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Abstract

Functional gastrointestinal disorders (FGIDs) are
the most common diseases in gastroenterology
clinics. The incidence rate of FGIDs is 34.6%
according to a Western epidemiological survey.
FGID is of extensive concern to the domestic
and international medical science field because
of its high incidence rate among the common
populations, affecting the living quality of
sufferers to different extents, and also because
of the high expenses of diagnosis and treatment.
Until now, the pathogenesis of FGIDs remains
unclear. Disorders of gastrointestinal motility
(DGIMs), organ hypersensitivity, brain-
gut interactions, mucosal inflammation and
immune, psychological and social factors are
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generally accepted as the causes of FGIDs.
At present, there is no satisfactory treatment
in Western medicine, merely symptomatic
treatments and combination therapy. In
traditional Chinese medicine (TCM), the
cause of FGIDs is closely connected with the
functional disorder of the liver and spleen. The
basic pathogenesis is stagnation of liver qi and
dysfunction of the spleen in transportation.
A holistic view and syndrome differentiation
have been applied to the treatment of FGIDs to
regulate organ function and achieve balance of
yin and yang, which is the healthy condition
of the body. A lot of clinical researches have
shown that the curative effect of TCM in FGIDs
treatment is significant.

Key Words: Functional gastrointestinal disorders;
Traditional Chinese medicine

Zhang SS, Yang J. There is a large room for traditional
Chinese medicine in treatment of functional
gastrointestinal disorders. Shijie Huaren Xiaohua Zazhi
2007; 15(33): 3457-3461

(FGIDs)
34.6%. FGIDs N
FGIDs ,
, FGIDs
XEa: ;

(FGIDs)

FGIDs

FGIDs



3458

ISSN 1009-3079 CN 14-1260/R

2007 11 28 15 33

FGIDs

FGIDs

2007;15(33): 3457-3461
http://www.wjgnet.com/1009-3079/15/3457 .asp

0515

Vgt B 9% (functional gastrointestinal
disorders, FGIDs):—41 LA [ D GERwS 4 = 1
BN, FERINGER. EK. B,
L MR RS T R AE A TR AR SR
HIEFGIDs 1 E 5 h34.6%, iz % h62.1%".
PIRAT I 22 T A R, ThRE M LS R (FD)
BRI 19.8%, W o Lr 5 (B S) U F 4
8.3%, HIAEVEIEIK BN 11.0%, Dineth s
75 R F N 4.1%, DRe ek % %4 10.1%.
FGIDs AL M A P A 3 e, ANFIRE M 5
W) 6 1K) A 3 BT A2 TR TR 9 R B T 2 3 [
WA 22 5 1)) 12 O, T FGIDSsI0E IR
o WL G AN e 4T A, THEE H T B2 T R0
EIRIT 7 S8 i B BUHRR I BB AR R, fE
B850 A5 TR DRI ATLARC V8 0 1R, T ST
ML, FHIETRTA, A2 U PR R IR B B 52~ 46
KEMIERIETT 7R, P2 {EFGIDsIIRYT
HARUF RO, AR T B e

1 FBESTEFGIDsFoEHVARAD

FE19994 [H i ' Ty 2 8L, B W 24 3 %5 19904F
P Rome 1 badEREATIE e, M T %
WA Al Rome 1T ARHED. 2 )5, 218 W s 24
FARPERome 11 brHfEMIAT J5FGIDs A 5 s 2
ANUIER YRI5 2 e B W R N I ) S it 45 AR, et
Rome [T ARUEME T B I1E ™, F20064F M4
T Rome TITHrAE. HRIE S HI AT I Rome TTTHRHUE,
FEAS R R0 A K D R B Wiod 23 S Dh e 1k i
PR DIReVER T 48 . DhREME i gk
Wi+ DHAREVEPHIEFIOAdiFE A LTh Befsns . Thfg
PERL T B 9599 KB 2B L/ 2 4l )L L R
AE RO I AR S e T L2 FPFGIDs
KR ) 5 B 5 0047, Wik EA BIRANE . Wk
EFDM R, AT I MK R Bk Bl 1 75
SEAE R B VS B IB SR, A RN E
8 I (GERD) S FDERIB S 5 2 % B0,
El4MRIE, 4015 1/3-2/3IBSHEE A A FDIE
IR 3 e (1) K A= 3L ANIR], REIRAN A, H AT
e L E P R HL, a0 'E sl ) reH, A
DL IR L R SO0 b e AORS
BRI 25 Bl A O B AR W B AR A R

RN, MITZHA R A /EFGIDs & T i)
Bk, N W 2 O IE SR E RN AL H
HIA K, FGIDs3R L H 1130 77 RISt Ty e (1) R i,
JEHE T R A T s R, RIS sl )
G2 W 2 RGN e, RIS A
T T A, W A TE BRI FN 9ERE S FGIDs K i I
V) K F R8T -l R R AT, ]
25 JiR DR 5 A PO B A B S S F GID sii-
N R AT Y 167 T

FERIT b, PR BB LUREVR T N T, W
ARSI R T T A B I
AP LA S BEYR T %6 W H I S g
N RRAE SN 2% SR
L. 2R LI R A0 2 B sz Rk BE AR, a8 i
FEPUE i 2 e s Ak, RS T R
fhit, TS 0 B, e B R, Hn
B a s, hAE S+ s miE s, s
AR A IR BETES-HTAZ KBS, A
T B, (et bnitkigissh, M E£
EE D2 Z R FEPr/EH, WO S UF M /E ik
FEPENO H RTRF SRR 22 1 P U IR Y A S -
bR i agizll Bl PN D) N N Y v 2 S R B ol i
i fit 1l 77 e 0% L5 1) 2% 52 1k B2 30 RN 45 i e
BN, DL K P BRI 4 e A s BRAS, [F)
Iy EL A s i 3l 0 AR P R uE B A T
B, XFD. IBS S Il fi M A Bk 55 A7 45 U 97 3%
By RS2 AR 2 AP AE T B I E R F R, =
55 P9 BB AL R NAE S S E Rk
(1) 3% 2y T BELThr 5 i T A o R e, 0 45 i S
P I TR R 28 S0, Db ) LA RO R
FIVEFH, DRI, TR R 2 e A 25 g,
B 5 A2 - 0 BE -4 S B 3 A8, A AT A
PFIRE 0 RN R AEFGIDs Y & ok 1) (1) 5
TR, PrAEIE. PUIAR Y. O VR T AR L%
BRIT IR R R A3 T et

