ho4i K 5FK-506401LL, GEAHL FHITSTAT3 72741
22 G TR B IR AL, AN T 416 S TAT 39 16 Ak
A7, 20N I 4 B PR 1R AR R B B K
J2 PR, ARSI R R PMAE /b n] e T i
PR 4% & 15 X5 Galn/LP S 3 K Bl S M T4
Pt Ry E R (DB I AK/STAT B8, T
THMGB R [ 1fd 5 28, Itk 3L #g bk
M RAER; ()L HIHISTATIMIE, B
TNF-a, IFN-y, TL-1, TL-6%5 J85E R 1 1A 1 S5
JECP T Uk P 20 2R 9 S B A4, Ltk —
A BB AN 2.

HMGB Ly — M ) & 5 /v R A 5
TNF-ou 55 2L JERE A I 7] 25 T B2 9 A 02,
EAARFE L, HMGB1 5 L0 48 40 i A
TAHLG B AT e, RS R K e s A
It, HM GBS 5 LA AN B TR T 24
BEY K BT IVEIT BT I, 9 A7 R BEL I 98 i 2%
156 N (inflammatory cascade)FI3 24 2% fiff 7 4
SN T ST AL 54, HMGBI1A] LU
SUNIPE B by € A 0E N R R P R N
AIRIAHMGBIF E VRSN g, bk
R 4G, 1 S IR 0T i, BEn] LA SRR T
B HMGBI, At n] L3 1) 28 41 i S5k
Ji. Galn/LPSA» 3 I G 45 40 S 50 3 -4 21
HMGBI1 8 &S E N, 2 AR 4o 33075
WISk, R AR A SR O £ A
Fridb— AT,
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Abstract

AIM: To investigate the role of mutation at site
1896 in hepatitis B virus (HBV) precore region
in the pathogenesis of chronic severe hepatitis
B and its influence on the immune response of
patients.

METHODS: The production of interferon-y
(IFN-y) and interleukin-4 (IL-4) by Th1/Th2 and
Tcl/Tc2 cells in the peripheral blood from 31
patients with chronic heavy hepatitis were as-
sessed by flow cytometry. The serum concentra-
tion of IL-4 and IFN-y were examined by solid-
phase sandwich enzyme-linked immunosorbent
assay (ELISA). HBV DNA was amplified by
nested polymerase chain reaction and the pre-
core/core fragment was directly sequenced.

RESULTS: The mutation at site 1896 in HBV
precore region appeared in 8 of 31 (25.8%) pa-
tients with chronic severe hepatitis. Of the 8 pa-
tients, 4 (50%) were confirmed with the mutation
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at site 1913. However, of the 23 patients without
the mutation at site 1896, 1 case was detected
with the mutation at site 1913. The level of Tcl
was significantly higher in the patients with
G1896A mutation than that in those without
G1896A mutation (t = 2.407, P = 0.023). The lev-
els of serum IFN-y and IL-4 were not markedly
different between the patients with and without
G1896A mutation (P > 0.05). The mortality rate
was also similar between the two groups.

CONCLUSION: Tc1 level is significantly en-
hanced due to G1896A mutation and plays an
important role in the pathogenesis of chronic
severe hepatitis B.

Key Words: Percore gene; Mutation; Chronic severe
hepatitis B; Immune response
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EH’J: S CRIF X 95 A (HBV) I C X G1896A

A AIZEER A X(RENERAE L
r/\éﬁ AN

ﬁif /;ruihéWH@’fi#/\/m']:Sl@' xﬁﬂf %—ﬂ\ﬂ
o 2 RELAEL ) 4m AL -FTFN-y, 1L-469 8 5%
Z Thl, Th2, Tel, Te2; B A8k & B 5.2 K
X e e 2 75 1L-4, IFN-y#9 K F; EXER
ABirgk B 47 ¥ HBV DNARTC/CA B 545 5
) 5 Hr.

GER: 314 B4 b 841(25.8%) % £ G1896A
T 5, 8B G1896 A Ft-#& F 441 (50%) & FL1913
AT, M234) g%é#ﬂxm 1(4.3%) % 3L
C1913A % 5%; GI1896A L FHTclKF B % Z
TE &P = 0.023, £ = 2.407); G1896AE
B A MATIL-4, [FN-yKF 2B F M 2
F(P>0.05); EFAHEHFFHR2ARTELL
F M £ F(P>0.05).
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HB Vi CIX R4 5 45 W, Tt 189647, K E
G1896A%F 7 )5, HBeAgRiAZ 1k, (HHB VAW
kLS, TR S 1) 1 MUIE . A BF SRR,
G1896A% 1 EAF S 5 F AL £ AT 48 R e A o),
ik, FATHEG 1896 AL S % 1 0 JFF R0 M e
IV TR SRR SN R

1 #ERSA

1.1 A4 2001-11/2003-124F B [ % 511 2 #4531
i, 71, 532441, 8459 +£10.9% . 2K
F5 200044 [H 258 - Ui FE MR RAB T (112 W
PRE. FRACRIE &2 N HIIK 10 mL, 2 h} )
B 5K . CDy/CD,/CDgy F 47T ANIFN=y/IL-4
LR B 7L EImmunotech#& 4, i
41 ffu{ ZBenkman Coulter 3XL. IL-4F1IFN-y
¥ 7 &ty 5 ¥ E Diaclone research/A &), fl
BRI TECANZ ] 114 [ BB AR 2 BT A 53 BT
ANTPHITaql HPromega/A ml $2 4k, KBS hn
R & RPEA Al # 4k, QIAquickalifb it
ZAE[EGiagen A Al $&4E, P24t Bl
A T A AT TE. AS AP 784 1h 26 [
Biotronics 2\ @) $241L.

1.2 7k

1.2.1 Th1/Th2/Tcl/Tc24m i kifi2 mL, AT
YUk, 100 uLi%l @ 1A 164055775, 8
2], IMANREFPM AR Ionomycin, fifi &K
325 wg/LAI mg/L, [F AN LW K
10 mg/LIFJ40H 7 Monensin; A HIIJ00T R U
Monensin, ASINHIEEF, B4 FE37°C 50 mL/L
CO B FH K574 h, LACD;, CD,, CDg, IFN-y,
-4 T 4 i J55 34 470 J R0 40 it py 4 e DAL 1, 9
2 SRS 0 A P 40 PR - TF Ny, 1L-4 7 4%
HEREAT HH 237, RS 754 WL SR [4].

1.2.2 TL-4F=TFN-y#& ] K XL R 200 B I
P BRI AT I, FH B Hb R TEC ANZ w] 14
AR HEA 450 nmfl, JEARHE bR th 25
THAIL-4, IFN-yIK ¥ (ng/L), ARG %3]

1.2.3 HBV DNA PreC/CA B R 5 KHEAE
B S5 N AR S DR A1 . I 100 wL
2 T 7 V2 PR HICH BV DN ATERLR, X
$R4LHBV DNA 3 pL i, X7%7K9.6 puL,
10 XBuffer 2 pL, MgCl, 1.6 pL (2 mmol/L),
dNTP 1.6 pL (160 pmol/L), Tagf0.2 uL (1 U),
514P1, P2%1 pL (0.5 umol /L) PCRIR
AR FR20 uL, £94°CHiAEYE3 min)G, $#%94°C
45 5, 58°C 45 5, 72°C 45 s, fEFR25IK, ®Jm72°C
5 min, BUZ™ W3 pLAESE 2P CRY S FIBIAR,
M #%7K9.6 pL, 10 X Buffer 2 pL, MgCl, 1.6 pL,
dNTP 1.6 pL, Taqf0.2 uL, FINAGI#P3, P4
%1 pLEATE2KRPCRY 1E: 94 CHiAE %2 min,
94°C 45 s,55°C 45 s, 72°C 45 s, GHR35IK, )
72°C 5 min. B W 120 o/ LIt b ekt
UK, IR OEE B ERIMT P EDNASKA, %
SE I GIAquickgifbiEatifh. gtk =4 P54
TN 1) g AT U S S, E CEQ800071
DNAB F AT 7510 5

Bt #ALFE Thi, Th2, Tel, Te2HL#HISPSS
10.088 VA BEAT B Hm e 36, P<0.0585P<0.01,
FEFRA G X AL A, ST LA/
FEAR UM R G v B SRS A8 A R BV, Jieakeds
X [0 3 HPAE, P<0.058kP<0.01, 2 534 Gl

2 B8

2.1 ACR A B 37 e reml 25 % 70314 2 hs8
#1(25.8%) K HG1896 A4L S, Horb 1451(3.2%) &
AR SRR Y FE AR A . 851G 1896 AL bk
P44 (50%) HH 191302 A AR S, HIC1913A %
C1913GA8 542451, 123451 55 TFER AN 1451 (4.3%)
HILC1913AAE 7, &8/ MEA DU R G vl = SR
AR A RAUF LG 1896 A 519135748 7 Ge v 2
= X (P<0.05).

2.2 HBV G1896A % 89 & X L 7Tl /K- ik
FETEAERP = 0.023, £ = 2.407, £1). 24114
i IR 1 G 2 P 2 R (P>0.05, K1), 314118 E
JF B LT %645 2%(14/31), G1896AZE FRRAET
#.50.0%(4/8), HFREFRIET 2£43.5%(10/23), #%PY
W FREHRL UGV, P>0.05, PRALAET - H T W2 1

311
I I 58 BT 40 IR A8 005 98 KOs B 55 W LA SR
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W R
F R KA 0 e
Wt A
BAR R B Ty
8B n Th1% Th2% Tc1% Tc2% IL-4 (hg/)  IFN=y (ng/L) &, K E A
TEM 8  288+43 41+30 521+107° 32409  836+149  47.6+17.9 KA E AR
S 23 266+48 34428 407+119 3.0+1.8 7794102 4494229 5G1896A % L

t = 2.407, °P<0.05 vs BpSHk.

1, FECHPTIE R, TR 5G1896A%
IE S HEY) KR, B RAEREA - I
T &5 B I 045 Hh DX 18 2 35 L i R G 1896 A
B R ER25.8%, I IR191361 G
A, HR 3 OCHE. $Eom, 18I 8 b 1 A7
TEG1896 AZL F, (AR S e A A I AR iy, TRl
o T FFF T 5 72 e AN 5 T K PR 155 1) — AN
Ifil, TG1896A 55191347 HIK5 7% 7 AT I IR
BB, AT a8 R
BAFEW] BTN M Sy ALY, Thi, Tel40 3=
PO AIFN-yZE T BN R 1, A 40 B 5300
Th2, Te2 EE/MMIL-425 AR 1, S 5K 8 %
P N, W BT U IC TLED R Te1 ™', [ Ah R
HBeAgn] LLFESETh, MiFififtAf 1k 8 CTLIL
AT AN O BE 1, — HHBV A ZEFE N AR 5,
ANRERILEHBeAg, WIXFhHIH 4Tk 1 5 B
TR 10 R A, TRATR I, 18 EIFG1896AL 5
PRTCLIE 25 TH i, AT H I Sl 389 8 1 40 L e 93 12
%, U0 B, B A .

1L-4, TFN-y 518 M5 48 kA Ay e,
A G1896 A% s bk 5 W 5 MR AH LU 1L 8 v 41 A 1A
FIL-4, IFN-y 0 25 M3 i, 20 A BAR AL
(1) 5 JHF 8 e JEF 40 S0 T N -y ) 40 25 2 o7 5
INEBURR, TR N-y R it v B AT 5162 7™ 8 Je W (2)
Je 7 A TR IR R A DR - S TF N-y 2 5 35040
RBE M FERE, AT AR A K 5 ST
SRR T A S g MR Ak SR BRI, Tel
FEAg PR HE A R ol EAE L, G1896AAL 5%t
Tel 50 5 4 B k.
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Abstract

AIM: To investigate the efficacy of triple therapy
and the effect of H pylori eradication on the
prognosis of patients with non-erosive reflux
disease (NERD).