JREPTETEF GID s RIS v yT B
TR, B H TR 5 A R T
REILRFHLE, Fok = 00 A REIT TR
LE PG 25 i AR AE AN RNV, BRI T A
I R B N, G v FAT I RO 5 QT
I SE K (O FE BN, T3], B4R ES- HT4SZ A%
SF N B PIAE VR T A A7 A8 15 O ifi A7 B 1f.
E X N SRR 3 2R S e S SN T N D S &5
E A= AR, Bk, S8 2ef
BT FGIDsI 7 2852 H FT W Ap i ke 1 v
0 B 2RI 7 T 2 AT TR A .

www.wjgnet.com



3459

2 PEXFGIDSHERAN MRS AIHAR

HAE (WA Forbizeie Rt B id 4,
W (FERNTCIELKR) B AR H e
PO e 0o iR, S, IR ANIE, Ak
AT CRIRIIRY it “HkE, B, o
Jed, SR, BT, KA . IR BRI
NFGIDsN. 20l AT B e W2, Jaili. R
. Xk S . fERR SR YOS, FEMAIA
A, FGIDsH FLE AT B BTt it Bl . 4
R AN AR DRI 3. Py DR BRI AR AR T DR 2%, DA
e R BN =, 52 5 R URRAIGR (5w, AR
FRAME. B R RMEY SRR A4
DU AR B i R e R 97 IR A5
oy DELDREE. AMEFIAS N AR RE B R
TR BT 3R, SO LR I H g ) R
KRS S BB R . N et al" R
IR et al' ™4y BINIED. IBSLLAFD5IBSTHES
52 B UEAT AR A SO U AL AT, 45 R
REGIDsI R SRR ANER, FE, 2L W,

ey KK, Hh 5EAKRE N EY], K E
HEHRHIRRE . EAREXRENED], HiX
I EEECE BB, RN R EE A2 &
AR MWIEER P A G, 5 C R A%,
FLUCH I, PR E, AITIHR H A 1993 AL G 5
SRR, b f R B BT A AR T R 3R
I 1% 7 1990-2006-091B SJiiE 5 2 47 5 I 43
B IR SCREIL 7255, I PR SCRRHR 16 I 191 £
K300 (AR 5 STk 1455, 0 FLHRIE 2 Rk 47
it g R WoR, 1BSIETE R B HEIE 7y Ao
AR ) FFIRASRIC) S AR IR AR .
U AR 2SNIE A, SCrh DUFFAR IR R . IS kR
59 FFAABEE G EIRASFICIR) S IR 1
SN ML AR e %2, o R 1 E
80.561%""™. ] UL JFFJ 7 AT ) 66 2R A ZE T B S VS
AU ke T O A

3 FGIDsBYPEEZA;673 2REE

W R 257897 F GID s A2 kT AU 8 R I i
YA T, 5 U AN [0 R AL, DR
Hhy o BNHED, FBEARBLAE LR LA J7 1.

3.1 , FGIDsHI &bl 2 —
e W sl i Sew, Bk B W IE ) 5
B I ANLTE B B A, MR b <l
BTG, BRI R IS KSR
W, B EZNEROKS, SRR, —gh—
&), — T, MEAE, B, M 5E iR

www.wjgnet.com

BIRB AL, FoE R0 A, B3R
ZAEN, SRV, BIBH AN IR, T R
5 NP IR — 3 A B B AR, SLISEEL,
SR, IRETHE, B R, R TR, AR
WL, B ANTE R B M, a0 S e
i DhRetEIgs . wSARRE R, K, Ak, b
W, A AR, I RETEI LA K ThREE X
DiGevE(ERE. 5 “THhe <, B ASAZm”
WAL R T, AN HRON, I o), S EloRs 265,
. PR, AR . I K R,
IREVEISR . K. IR IR FGIDsI, 2
TR B AL ORI R
WAL SFHAATE AR RIEAT
WP BRI e A O3, MERE TR R AT
A AR L B IR . BAAREE,
BTIRBE, WTE “HBokE, b .
IR et al® 00 1 RE5S, SHLTHBE 8 2
FDIF 2L L. B A E 2R R, 7RI IR
AR RS B E R WAL T, BARTE B
Zx. ARE15 g, W25 g, BRE. JITAR,. A
SAR20 g, SEEL WAL ZHEKLS g HH
%10 g)VAYTFD. T8I I R S B S50 i FCE B,
70 e B R o v B AR A
& v 24 T A A Y A SR R AV )
S R P RS E R, B er alR
FH R EL I S R 259897 FD, B T R
IRIT R, A6 3697 /T 25 I 1 8 B 25 3k
177 Eefe. &5 5L S o i FE R R T A b 2 e 1 Gk
SGEFD R LK B 8 2 IOIRBL. 19944 2
A, BATTHERTF DIV b % D0 8 JI A Aoy 23
&%, R ZE e eI, &
AN 55 S DR S5 T MRS L, BT, SO
FEREJCF], B S B M Ih R AL, HI— RS
FEAR. TR R BEAS L, A =k B AR
MR PE L EES, BATTRII H B P s Ak e
IR, FEREAR T V6 T R S B F DIEAT T
BUE AL BEHL. AT X IR 2 iR
WFFSE. &5 SRLIE I A UL K o 500 Y6 97 F DL iy
MG, R LUy 7 i I R, 0T )
B HE A A LR T R B, S 2y sy b
I b A TE I 2 .

3.2 , PUAR B 27 A ARG
PRLBR R S DR R S R, Rl S E
J¥ D R 2 A R G & . B A PETAIfMRI
FARMINH, VP2 50 K LB S & 7 16 i
T 7 5 K i R I DX 8% 2 A G, O IB S [

et al
FD. IBS
FD 1IBS

FGIDs



3460

ISSN 1009-3079 CN 14-1260/R

2007 11 28 15 33

FGIDs

FGIDs

A A AL T 2 AR 95 2027, I 2 15 v s 7
WAE BB AL, PERER A TS
PRz A e e Ok &L kAP s dR L 2,
SUTFAE R, sz | AR R EAE e E
TRrFBE ) hsmiE: T e 2 U, H O
W2, EEAY, HAARE, KEz
B, SRMIUT, BRA RS I & e w 4h, W
gk MRS M. IR . VS S A AS
ROEAR. BILL P oh e a7 5 i
Ji SR B AR D PR HEAT T B BT, A TP T
T B S 5 G s A i IR B R DAL el
FERE e SR 0, BRI RIAM, —H W E
FHLEEAR, FHE R, I “HF R Mo
BE AT BE AL T B Ik Az . AR E et al™”
PO B A H S, iR L S S TR 1A
FHE M DG ZR. A B2 RO B, TG
Ty, NARIIS R G35, #2OE 3 i 4L
R4y, RIS & 0 N TN E s
B2 A BRI 5 R, 154 WSE RO, T
JEL RS o 5 U0 27 Aol 0o e 2 1) D 4 L R A L
B, SR E R, HIR. Bk,