METHODS: One-hundred and twenty H pylori
infected patients with NERD were randomly
and averagely divided into group A and B.
The patients in group A received triple therapy
(20 mg Losec plus 500 mg Clarithromycin plus
500 mg Amoxicillin, twice a day) for 1 wk, and
the ones in group B served as the controls (treated
with 20 mg Losec twice a day). From week 2, the
patients, whose symptoms of non-erosive reflux
disease were alleviated, in both groups were oral-
ly treated only with 20 mg Losec once a day until
the end of week 3. Gastric endoscopy and °C
breath test were performed at the end of 12 mo.

RESULTS: “C breath test showed that the rate

of H pylori eradication was significantly higher
in group A than that in group B (95% vs 8.3%, P
< 0.01). The degrees of corpus atrophy and intes-
tinal metaplasia were also markedly alleviated
in group A (P < 0.01). However, the scores for
the symptoms such as heartburn or swallow ab-
normality had no significant difference between
the two groups (P > 0.05).

CONCLUSION: Triple therapy is effective in the
eradication of H pylori and treatment of intesti-
nal metaplasia and corpus atrophy, but not in
the improvement of heartburn or swallow ab-
normality.

Key Words: Helicobacter pylori; Non-erosive reflux
disease; Prognosis; Efficacy
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Abstract

AIM: To investigate the effects of pre-operative
enteral and parenteral nutrition (EN-PN) on the
malnourished gastrointestinal cancer patients.

METHODS: Sixty-nine malnutritional patients
with gastrointestinal cancer were randomly
divided into 3 groups: EN-PN group (n = 23),
parenteral nutrition group (PN, n = 24) and non-
nutrition group (NN, n = 22). EN-PN and PN
group were received nutritional support of the
same nitrogen and calorie 7 d before operation.
Each group received the same nutritional sup-
port (EN-PN) 24 h after operation. The levels of
serum albumin (ALB), pre-albumin (PA), trans-
ferrin (TFN), endotoxin (ET), interleukin-6 (IL-6),
tumor necrosis factor-a. (TNF-a) were detected 7
d before and after operation. The levels of serum
IgA, IgG and IgM, the activity of natural killer
(NK) cells and the ratio of CD4 to CD8 (CD4/

CD8) were measured to evaluate the immune
function of the patients. The incidence rate of
complications and mean hospitalized time were
compared between the three groups.

RESULTS: After operation, the levels of serum
PA (0.27 £ 0.06 g/L), TFN (2.81 + 0.65 g/L) and
IgG (10.43 £ 0.86 g/L), the activity of NK cells
(18.04% + 4.56%) and the value of CD4/CD8
(4.98 = 1.21) were significantly higher in EN-PN
group than those in PN (0.19 + 0.04, 2.01 + 0.32,
8.76 £ 0.65 g/L, 11.01% + 3.01%, 2.11 * 0.65, re-
spectively, P < 0.05) and NN group (0.15 £ 0.03,
1.32 £0.27,9.05 £ 0.79 g/L, 6.45% + 2.23%, 1.22
* 0.79, respectively, P < 0.05), but the levels of
serum ET (4.23 + 2.01 ng/L), IL-6 (40.22 + 7.43
ng/L) and TNF-a (33.04 + 4.56 ng/L) markedly
lower than those in PN (8.23 £ 3.65, 55.21 + 9.32,
47.22 + 8.45 ng/L, respectively, P < 0.01) and
NN group (10.66 + 5.23, 67.01 + 10.21, 56.43 + 9.67
ng/L, respectively, P < 0.01). In comparison with
those in PN and NN group, the incidence rate of
complications (11.3% vs 16.4%, 21.6%) and mean
hospitalized time (7.0 + 1.4 d vs 11.0 £ 2.4, 13.0 +
2.8 d) were also notably decreased (P < 0.01).

CONCLUSION: Pre-operative EN-PN is safe
and effective in the malnutritional patients
with gastrointestinal cancer, and it can accel-
erate the recoveries of post-operative patients.
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%R EN-PNAAERET did AFEAF
(4.234+2.01 ng/L). IL-6(40.22+7.43 ng/L)%
TNF-0.(33.04+4.56 ng/L)3 oA 24K TPN(H 5
H8.23+3.65, 55.214+9.32, 47.22+8.45 ng/L,
P<0.01)A=NNZ8(10.66+5.23, 67.01 =10.21,
56.43+9.67, ng/L P<0.01). mEN-PN4LE K )&
7 d PA(0.2740.06 g/L), TEN(2.81+0.65 g/L),
1gG(10.43+0.86 g/L), NK 28t 7& 14(18.04% +
4.56%) % CD4/CD814(4.98+1.21)80 % % TPN
Z(5 %) 40.1940.04, 2.01+0.32, 8.76+0.65
g/L, 11.01%+3.01%, 2.11+0.65, P<0.05)7=
NNZE(% %] 40.154+0.03, 1.32+0.27, 9.05+
0.79 g/L, 6.45%+2.23%, 1.22+0.79, P<0.05).
L PNANNAAAL, &H L L A F(11.3%
vs 16.4%, 21.6%)F= (L0 (7.0 1.4 d vs
11.0+£2.4, 13.0+£2.8 d)EN-PN%2 75 B B 4K
(P<0.01).