0 Y B R SRE R, W 32 9k T AR kR T
FGIDs. 5k 1ER] er al*i@id F TR R &5 &4
[ A= 50 P . E 2RI A R R
25, X198 14F LIk b = 23R 97 1B SSCHREAT WL 4R
Iy M, LR H SCHR254 % . E L 80 A K
UEVS IR I STk, TR T 0N FH R R YA v,
WU T AT . A AR AE35 5 M
()82 B A2 92s, g AT A . IR AT il
Hh R 3 AR R 25 M A 180 . AT
DL SERT ARG ST IBSHf S FEA IRV

33 FGIDsTiH P, Jii 54
a4, TRAE, SERE A2, AT R RN I
e e, 0T 1 A B AR A, R AR
JE KNS, St R 45 R AR R FE 2 AIE. ok FE
Bk, BSZH ML, W (R hpTi: B
e, bk, IR ELItE B b b gE, ik
YL, /NIRRT, 2 il S8
FH, BRI B 59, ISPy, Trfvlish
BT € F 2R, SERE T A, B HRE AL IT
SN, T L R AL, BIBHASFIZ I
PR WLARE. 4 5 2 R B iy AL Lo R I, RN T35 1T
AHEIE NG, 1R B BHASREASIE S AR FEIE,
FERE L5 N L0 B g2 SR R Ry T
WG AP E 5 SR FH S T I vk, BHE = BA Glt) A
T FE () P P 2 PR AR A S K 25 AL A, )

P —J7, LU B FER, EYIRH, 1l
Ve P, I Bk ARKR TR B HE (i
TR PIERE LG, ATHYE . A
T NS, #IE, K&, R 24,
AR T T LARILRIRH . 3% = 92k LU LT
B RIS it LA 18 G 5 (AR . S e
et al* TR IR K SR AR P G O R YT
IHRETER AN [ GERET 2D IR A T 3% S 3
2R M 3% B B (M TL) RIS, W08 512 575 0
AR HASIT R R I IR 2 i T LML)
W, Yot BE O i B AL T AR
e R R MM T LK e it 5 1is 5
Wng. BRSO, A EEE O S
FEEIR ] ] T VA7 FGIDs 2 AlF J& FE R Zu 0,

IbAh, FGIDSIRRE K, Wi g, 7 AL
B, IR R, S KT, TR RE, SN
2505 I, S LS. ORI A R s AR A, 7E
T IR DU PHANE 257309 A ol il fh gt
SRR AR B: OWELRKAE, e
SUIN SRR D

B2, HEPAHFGIDsI A% 5 W mzh 1) 5
W, AT M R . R S S
Gl SO 0 BN 3 45 Ok, 2 IR R AE T
gE L0 T AR 10 76 2 22 LA R — DR FR ke
YRR, J7 RO AN RS NI, T P 25 4E “ i
&, PHEW W7 RAR SR, a2 5 ni,
CEA RTINS Th g, AEALAARIE 2« B 1B R
FIfEHOR A, AL, FGIDSHER E 20248, F4
FGIDs & # Z [ FRER LS A, Bk, 7636
7 oo s AN S gE A a7 SR, e
(R HEAE 8 YR AT T AN A S5, T R A A A
CEAIRIT TR R T Ay K. EIRTERE 2
N, BRI KU, H R R A T K

XN, TEARITFGIDsHA M
REEANE A, ARAEVR 22 7 T34 T 11 5 AN 2D 1]
M. 15, HHTFGIDs ¥ H B 995 % FHHIE 23 LR
fl, J7 R EARAE M A TE A G, MELLEEAT &
MTT 3TN, AT AT 2 S ERE R
B TATR 2 2, I F GID s IR H A,
HENT S8 (R HRUE 23 B AR e BT A e bt L
W, B T EE 259697 F GIDs I SCRRIRIE 2 I
PR G5 BRI A 41, 10 T B 19 BE AU
FUAHRT IR D, REAT BT 7 15 1) A A i IS 12k e
G, FE NG 1T SO R ) 3 A8 WA 5T
JERATF SRR R By i —. TR, S

www.wjgnet.com



B 5 S0 ) FE W B, = TR B e R
1) 2 WAL AR ATE 90 15 R N IR 24 BR 25 200 22 O
DAL 3 5 12 F AR T BOR AR B2 249
SYFGIDsIALH, A b b= 25 157 2 e b [ A 4
o2 S 2. BAARE, BEAE I Rl — R
AN, PEZIERITFGIDs X & k1 58 K1
H.

4 ZEW

1 Koloski NA, Talley NJ, Boyce PM. Epidemiology
and health care seeking in the functional GI
disorders: a population-based study. Am |
Gastroenterol 2002; 97: 2290-2299

2 , . . .

. 2003; 19: 424-426

3 Drossman DA. The functional gastrointestinal
disorders and the Rome II process. Gut 1999; 45
Suppl 2: I11-11I5

4 Drossman DA. The functional gastrointestinal
disorders and the Rome  process. Gastroenterology
2006; 130: 1377-1390

2006; 11: 761-765

2006; 11: 449-450
7 Cremonini F, Talley NJ. Review article: the overlap
between functional dyspepsia and irritable bowel
syndrome-a tale of one or two disorders? Aliment
Pharmacol Ther 2004; 20 Suppl 7: 40-49

2006; 11: 709-712

2003;

23:220-222

10  Mine Y, Yoshikawa T, Oku S, Nagai R, Yoshida
N, Hosoki K. Comparison of effect of mosapride
citrate and existing 5-HT4 receptor agonists on
gastrointestinal motility in vivo and in vitro. |
Pharmacol Exp Ther 1997; 283: 1000-1008

1 ,oR

2005; 11: 41-43

12 Jackson JL, O'Malley PG, Tomkins G, Balden E,
Santoro J, Kroenke K. Treatment of functional
gastrointestinal disorders with antidepressant
medications: a meta-analysis. Am | Med 2000; 108:

65-72

13 , , , ) )
2002; 22: 247-249
14 .
2005; 25: 277-280
15 .
2007; 22: 17-19

16 .