LS BETHRARRNILE TG S
RAT R B R A iy 1 78 IR 2 a0 8 F o X
AR, TR BRIk

REET: B TR, BSNE IR, R LE MR, AR

ZHE, LB, B, BFW. REcEBEASFNE
BREEDEBEABKRENEIN. BRENBURS
2006;14(19):1928-1932
http://www.wjgnet.com/1009-3079/14/1928.asp

0515

T A 2 e R TR A R IR R R,
ZHOEFAAALE O -AREE TRA R, R &N
MHFARIGTT, AAAT )% R G008 2 00 KT
I B g, IR BT AR IR 5 FH A (1)
KA RFNGET 3R, R 0 i Ak 10 S bR iR
BEAT BB AR S 75 SR U 2 A
TH A TE 2 B R AR i N R W A E R AR
B B FRSCFE T A A H A, O 3 R A K
SIS,

1 MRFEE
1.1 ## 2001-04/2005-07-5347 15 I8 M &5 E o

www. wjgnet.com

TR EFZ 691, T, 234, F6829-81(F
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W, JORE . HURIBATLRE Tk P 20 Ak
P, B BRI 341 EN-PN41@ = 24). PN
M = 23)FINNZL @ = 22), 3B EHER . M
Gl ARy AR I 8] TG 2 2 1, 34 AR
AR 5 F40 A i % 7 IR
1.2 7% PNAFAER120 kI/(kged)fL4s, A%
ANE0.15 g/kged), IEEAIMEK  ANPC I N) =
150 © 1. A5 48.5% Ak Py (1 fii 20 28 2 R v 43
W, AT 2547 BR A ), A B b 4 B A
JIE W FL(TT REMCT, #5247 B 2 7] ) AU AE PR 1k
g, BENRLE oML 1, JRAb A IE I AR T, 4EAE
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2840 JE B L KRR T, 10 hIA % 5E. EN-
PN4L: #% 5PNA GRS A E LG, N EFR
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S E RO, B NG Y, E NI Y
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FRABFRE 55 Reil B
LA, TR E EN-PN PN NN EN-PN PN NN
FUA T EL _ ;
W 9 A % e Endotoxin (pg/mL) 2.30+0.90 2.87+1.23 3.04+1.34 423+2.01° 823+3.65 10.66+5.23
HL TNF (pg/mL) 32.03+5.34 31.99+4.45 30.44+5.65  33.04+4.56° 47.22+8.45 56.43+9.67
’ IL-6 (pg/mL)  41.44+7.65 41.65+6.39 40.66+7.12  40.22+7.43° 55.21+9.32 67.01+10.21
IgA (g/L) 3.07+0.12 2.76+0.08 2.87+0.07 3.87+0.21 4.01+025 3.03+0.07
IgM (g/L) 134009 2.01+0.12 1.98+0.11 321+021 2.65+0.19 3.01+0.26
IgG (g/L) 8.56+0.76 8.01+0.45 9.02+0.79  10.43+0.86° 8.76+0.65 9.05+0.79
CD4/CD8 1.29+0.61 1.35+0.69 1.59+0.74 498+1.21° 2.11+065 1.22+0.79
NK (%) 12.65+3.76 13.01+4.34 12.12+3.32  18.04+456° 11.01+3.01 6.45+2.23
ALB (g/L) 3754+4.12 40.21+4.13 39.31+4.01  35.32+3.64 35.34+3.87 36.77+4.12
TFN (g/L) 275+023 2.65+043 2.43+0.51 2.81+0.65° 2.01+0.32 1.32+027
PA (g/L) 0.24+0.06 0.25+0.05 0.26+0.04 0.27+0.068° 0.19+0.04 0.15+0.03
°P<0.05, °P<0.01 vs AGPN, NN4A.
FEOHT, P<0.05 4 25 524 T .
2 BR EN-PNZE  PNZE NNA
2.1 FmeRF. AREZFRF. ARSI ARBHEESER (%) 113° 16.4 216
= A2, b
g 2 oyege e ZHTT - S {RRE NEEE (kg) 2.4+0.2 57+0.7 63+13
ERARR 384T RAT7 d 3YLIL-6, TINFoXIIE N Sepismmenin @ 7021.4° 110424 130428

R B2 59P>0.05), KJ57 d, EN-PN
ZHIL-6, TNF o % M5 N 75 3 KPR PNFINNA
2 PG (P<0.01). RJ57 d, IgARITgMAE34L A
BT i 2 99 (P>0.05), EN-PN411gG. NK4i it
WGk X CD4/CD8YEA 7 dii 3 & TPNFINN
2 (P<0.05). AJ57 difiLif F 8 FTE34 2 (/G2
i 2 5(P>0.05), {HEN-PNZH #4685 11 S0 1
EAEARGT dW 25 TPNALFINNZL(P<0.05),
PNRINNZLAH LG I 25 1 22 57 (P>0.05) (R 1).

22 B R KETNARBAEREE AJEIE
RE FEAFNKAR, VIO, U0 R @& s
PICSEIR &y VS . W& 1988 e i A pH 4%
EN-PNAUA G K0 BB BFAK, 5PN, NN41 Lk
A B R P<0.01), PNALIF RO K E &
EINNZH LR IR 8 B IK(P<0.05). EN-PNZLAR 5
SRR B I (] S AR R BEH S PNL NNALHEE
H B ZE 7T (P<0.01), FFRZ M EN-PNS5PN4L
L6 TG i 35 P 22 53 (P>0.05), {HFINNZ L ik
LRI IR T 4, (R 2 R (P>0.05), B
M Th Rk TR EN-PNAIPN. NNZLAHLLF &
FEZE R (P<0.01)(R2).