2007; 39: 1-2
17 ) ) , , , . 211

www. wjgnet.com

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

2005; 18: 24-26
) ) , .72
2005; 46: 451-453

2007; 26: 312-324

. 2007;

26: 90-92
FD
2004; 10: 46-47
2003; 11: 373-374
2004; 10: 42-43
2006; 6:
23-24
( ) 2006; 13: 3-5

Ringel Y, Drossman DA, Turkington TG,
Bradshaw B, Hawk TC, Bangdiwala S, Coleman
RE, Whitehead WE. Regional brain activation
in response to rectal distension in patients with
irritable bowel syndrome and the effect of a history
of abuse. Dig Dis Sci 2003; 48: 1774-1781

Mertz H, Morgan V, Tanner G, Pickens D, Price
R, Shyr Y, Kessler R. Regional cerebral activation
in irritable bowel syndrome and control subjects
with painful and nonpainful rectal distention.
Gastroenterology 2000; 118: 842-848

2003; 11: 233-234
2004;
26: 8-9
, . 20
2001; 42: 373-375
2007; 19:
70-71

2006; 41: 66-68

. 1 . : ,
2003: 88-89
2006; 26: 40-41
34
2005; 14: 99
2002; 24: 20
23

2004; 5: 51

2006; 30: 367-368



R EARMLRL®
wcjd@wijgnet.com

59

2007 11 28 ;15(33): 3462-3467
ISSN 1009-3079 CN 14-1260/R

BASIC RESEARCH

i [E T 7 ¢t XN B ) ] BE AT T K

HIX &

\

FEKRSHEXIER KK

, 110001
H pylori » 2003
, No. 2004BA703B04-2
’ , No. 30572131
, 110001, 155
> yyuan@mail.cmu.edu.cn
: 024-83282153 1 024-83282292
. : 2007-04-10 : 2007-10-10
H pylori

Relationship between
Helicobacter pylori infection
and associated gastric
diseases in Liaoning Province
of China

Yue-Hua Gong, Yun-En Liu, Li-Ping Sun,
Nan-Nan Dong, Yuan Yuan

Yue-Hua Gong, Yun-En Liu, Li-Ping Sun, Nan-Nan
Dong, Yuan Yuan, the Third Department of Cancer Insti-
tute of the First Affiliated Hospital of China Medical Uni-
versity, Shenyang 110001, Liaoning Province, China
Supported by: the National Key Technologies R&D Pro-
gram of China during the 10th Five-Year Plan Period, No.
2004BA703B04-2 and National Natural Science Founda-
tion of China, No. 30572131

Correspondence to: Professor Yuan Yuan, Cancer Institute
of the First Affiliated Hospital of China Medical Univer-
sity, 155 Nanjing North Street, Heping District, Shenyang
110001, Liaoning Province,

China. yyuan@mail.cmu.edu.cn

Received: 2007-04-10 Revised: 2007-10-10

Abstract

AIM: To explore the relationship between
Helicobacter pylori infection and associated gastric
diseases.

METHODS: Gastric biopsies were taken from
491 subjects, which were divided into supreficial
gastritis (GS), atrophic gastritis (GA), gastric
ulcer (GU) and gastric cancer (GC) groups, and
222 H pylori strains isolated from these patients
were studied by PCR for differences in their
genotypes cagA, vacA, and iceA. Three biopsies
were taken for pathological diagnosis, from the

gastric antrum, corpus and angularis, respec-
tively.

RESULTS: The H pylori m2 infection rate in GA,
GU and GC groups was 43.1%, 18.2% and 17.9%,
respectively, and there was a statistical differ-
ence (P =0.015 and P = 0.020). Twenty-two s1m2
subtype strains (44.9%) were found in GA group
and there was a statistical difference compared
with GU and GC groups (P = 0.039) but not with
GS group (P = 0.067).

CONCLUSION: There is a positive relationship
between infection with H pylori s1m2 strain and
GA.

Key Words: Helicobacter pylori; Associated gastri-
tis; Atrophic gastritis; Polymerase chain reaction

Gong YH, Liu YE, Sun LP, Dong NN, Yuan Y.
Relationship between Helicobacter pylori infection and
associated gastric diseases in Liaoning Province of China.
Shijie Huaren Xiaohua Zazhi 2007; 15(33): 3462-3467
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TG IR 45 R, WA e . 2246
B B XEUERERE, 16 BRI L
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T8 A% 2 IR 22 03] 56 Wi 7 ) IR 1 1R D RE R s
St AR AN R I PR 45 S5 L AT T A MY, e )
SEH pyloriBUiAH LN WicagA, vacARliceA
SN 22 5, 5 IR IR PR 45 S 2 DIIAH DG,

H pylori cag#i JJ3EK Hy(cagPAD KE) Hh
30 LA i, TR R AHICHE R A(cytotoxin-
associated gene A, cagA) 10 5 115",
537 i b 120-140 kDafk (1. 459075 %4
Rl (valculating toxin gene A, vacA)Zili ;=4 k=
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vacA & Kl I m X HATPASAS[F] (1 45467 JL BAL, 4001
AmlFim2, HprE Y EfEmla, mlb, mlc; J&
#AFim2a, m2b. 705 7 E KR, vacA
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BE TR RN, Z4i0EE R KE
0 FERRSE — e X R vacA sIm13E
DRI 28 T A A B0 PE AR R, KR IR B AR AR AR Ah
PR PR, AEAR N AT DS P E Y E R 4 i
Y. vacA McagAFLD 4 BR3An iIX R 2 57
A RE N, T AN [ X 4R TE I vacA Flcag A HE A
B 5 Im R4S R o8 R ZE 0. 55 b B Al B Ak i
A 1FE K (induced by contact with epithelium,
fce A)VHMWA FEMEMFEN B R, iceATH
ice A2 XA S T RE H AT AN 2, H
ice ATSEDR 5 gty BRERIE A D) () nlallLH AT [F]
PEPEN. AN S E L A B s ice A 13835
A, SRR I R AT M. fee A2FEIR )
Dt H i v AN 22,

WL T HUX H pydori cagARvacA < fceA
DRI 2 P Ak 4% 5 B 95 ) O R ] 43 4 v
IE. A T g B I T HIXH pylori
O REDI YR 3, PR IZ X A B 0 SR DR
PIRAHOCNE, NIE7RH pyloriIE05 HLE K
H pylori AN B B (1) 5 fi NIFFR L2 .

1 #RIFSE
1.1 FEHL1999-20044F A5 FE ] M X 4% 57 H

R R EIE AR A 355, B 174400, L1814,
EW21-T9CT ¥ 4ERY49.33) % . VR BHIR IR B BiE
bR A 13601, J56961, 67Hl, FEk825-78(* 1
48.61)% . HUBMEE FhfE4, A3 (F 5,
L A TH) AR B UK A, 59 18 ('
SHUATH pylorithF. KM R ia s 72 5
(BHI agar, 2 [H DifcoA )15 7%, L 70 g/L
MIATSEE 1ML, 4 g/LEINF(GEEBDAH]), 8
mg/L VLB ZB(SE[E Sigma /s 7)), 5 mg/LAik i 1
AN (GEESigmaA ), 6 mg/L T A= (G E AL
KA FD.

1.2

1.2.1 H pylori : K HI
DRI NE IR IR IR, TAA37C, 550 mL/L
0,, 100 mL/L CO,, 850 mL/L N,, AHXJ ¥ E95%
(R R4 R, B5973-6 dJm M gEas L. BRI v
(00 s JE O B SR A B AR A R, 2
., H pyloriil F L 5| Hrare BRI H B BH Ik 4677
KR BB TE, TN B S R LR A7 500
LR 1 B A0 (9 5 3 R K 7.5 g+ H S0
mL+ddH,O 200 mL), "XFT#%41, -70° C{R47-

1.2.2 DNA S HANELL, 10000 g, 5 min, 3
b3, IIA318 uL TEZE vk, WATH#%4), A

H pylori

H pylori
cagA,
vacA iceA

H pylori
cagA. vacA
iceA

H pylori
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, vacA

cagA

H pylori

. vacA

vacA

cagA

cagA

= 1 BFY1EH pylori cagh, vach, ice ARERBIPCRS |¥IR551

PIZHERES S1¥ 51553 PCR=4EIKE (bp)

cagA CAGAF GGCAATGGTGGTCCTGGAGCTAGGC 324
CAGAR GGAAATCTTTAATCTCAGTTCGG

vacA sl s2 VAl1-F ATGGAAATACAACAAACACAC 259/286
VA1-R CTGCTTGAATGCGCCAAAC

mla VA3-F GGTCAAAATGCGGTCATGG 290
VA3-R CCATTGGTACCTGTAGAAAC

mib VAmM-F3 GGCCCCAATGCAGTCATGGAT 291
VAmM-R3 GCTGTTAGTGCCTAAAGAAGCAT

m2 VA4-F GGAGCCCCAGGAAACATTG 352
VA4-R CATAACTAGCGCCTTGCAC

lceAl IceAlF GTGTTTTTAACCAAAGTATC 247
IceA1R CTATAGCCASTYTCTTTGCA

iceA2 IceA2F GTTGGGTATATCACAATTTAT 229/334
IceA2R TTRCCCTATTTTCTAGTAGGT

12 13 14 15

—a_..--_——ﬂ—“—.-.-.—-u__.

o -uﬂ-&hﬁ--ﬁ-

1234 56 7 8910 11121314151617181920 21 22 2324252627282930

259 bp
291 bp

12 3 45 7

c
334 bp
247 b 335

D)o w]). 1A T PCRIRBEI S [0 41 J2 He

10 11 12

10% SDS 80 uL, 20 g/LI¥JE FIEFK 2 uL, 4.
55-60°C, KBS, IMANFEARTE @ &5 -
SR (25 1 24 1 1), IRA), 0210000 2, 10 min.
WCHY b KA, RN SR RR I ST S T
(24 1 1), EE LU EME—U W BRUKAH, In1/10
PR3 mol LRV FE. N2 SRR T4
Te/K LHE, -30°CIHE 30 minak-20°C 2 h; 10000
g 15 min, B2 B3, SO JG R 90 35 1 20
DNA, 700 mL/L ZEEHE2IK. ff LBEZET )5 B8
#150-100 uL TEZE M.

1 ERPCRFYIIRISHERE
BREBIX. A: cagA; 1: DNA
; 2-14: cagA ; 15
; B:vacA s, vacA milb, vacA
m2; 1: DNA 2,
5, 6, 7, 9, 10: s1 (259 bp)
3,4,8: sl ; 11: DNA
; 13-19: m1b(291 bp)
; 12, 20: m1b(291 bp)
21 DNA
23-27, 29, 30: m2(352 bp)
22, 28: m2 ; CilceA; 1, 8:
DNA 12,3,4,5,
6: A1(247 bp); 9, 10, 11, 12, 13:
A2(229 334 bp).

TR BN, RN AR cagA: 94°C 1
min, 50°C 1 min, 72°C 1 min, 72°C 5 min; vacA:
94°C 1 min, 52°C 1 min, 72°C 1 min, 72°C 5 min;
1ceA: 94°C 1 min, 55°C 1 min, 72°C 1 min, 72°C 5
min. #1220 g/LEXIEHERER RIVK 23 T, 5
HMBER AR R GEULEE, .
RSP SSH A #E 4T ")
Fisherk& #i K50, P<0.05 % 747 4iil 2 i X

1.2.3 cagA. vacA. iceA 2 BR
H pylori 535 FIDN AL B IR 5 I FE vk 43 #T, /E 49145 B B R IL B B H pylori 222145, ﬁEP

A Gt %%, T8 B S AR 3R 420 pL.
10 pmolf¥1514, 0.5 uLIKSEFI4IDNA, 4
FhdNTP4-2.5 mmol/L, 2.5 U TaqZR &BF(OIEE