3 e

AT MR 8% 2 AT BRI B, &89
NTPEAAL, BT R @R AR, R
FARMIT e, AT G R G0l 32 T AT o
I BRI, TR LT IR G R, JE K

6.0+£132 9.0+23
61.0+15.7 68.0+13.6

LY (d) 6.0+1.0
BSREEIRENE (h) 456.2+11.4°

°P<0.05, "P<0.01 vs ASGPN. NNZH.
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e JARH I RORE, K 48 IRk v 3 80U
R0 240, 4530 b B DI Re I 99, 517
TE B4 B 5 47 (enteric bacterial translocation), %
PR SR G, T s IR G 2 S R £
I 2% ) R oy (1) FE S DR B RN R I
BRI R, W hNE 5% 5 8 IR FREA L
X T- S e RE KT 00 B, e Sl R B 1) 56
HEME T DL AR 4 w1 e A7 RS R AR I A B, A
FH W 8 30 10K 288 BB 1) i DR 2 SCHE O T
KU 22 b 4 P DX 389 1) 5 g o A 37 1 44
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NKA0 2R IR e RGEM s, JA
RSV R B3R e (4, 2 2 BRNK 4 i B
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I, 075 FRAN LAY Ak e i85 R AT kAT
PRI AN A58 RS R R AT a1, (HE S 1
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Abstract
AIM: To conclude the clinical characteristics of
multiple primary colorectal carcinoma (MPCC).

METHODS: The clinical data of 42 patients with
MPCC out of 1354 primary colorectal cancer cas-
es, who were treated in our hospital from 1980
to 2005, were retrospectively analyzed.

RESULTS: The percentage of patients with
MPCC was 3.10% (synchronous: 0.96%; meta-
chronous: 2.14%). Of the 42 cases, 20 (1.48%)
were accompanied by carcinoma of other or-
gans. Adenocarcinoma was the most common
cancer, locating at the right colon (46.3%) and
rectum (31.3%). The tumors of other organs
were mainly located at stomach, small intestine,
breast, ovary and uterus. The data of 12 cases
(12/42, 28.6%) were in accordance with Am-
sterdam criteria II for hereditary nonpolyposis
colorectal cancer (HNPCC), and the data of 16
cases (16/42, 37.2%) were in accordance with the
Chinese criteria for HNPCC. Colon fiberscopy
was helpful in the diagnosis of MPC.

CONCLUSION: MPCC, with a high incidence
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rate, has particular epidemic, clinical and
pathological characteristics. Colon fibers-
copy is important in the diagnosis of MPC,
and postoperative following up should be
strengthened for the diagnosis of HNPCC.

Key Words: Colorectal neoplasm; Multiple primary
colorectal carcinoma; Clinical characteristics; Heredi-
tary nonpolyposis colorectal cancer
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Abstract

AIM: To compare the differences in blood cell
count, renal function and blood biochemistry
after plasmapheresis with PS-06 and Evacure-4A
membranous plasma separators.

METHODS: One hundred and twelve patients
were treated with plasmapheresis besides com-
prehensive treatment, through KM-8800 plasma
exchange device (Kuraray) and PS-06 (group A,
n = 54) or Evacure-4A (group B, n = 58) membra-
nous plasma separator.

RESULTS: The decreased rates (post-treatment/
pre-treatment) in platelet (PLT), hemoglobin
(Hb) and blood NH; were significantly differ-
ent between group A and B (PLT: 92.2% + 14.8%
vs 99.8% * 22.4%, P < 0.05; Hb: 88.1% * 9.7% vs
94.8% + 3.8%, P < 0.01; NH;: 81.2% * 22.7% vs
66.6% *13.7%, P < 0.01). However, the changes
of other indexes were not significantly different
between the two groups (P > 0.05).

www. wjgnet.com

CONCLUSION: During the plasmapheresis,
Evacure-4A membranous plasma separator has
no significant effect on platelets level, little effect
on Hb level and significant effect on blood NHS,,
which is superior to PS-06 plasma separator.

Key Words: Plasmapheresis; Blood cells; Blood bio-
chemistry; Membranous plasma separator
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D, & MPBED BN IR SNSRI 0PV R 1939
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LB R A LA

- AR B4R

TSl assia 1% 8y3 Al yayig =) 18)%%
WBC (x 10°/L) 82+42 6.1+3.3° 748+17.0 7.1+28 57+26° 80.3+15.4
RBC (x 10"/L) 35+08 32+0.8° 93.7+75 3.8+0.8 3.6+0.9° 93.8+33
PLT (x 10%/L) 782+384 71.3+352° 92.2+14.8 79.5+38.7 76.3+34.1 99.8+22.4°
Hb (g/L) 112.8+243 99.2+219° 88.1+9.7 1175+212  111.0+£19.5" 94.8+3.8°
BUN (mmol/L) 50+3.2 5.0+3.1 93.0+12.3 75+57 6.7+4.2° 99.5 +25.8
Cr (pmol/L) 949533 91.2+486" 92.0+14.5 115.5 +50.2 92.5+40.9° 90.8+43.1
K* (mmol/L) 3.4+05 34+06 99.9+13.2 3.8+0.9 3.8+0.9 101.2+15.4
Na* (mmol/L) 132.3£5.7 131.5+6.9 100.0 £3.1 129.3+8.8 129.2+9.1 100.0+2.7
CI™ (mmol/L) 102.7+7.2 98.0+£7.2° 95.5+4.9 98.6+9.3 96.0+10.3° 97.4+38
NH, (mmol/L) 126.0+65.4 97.6+51.9° 81.2+22.7 128.9+545 80.9+22.6" 66.6 +13.7°

P<0.05, °P<0.01 vs SBYSAL; °P<0.05, °P<0.01 vs AZH.