K H LN R(GS)BFE 1104, 4tk H
(GA)5 14, 537(GU)33 41, 9 (GC)28151.
2.1 cagA FMcagA 5'
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HR# GS GA GU GC Total

cagA+ 103(93.6) 50(98.0) 33(100) 28(100) 214(96.4)
- 7(6.4) 1(2.0) 0(0) 0(0) 8(3.6)
vacAs1 101(91.8) 49(96.1) 28(84.8) 28(100) 206(92.8)
s2 0(0) 0(0) 0(0) 0(0) 0(0)
mib 23(20.9) 6(11.8) 4(12.1) 2(7.1) 35(15.8)
m2 33(30.0) 22(43.1)° 6(18.2) 5(17.9)* 66(29.7)
mlbm2 50(45.4) 16(31.4) 17(51.5) 17(60.7) 100(45.0)
m” 4(3.6) 7(13.7) 6(18.2) 4(14.3) 21(9.4)
slmilb 19(18.8) 6(12.2) 2(7.1) 3(10.7) 30(14.6)
sim2 30(29.7) 22(44.9¢° 6(21.4) 6(21.4) 64(31.1)
similbm2 48(47.5) 14(28.6) 14(50.0 17(60.7)* 93(45.2)
sim” 4(4.0) 7(14.3) 6(21.4) 2(7.2) 19(9.2)
IceA
Al 14(12.7) 9(17.6) 2(6.1) 2(7.1) 27(12.2)
A2 11(10.0) 2(3.9) 1(3.0) 4(14.3) 18(8.1)
A1A2 83(75.4) 40(78.4) 30(90.9) 21(75.0) 174(78.4)
A 2(1.8) 0(0) 0(0) 1(3.6) 3(1.4)
2p<0.05.
PREFIXIRPCREI M (R 1) KfcagA FERIEATRL N 394 G124 XL (P<0.05), 5GU. GCHLEK

(1A). 7EGS, GA, GU, GCH, cagA " #iHk /) W47
10341(93.6%), 5041(98.0%), 33451(100%), 28
(100%). 7545 4L 48 A0, 5 Rk
il cag A B HRAH L 22 e Givh 2% 1 XL (P<0.05).
cagA " BRIARAE AP 41 W) o3 A 22 A Gt 4 R
X (P>0.05)(£2).
2.2 vacA I H 7 HEPCR
Sl vacA R K s X BT R M (E1B), 7£GS,
GA, GU, GCH, vacA sl #4746 101(91.8%),
49(96.1%), 28(84.85%), 28(100%)%l, 1 %3H
Pgpi H B, Rt fvacA s2 BFE(K2).
vacA sl FRAE &R 4L iR o0 A 22 s A 4t
R X (P>0.05). ARG H (FvacA m&5(7 3
AW A A ml, m2, mIm2iESH m. GAZH Y
m2(43.1%) Y02 AR R Rk L i =, 5 GU(18.2%)
MGC(17.9 %) AL ZE R A HE I FREL(P =
0.015, 7 = 0.020), 5GS(30.0%)4 M LL 2= 7 W H
ivlrE (P = 0.084). iRIEXvacA sXHmX
120 AT, A BlvacA slmlb, vacA slm2, vacA
slmlbm2, vacA slm 2% JLFERAIH S, 7EGS,
GU, GCAT LUK Y vacA sImlbm2 W AIH &
BIMR e, b GS 4841(47.5%). GU144
(50 0%)+ GC1781(60.7%), 5 [F] Bl h HAth
FER A G AL ZE 0 gt 2 X (P<0.05), 5
GA4HvacA slmlbmﬂﬁﬂéﬂA?{‘H = ESEN
T EE . fEGAA P& s 1m2 Y B bR 22
111(44.9%), 15 A< 20 9 491 v L Ath 55 DRI 04 A0 L 22

www. wjgnet.com

Yes 1m2 IV 7 1 PR A Eb 22 004 il 22 (P =
0.039), 5GSAIMH L ZNEA G ¥ B X (P =
0.067).

2.3 iceA AR S
XiceAl, ice A2FEA SR BAT R M (B 1C). 1
2221 TR Bk Hice A JE R R AE (W] — 95993 41 LA K
[Fi) — i DL S 2R AN () 9 9 401 v o A 22 S 20
HYh 2 X (P>0.05).

3 iHie

H pylori &Gt m, HAZAER — A HEE
VB 1 5 R T R G . IEGLH pylori
(AR R, — 7 11 55 1 R o A
Ha R A KU, S — 7S B H pylori
PR ) B0 (RIAEAEAN [R5 ) RH pyloriFAR)H
K. TEIEGE T H pyloriff) NFFH KL HAT15%11)
NRAIRY, IRISEH pylori IR 5] 2 B kY
ARG IC ) T, K icagA MvacAFEH 17
ESE oy K TR A, T BAT R AicagA
MvacABEZ, My 1 BYA AT B 2. AEAHE
FH, cagAFvacA KRR H 2653 311 24 96.4%,
92.8%, PRI AHE X B GL TR bk 2 HOh R 7 5%
R T 8. BRSOk B, P B RH pylorifiAk N
AT DL 3 T 2 1 AORE A MR, AR AR S R LS
BT ARZUIE B iR, T LS PR A AR
5545 LDNAGRAR N R A R kA pylori
7B WKIWIE, cagA'/vacAsI LB FE HcagA7/

GA vacA
slm2
22 (44.9%),

GU. GC
slm?2

=
0.039), GS

vacA slm2



3466

ISSN 1009-3079 CN 14-1260/R

2007 11 28 15 33

H pylori

H pylori

H pylori

s

vac A2 YR RAH LUK 1 5 51 2 o E i . W
1k, FEEDNATS. 2 DZ 48 UL #R 2
o 700 8 o R Al A v ) S A st )
A AT REIX — BY B PR REAE B2 5 B b R i 1 AR
DNAP 5 /E F Bl v 18 b 5 40 B i 3 3 i
55 B AR L FEA O,

AT, KEHcagA, ice ATEA R IR
A A AR 2250, AT RE A BT AN [ DX G
H pylori FIEHRE R 2546 (¥ 22 538 ™™, 1 EGA
HhEYevac AsTm2 Y B AR AL I L S 44.9%, 5
fh e AUAH = AT e 2 L, HG ARG
AR A il LEAH EE ZE 0 G vk 2 i X vacA
FER S 5 AR, EH pylori W) —Fh BB AU
Wy, WIEH pylories )15y BHIbRS, S5H pylori
TR G IR Rw A B E VI KR, vacABE
G b Y EE FE (vac A) T DAV AL 41 i k2B
AR EN, AEARAE, sImIBLH pyloriF Rk 4
M REPE KT 25, sIm2 7 P2 AR T 28 FE 1
BEE, s2m2 BT, M AR PR AL 2 s2m 1R T Ak
WA R I, eI E R Ss U1E Sk
WA G, HIEIREs VG Sk Sm2h M X 45
Ja X Hela/bAT 8 L-F- 3% A #3105 1. Pagliaccia
et al™ R fvacA LR b R KO 5-541F AL EZ H YY)
i aiAs Im2 B FAE T T Heladll 320K WA
BERTETE. SR HelaZl ff Py 2R IA e Fh 5 2 B
BT A M A T A 40 2R I AT D 2
PE, BB ARKE IR 00 B b B 40 rp s m DA i 3
BRI, BT m2 R B R AR A iE
FR). 7 AR M 22 il i T e ) D DR ot A B 4 i 2R
THAEAE S AN R B X 455 IRE S 1t 32 44 Yahiro
et al®"" 235 Him 1 Fim2 1] LA 41 i 26 10 A [
(K2 AR 45 4. Fox et al®™ NN Jys1m2f - —
emwm kA4 k. B HCaner er al™W5%
KIvacA sIm2F EAFAE T2 PEE RAT 45
Wit iz e h. G ¥ Chang et alif sy KB, 5%
PecagA(-)vacA(-) IR T BEHRAH L, K cagA
vacA sU/m2B RS H .+ 3R 0 k4R
RPN A RS SR R A S B
PEE R0 & AT 5%, Cover et al”WF9T R W, 5%
HHABH pyloriHFAFAERITE LR, 2ifbfvacA
BEFEM TS SH ERE AR A P81 . Phadnis
et al® R IMVac A R B REBS i N LRI 541
i 2R CIRE I, W% Hcaspase-37r- F 41 i
FT. AT TR DU SO IR RR
WEYE, M K AERAG . R R
Karita et a/®*'iF 5% R ILAN i P vac A ZR [ IR TA A2