K Evacure-4A BRI 73 B As 4 WAL, (H R 5|
R BIE AR, Evacure-4 AR M 38 73 B9 #e 4H
BUN, NH; FPEHPS-06E 7 1fi 57 7y 29 35 41 0 2,
Pt B AT 275 R A W BUN, NH 2 A 4 F 5
T 5i5h, AEALSSVRYTHI G, M40 fu % 22 Cr,
NH, )90/ R 5 5 i 3% 68 488 1) IR 38010 W S AH G
PE, IF HH ko> 2 52— Pk, —Medesi4-7 ds i
TR R PR RO 90T R KT

5 | 7B o 240 A 50 % It A A S 1 i DR 2
Sy B R RRAT G, T H bl B A I 2 I 2
For gk AT R P A R 2R I G B 4 )
11248 1 B30 % 0 AR A AT — o s, L i
FEAE— 8 22 5, T Re S BRI I 0 0 4 TR A
JeALARE 5. N PS-06 A ifi ¢ 73 25 2% n) 5 | i
A1 40 o B B, T Y H Evacure-4 AR Il K
% BAR T 5 WBC, RBCHIHD R [, {HXIPLT
THEOC W B g, T n] BETE S MR BE b I
T A B XS RN I Evacure-4A JE 7Y
I3 4 25 2 R A8 K i 82 M B & K VB UN,
Cr, NHAACH ™4, wI A 40 1 7128 )3 A R
At R ReAT B T4 B s B A KR,
sk 1 25 S 2 L A N AT T I AR
HE R ILE vacure-4 A SR Il 5 43 25 4 e fiif 52 5
e (1855 5 s, AN o DL i 6 s 8 v i 5 | i 41 i
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(BB, DR, BB 26 N I B v 97 b,
Evacure-4A A i1 3¢ 73 2 28 U] AR T-PS-06 /15
M Sy B A%, (AR IR E— 28 4 K F FH gk
ITIRNIESE.

4 ZEXE

1 Agishi T, Nakagawa Y, Teraoka S, Kubo K,
Nakazato S, Ota K. Plasma exchange as a rescue
strategy for hepatic failure. ASAIO ] 1994; 40: 77-79

2 Sueoka A. Present status of apheresis technologies:
Part 1. Membrane plasma separator. Ther Apher
1997; 1: 42-48

3 HIEEZESELRSTFERFEY S R
2 MBI RBIATT 2. REFIERZE 2000; 8:
324-329

4 Suh KS, Lilja H, Kamohara Y, Eguchi S,
Arkadopoulos N, Neuman T, Demetriou AA, Rozga
J. Bioartificial liver treatment in rats with fulminant
hepatic failure: effect on DNA-binding activity of
liver-enriched and growth-associated transcription
factors. | Surg Res 1999; 85: 243-250

5 = AELE, kOGR, BER, e, AR, A
N THF 3285 A G0 18 Pk B A 28 R S 4n i e 1
MR ShAITSY. AR 2004; 12: 293-295

6 =, AEME, AR, AR, . ATHCR A
SRS TSP E AT RIGPRITST. thEImfag{L 2004; 3:
211-213

7 LePage EB, Lane R, McKay D, Rozga ], Demetriou
AA. Plasma separation for artificial liver support. |
Clin Apher 1995; 10: 70-75

8  TRIGE BUAR, thel, TAERL B, e, R, 50
W, ARSI 32 53 B 2 T B R AT TSRS
FRAEIFFRE < 2004; 12: 208-209
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R BR R ACEE T §
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PR32 E, AR B AR, £ R E100%,
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WG PR R B BT AR W WIS, 33
Efr R, 5% AR S I AR T R A R e AR
i, R 2 2 BN R 52 TR IR TR, B
1999-20054F X434 S & 55 P AR Ja Wy DBk
MR E B N aRayT, BT BT AL,
arE.

1 RRSE

1.1 A

1.1.1 &) gl FBea skl 112 8, L
ARG 2. 3200, o114, 4E#240-83

%, P62.9% . Hh AR 1941, RIS
WA, S A8 DR A G 2441, £
E WG 106, & B Y& 14610 Hv& 8
Wy 84, LT T4, ARG BRAs K AR I [A]
3 wkF|15 a, B2 moF|l allKAENZ, N
12 mo. W& I E421-5 mm 2941, 5-7 mm 1441,
M R HE 12 Stooler 7 2 02 (RERES R )04,
[ (fekce)onl, 1T HmeEEm )65, %
(REHER B30, IV (ANRELE )71

1.1.2 4% Olympusl40. & +HE400H 1 45,
& 7= Savary-Gilliard#£ 49 Kk 28 (B4 HLAES, 7, 9,
12.8, 15 mm), T2 L) KA 10 6 4 DT R
SCHR (P B = AR A BR A 7).

1.2 Zrak R EEIER, TIHRARAL Mk
ERRLE, AT H B AT L& SRR R
SR BREMTENTLEYE 1210 cm
PLEJEIREE, B, KREAY KIS T2
515 TINS5 WA O EARAE N 412 0h, B
AT, FIEE RSB e D IR H, 4%
15 mm/& B &3 min/mil RS, TS B,
MW 1 BB B s O, Wi RS AT I
. W4 E1-2 mm#E HYIIE JIRAVEVIIT JG FHAT
ok, SR EBAESGEEM FT. K5
44 h

2 BR

434 gkoe sl vk, 31K 1k, 12619 5Kk4-7
R, A0 5EAT VIIT JG #5479, B v 491 12 s A
AT, kT, WY& R R R R T,
DVRBIN A 1k, AR WK I 2 2 FL 1 34619
e IR R IRy A e, 149 LBk R g 4341 A
FHY IRAJG1-2 wke W R HE S T 25, 6 PR X
IIER0THI, 1739.5%, T 402611, 560.5%, it
WA 0% 100%; 341 Jmy 8 52 M1l ik e %
TR SRR 2 Iy ik 54
[ RE7-10 dIES7Kk4IR, 70T FF R H LA I
M S S HEAT(RIRR 1-3 moANSS). BHAR VIR A
TKARJE3 moblivi: LIRY Tk A 52506134 Aedk 4 &
(Stooler73 4% 1 4%), 2 IR 5Kk 11104Stoolersy
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SEATEE AR TIR, K EE B4 o
BAE 3B 24T H 5K 1R mo & AW I X 7 A,
HTRE R, VYIS 5, [RE2-4 mo
REY k6 A B 26 EE T v &, 1514
Z Ak, I 1 R TR K R P R
J, A SORBEE N T wkE HUH . 441Ffi156-12 mo
R RAF, 1008 L) 26 SN VU 5
W) i AW PRI 2, 1491 S 38 iy S L5t 97