TH pylori K TEGAE TR KA GCHIA R4
Fr. GAE W A1 5 RE A sl /D A A A= GC IR AU
PEi. Oh et al™ Fi) /> BE 41 A 1) 5 3 R /N B
WETCR I, BEAM ISR G R TR AGABREHH
pylorifE B T-AMIMFFE . BEAFI A, FFHAE
GA R JEEFE T, H pylorif > 14 Ja& SR
BRSNS BN TG RS K
AR, FEGATT R s Im2 R bk 5 iR e A
[ K R MDA, BRATTHEN, fEGAMIA
R, B LR AT R AR T e gy
HA T HZ 5m2AB 8 2 45 5 10005, siE xS
PIgs R AR I BRI T T 18 N e, B R
TR R LA A FAEH, B s Im2 Y ik S
FYETEE R K. A RGN B ] (FvacA
BRESE LAmET . RIS AESE L
2559 H R G A A ST A W 22 B () s Tm2 B
HGAXKRMHUIN A Rt — B0
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Abstract

AIM: To evaluate the role of galectin-3 in CC1,-
induced liver damage and in modulation of
Glucose regulated protein 78 (GRP78) in mice.

METHODS: Ten-week-old, Gal-3 (-/-) and
Gal-3 (+/+) ICR male mice were treated with
CCl, (8 mL/kg) by lavage. Mice were killed at
0, 10, 24, 48 and 72 h after CCl, administration.
Pathological changes in the liver, serum activity
of alanine aminotransferase (ALT) and aspar-
tate aminotransferase (AST), and expression
of GRP78 protein in different parts of the liver
were examined.

RESULTS: Pathological changes induced by
CCl, in the liver of Gal-3 (-/-) mice were earlier
and more serious than those in Gal-3 (+/+) mice.
Serum activity of ALT in Gal-3 (-/-) mice was

higher than that in Gal-3 (+/+) mice at 10 and
24 h after treatment with CCl, (1860 £+ 191 U/L
vs 1356 =177 U/L, t = 6.12, P < 0.01; 2789 + 236
U/Lvs 2468 +221 U/L, t = 3.14, P < 0.01). In the
control experiment, the expression of GRP78
protein in the Mic part of the liver cells of Gal-3
(+/+) mice was higher than that in Gal-3 (-/-)
mice (140.9 +21.1 vs 76.1 £ 9.5, t = 8.86, P < 0.01).
Twenty-four hours after CCl, administration, the
expression of GRP78 protein in both the Mt and
Mic parts of the liver cells of Gal-3 (+/+) mice
was significantly up-regulated, compared with
that in Gal-3 (-/-) mice (Mt, 127.0 + 18.8 vs 49.1
+ 6.3, P < 0.01; Mic, 166.5 + 23.4 vs 87.7 + 11.6, P
<0.01).

CONCLUSION: Galectin-3 seems to protect
mouse liver from CCl,-induced damage, which
may be attributed to the up-regulation of GRP78
protein.

Key Words: Galectin-3; CCl,; Hepatic damage; Glu-
cose regulated protein 78

Zhang H, Ju YH, Liu XX, Koichi H, Fang XB. Role of
galectin-3 in CCl,-induced hepatic damage and in
modulation of GRP78 in mice. Shijie Huaren Xiaohua
Zazhi 2007; 15(33): 3468-3473

Br: Galectin-3 CCl,
GRP78
ik ICR 8 Galectin-3
[Gal-3(-/-)] [Gal(+/+)]
CCl,, 10, 24, 48 72 h
(AST) (ALT) |
GRP78

ZE Gal(+/+) . CCl, Gal-3(--)

. Gal-3(--) ccl, 10 24 h

ALT (18601191 U/L vs 1356177 U/L,

t=6.12, P<0.01; 2789236 U/L vs 2468 =221
U/L, ¢ = 3.14, P<0.01) CCl, 10 h
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AST (946189 vs 62373 U/L, ¢ = 8.87,

P<0.01) Gal(+/+) .
Gal-3(+/+) (Mic)

GRP78 Gal-3(-/-) (140.9
*+21.1 vs 76.1£9.5, ¢ = 8.86, P<0.01). CCl,
ig 24 h, Gal-3(+/+)

(Mt) Mic GRP78 ,

Gal-3(-/-) (Mt: 127.0£18.8 vs

49.1%6.3, P<0.01; Mic: 166.5+23.4 vs 87.7%
11.6, P<0.01).