3 1

TEE. WAL EEkRE. a8 2h
Wy B R L OF R AR, LR RN
0.3%-9.5%", FEIL K A1 3 EEHE A AT
HHARANE . WA TE, EBREHAY. &
MR WA M R IR AR A
HUB) A5 28V & W) £ U8R 75 550 45 2 55 AN
SO, AL 8138 v W& T S T W)
B RAERERW A OEZAERGL ay
L, B R AR wk.

A B A A 1) R BT o 22
LU A R A AN B2 KT R, Bk
W 11 a3 S 9 52 R i e At AR i B o R A
B Wi D & S 8O, HIRFRE)
SR MR A, A BT 1481 £ 0 ik 1 W 4 11t
P AP IRTT R ik HIRTFARG
WAEAN R, FATY kAR E A fd v, S &
WS ARG EZ7 I I

WBE FIRTT WA DR AE 5 T A LG 2
DL BT BRI, S EE . HET
MW VRS B PRI AR kR . A
E1 7 NN 5 Bl s a5 C 7 N I NS R R
r=Savary-Gilliard¥& 49 ik &0 W) & OB H
RIT RO R AT S B B R R B A 1 G
RBENTFLN, THSLEANYEGO T 2D
10 emBd b, #5223 LR AR 3R i 2
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R I /N T3 mmidge 4l 3R 4 AN REd
N, T 3R FLL DI )R O P U g
JERA AT RAE W) A 1, E 40 2K T R AR
Pk EI1.5 om. AL G 2E FL IR H LA 5 K
it HH IR

—FEE L AT S B I A W PR ]
RIS R A 3-4 wk, AL G R1EE L2 wkA
o B, SO0 A A48 SR ) o [ 4 O A o
TEIRST RO OB, 0 e I A AR RS BL
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Pk 22 A B A i 103 33T A, AR
RIS R LA7-10 dAE, EL4-TIRA B T aic
FR7 R0, ARATHE S R B A T O, AR 2401 oy
5.4%. ARS8 B A S 11 i S 0
A DB AE 1) R,

ARG 3 B E TR AR G T AR S
JE R, MARRIER AR Be I, 75 18530 53 g
AT A7 06,k 56 A HE R R 52 K 1A AT g,
Pk ARG N AT IR R, Bz, R vt
VARG WA RS NBE N RS Tk BRI T
R R, S A A 4 2 UGB SR 5K S A
WA DA DR AT P, Sl DAL T L S
W
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L Schwartz—-BartterZz & 4 2 3 Z liih PR 3= T 8% Bk AR B ez 1 451

T8, Bk

| Ll R T8, b s EBRAYZ A ALF T 100080 HAEH0-35 kKU/L). L3355 K230 mmol/L. HiF
EGAEIEF x  DEME AT FEEERIME LT T 100080 y

A gitgk ga  BIMEE: SO 100080, IRMDSEXDAMAR29S, 1 JR##(ADH)1.61 ng/L(Z%1H1.0-1.5 ng/L).
xgwga g DDOEEFI. xiangtao ma@pku.org.on 24 hpR#H385 mmol(Z#{1130-260 mmol). J&

st R 24 ey it
BMENEEE Y
A, BT
FAAEA, A2 R
E A 3t 28 % R
SAR T BRG.
APIRT, RER
R 2 ey i AR
oL, AR AT
LRI 7 3 8
RIS, VA S
HALHR .

E31%: 010-62583013 {&H: 010-62653601
WASEHE: 2006-04-28 2 EHA: 2006-05-11

LR

MR 7 & A 160, LA A B BARAA AR
JE(Schwartz-Bartter4z &-4E), 1K & £ 5 %42
Y.

RO AR IR, PURIR R 50 R H 4R B E

F18, BaE. PlSchwartz—BarttersrSEN £ ZIGKRAIEVER
BRADER 1B, HBFREENBICAYE 2006;14(19):1942-1944
http://www.wjgnet.com/1009-3079/14/1942.asp

0 51
Schwartz!"'F 19574 1 WK HRIE 161 53 P 30 <4
il i 5 A IR PUR IR B oy W R 4R A AE
(SIADH)J5, i & IL804 Bl il LAF: A& SI-
ADH, My JJRAR IR & I Schwartz-BartterZg 51k
(10998 18] 0 e 2 AL, 11 198 14 DASR 35 S SCR L 4R
T8 P BB dicif 149 ASchwartz-Bartter%y
B i Ay 32 PR AR T i e A, IR
.

1 RBIRSE

5, 715%, N IR E K4 wk, I DR
2 wk, 1°2005-09-10 A\ Bic. MR APBEHT4 wkiG
HH S R B B RO A I, 2wk
SR, LD R, K& #1000 mL/dy/b>
£400 mL/d. BES AR KSR, & T
36.7°C, BP 16/10 kPa. RIS, Too e,
WG TG, B T oK A, BB AR AT A4,
KU i G AT M K b, i 40 7.8 X 10°/L,
PERLANA0.77, L0410 H14.85X 10%/L, 1ML &
146 g/L, Ifi/Mi215X 10°/L. MfiL83.6 mmol/L,
#9117 mmol/L, 79 mmol/L. B EEHS9 g/L, H
H 30 g/L. CEA 1.61 pug/L(IEH1H0-3.4 pug/L),
CA19-9 440.33 kKU/L(1E % {80-39 kKU/L), AFP 2.62
kU/L(IE#{8<5.8 kKU/L), CA125 15.69 kU/L(IE

3115364 mmol/L. JR L E1.020 g/mL. i F: XU
it WS MR i R b 3 ik i it o,
DRI s 1K KR e BB DN AR T R
JE IR i 7 M kR WL A5 5. BEEECT: ek
A, 12 BRIR A, etk e I 7K. MRCP: J§
I S A SRS o P AR, T i PRk, L
Jik P 2E, 2RI . T B M2 kv K.
SEA I 0 B I R A L A T [ PRI
SUIILIE 2k 2k T 1B i I 98 (1) 408 PR 3R 23 WA AN
MEEGIE(SIADH), 45 5H#IKAMNEAY IF B 0
ICAUIIE, AN 4EFET125-135 mmol/LZ [#], i
AYEFET86-94 mmol/L2 [w], K+ Gk %1t
AN 52 FARIGTT, AER V.

2 19

PR PRIGE 73 Wb 7 255 fiE(syndrome of inap-
propriate secretion of antidiuretic hormone, SIADH)
FE AR 2 Bl A 5 DR Y A PR R (ADH) 703
W2, FERNKTWE, KRG Z,
L5 1 395 37 He AR T 3 SORH I RE PR 1R s R
FEOL X2 A R BUAT LLS [ STAD HIR I (K47 804k
NN OR AT SN AL 7/ N L N R T L B
PR R E0 45 ey SRR SR 40 M . 1 1M
T3~ SR B A B U, R T AR R 5 |
K IISTADH [ J& 7 L, ] .55 R IR e 734 ADH
5%, STADHIF A BELAE PR S0AR 2 A 1K 75
3% s N HUR I AD H - W 8 ) AS 2 X ADH 2>
Wik %, FECE/NERK > TGN, PR
b, PRIBEIS T, PRI 22, 8 R B, I
FABIE L AREE — R AR LI, AW LS
SO b 55 G PR 05, STADHIF) I R R AR 16 5L
A, PR RERASAT O, B AR BIR A G
FEATAEAR, Bl L8N BRIz 0 B, RN fr
AR LMK, d TR IS A i 9535 s
BEAIG, AT A R A I B & AR 5.
R ppe RG22 R, WERIUNIE . S
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F18, &. DUSchwartz—BartterZrSIEN T 2IIRRFRINBVER R IDEE 1451 1943
T IREE IS B A R RN, 1B manin
HUR AN 625117 mmol/L, {FLJ2: 8% 3 J6 0 BRI R SIADHEA HAPE 5 ZREME, & 8 5 6 ADILE

PRERTHIEIR.

STADH 5 W b5 v AL 45410 (1) afi b
<130 mmol/L; (2)IfiL 5% H<280 mmol/L, [A]f}
JR15% 5 L HAM 27 1538 K 5100 mmol/L BA Lk
G AR AR, (4R 2, AR
>20 mmol/L, 24 h/KE1>80 mmol; (5)'FIhREIE
W, RIS ERRD)REAIC R R STADH
B[] i L FELE B HE(CSWS) M CSWS
(iR =g e N R e e SR NI AT S
A AR TR, MR RANE, £040 M s AR
ARSI (R O ES e I [1)7 NI BLEB VR (34
2 rp KR BARER PR VR YT 2. N S K
R, a0 SRR SGE W CSWS, Wit il
) STADH. JRAECSW SH B A AR M 49 ATy
PRAM, A I ACREIRAS B S5, (U8 B, 2040 s
BT, w R B, 0 I 9538 T T
L KR R B, PR SR A 40 S bR A
RN Z IR, PRI R, (ARG i i A
e R

BIT: (DBRZK: T STADHIL3E BI85 K ik
FEWTT S0, SEURPN KW, A RIMEUK
SPIK, RAFRIIE 2, 51 M R MR A
i, ARV R A AR A one e L] ) - b ey e, R
BEKHAE1000 mL LA 20 X 2tk ™ 5
i, Mi48<120 mmol/L, f-A7 & IRk S5 HhfE %
PRZRER IS AR 2830 mL/LEnB kK, HNE &
A T AR A B AN T de s, o i R A )
120-125 mmol/L A E; (2)FIJR: X F HFR KA
REAa 0 S, AT AR A 0D D EK 10 mg,
AT LAY A0 M A, (R B A R DR (RS
SHE R4 KM, (3)MERYT: SIADHAH T
ACTH ML SAHKT AN AR, 45 T ACTHIRYT
FEACTH/ADHLELBI M, 41 iE % f5, ACTH
P 2 e A Ak, W SN A A D Hiuk 21 J 1540 il
ADHM W HITER, AT EZACTH/ADH
(K32 ()3 244l T STADH B4R
HAMCEN, DOEMBEPEAREN, oM FHEA BE AR
A EAEARANIIED Y, (B2, S ™ R
(AN IS, ANV A Ffrlog DR, FBRY. B 5645 T2 1E; (5)
Fofth: W FHBRIREE 55 2 655 2 #17A Y7 STADH.
2GR F ARG T PIADHAEH T 5 /g
AN Az ke AMP IIFEH], {'EAEXTADH )
SN 1T 5 RS R PR, A 2K 2 4 44 FH 2%
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IRZ RN, KA paxis, Big ERA %
B SR IR A T BEFERISTADHS A ) — R 5
REAR, AEZ H AU R AR89 1) 22 D% 2t e 39 i
PR, AT Al AR,
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Abstract

AIM:

METHODS:

RESULTS:

CONCLUSION:

Zhang XC, Gao RF, Li BQ, Ma LS, Mei LX, Wu
YZ, Liu FQ, Liao ZL. Effects of Weixibao nizhu-
anwan on gastric precancerous lesions 300 cases.
Shijie Huaren Xiaohua Zazhi 2006; 14:
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