#£if: Galectin-3 CCl,
Mic Mt
GRP78 Galectin-3 CCl,

X8215: Galectin-3;
78

, , , L/ . Galectin-3
ccl, GRP78
2007;15(33): 3468-3473

http://www.wjgnet.com/1009-3079/15/3468.asp

03I
Galectins & - LB 45 A M S AN PR A 32 5K
R, B mERTE, A T ITE S
PEE P, B, EHER P U T 140K
b, AR RIS 5 IR 4 A 1-14. Galectin-3(53
Fim31 kDa)&Galectins Z 5 ) f T2 K 2 —,
b A7 AN G AR, B3 A ity A R AR ST TR T
MR- - ZHEmREIEY. Galectin-3/2—
R LR S N LR B9 BN, Galectin-3 B A 2
T P08 A RO 40 R T S RED. SR et al
WFPUR IS, ZECCLE T 2 EIF#i1i24 h'572 h
Ji, A A1 3% v R0 T —F30 kDalf) i ik &
1, 28 BN 5 R Galectin-3. CCl & A A
SERF R, R4, Galectin-37ECCL 1%
FHF 2R 2R A ST 2 2 A X A% 1 T A 2 L
ARPYER? BT, MICH SRS,

i1 75 HE PR T B2 1178(glucose regulated
protein, GRP78)# AN ZHsp70Z K (K I i1 2
—, SRR NIRRT
AR, bS5 R AR S B, T
SKAFICRI, VP2 N4 AT U 3 3Rk
L, DLERE T AR, B R N
WL PE RS, A8 A, FECCL 2k
L A GRPTREAKILM Eil? Galectin-3
LiXfGRP78H (ARIE IR A R? HTA

www. wjgnet.com

X GRP78 FGalectin-3 i i [ Ji, HFF 57
PEORMR D, AT, BATTEPEGalectin-3 38 A
B [Gal-3(-/-) R B 2E R [Gal-3(++) /N L, 5
Galectin-37ECCLEU A M AR B 45 1I7ER |
GRP787ECCLEUN A 47 1 3% f Galectin-3
L5 GRP78IK RIATERIT, M RGalectin-37F
CCL I 4 Th 4 Y B L] B R Ll 4
PSR

1 SRIRSE
1.1 §5 5 M [Gal-3(++)]ICR & f& /N, 10
JwE, B HAE LR a5, Galectin-34k
PRl R B4 TR [Gal-3(-/-)]ICR & fiE /N, 105188,
EENCAIS S IF SN 2oy S T C
1.2 #Gal-3(+/+)MGal-3(-/-) AL/ L% 50 -,
I3 WIBENLSY %0, 10, 24, 48, 72 haH, FF4H10 . 3E
EARAEBURL AR, B HROK. JBRisE 12 h, K
CCLA T FIRIME %1 © IR A, & Y ip . %
8 mL/kgFI LG /N R — IR R HE e g, Yeag A,
S B R S
1.2.1 : fECCI,
HEH G110, 10, 24, 48, 72 h, &4 2
oK JBR IV, Lo S, W Sk AR ZE. TVIHUR L
FH A B R AR IR0 25, F /N BY 04 /s U
P11 emX 1 emX 0.3 emf/hEk, FE2EI 100
m L) R PR SR AR 5232 h. i BT VAT
AR A i 3, DR HLDIES wm 2 141
LR, IR AT HE A HE G (4,
122 GRP78
DR A FCCLEEE 524 hif/h i, &

ik R 19 I BT Sk Ak B8, R TR ERORE E, BTN T I
HHCL N AR AE4°C I RET), F/NEY TR 4L
R BN, PR T i RS 30 M A A 2T I
W, 429 mL/ghnN0.25 mol/LEERHZE phl, £
RIS IS H, A Al 8. Ik
JT 40 ST B L (HO), B HOR: % BB 0 h, 4°C,
6000 2250010 min(CS100GX, HA HILA ),
TUvE BRIk 41 B A% 4 43 (Nue). B3, 4°C, 8000 g
250010 min, YOUE RN ZERIAAZH 73 (Mt); B EIE,
4°C, 105 000 gifA# 250260 min, JLHE R FCR 14
HorMic). LiEH b4 f k5T 4H 73 (Cyt).

Iy BN BT 48 fIHO, Nuc, Mt, Mic#ll
Cy tdHAT 8 € (B C A B A A Ik 711,
PIERCEXA w). %8 (34947 % 415> EAE R
J5-20 uL, #47SDS- PAGE L7k (3000xi Bio-
Rad). HLIKJG 75 L A Ol PAGEBEIR T )
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IINBEE
A Mt Mic
Oh 24 h Oh 24 h
Gal-3(+/+) 42.4+ 53 127.0+ 18.8" 140.9+ 21.1° 166.5+ 23.4°
Gal-3(-/-) 36.5+ 54  49.1% 6.3 76.1+ 9.5 87.7+ 11.6

°P<0.01 vs Gal-3(+/+)0 h, Gal-3(-/-)24 h; %P<0.01 vs Gal-3(-/-)0 h.

WA DR 4 FE M, 1550 /LU
TBSTEH A1 h, KL LI —$Hi(PLGRP78%T
1k, Santa Cruz), EiRMFH 1 h, HTBS T
5 min X 3. HFFENBEIMA PR E L h, B
PRI E W, HTBSTHWYER10 min X 37X,
IINECL& 1 BB 73 13k 7l (Amersham
Biosciences), FELA AR 3 HTAL(LAS-
1000plus, HAE 24w & AWV30 min, 5K
JRF . BOEIL . B T R B R K
$, T H) 1] Chemilmager5500 V2.03 &4 43 #r ik
PR S0 25 R AT 43 B, FHP 3 e B AR R
HOTE.
1.2.3 ALT, AST s R EH R af
W T RCE, T S, 2000 r/minZ0010
min, 43 M35, HInfinity TM ALTIA AlInfinity
TM AST(Sigma, St. Louis, MO, USA)%> 5l Kl
/NERIALFS o ALT, ASTHEIE .

NI K i mean == SD& IR,
AR [R) 2 R G al-3(-/-) /N BRI Gal-3(+/+) B4 /)y
BRS04 TR AT AR K

2 B8
2.1 CCl, Gal-3(-/-)  Gal-3(+/+)
FECCL#EE 510 h,
Gal-3(-/-) B4/ BRI AT AL BE D) B v B 2
(10905 BERA 00 5038 . 2RI Al e = HEA1 &
Fil, S22 FARAE, DU /NH rp i kA e 1)
K BRI, 7P (4 440 P e o B S 25 5%, 4l
MAZ A2 K, i) — (BT TA). R B mT L4 i I
SRR RN A, FE T Wb B 2R (K 1B).
{HGal-3(+/+) /N BT 2L 230 B 1 50 A LW
PR B 1 R
FECCLHES J524 h, Gal-3(-/-) /N EUIT4LER
T BRI 0 0k — 20 0, 5 DU/ i e i fik R
L K R ™ IR AR RS, I IR
(¥ JFF 4 B IR BE, S RT WL T &5 04 (1) 35 00k % 1 4
4 58, o7 WAZRR R R R AR K (E1C).
Gal-3(+/+) RN B I 20 20 BE B A 32, DA

0 M 1R A 07 AR M A, I AR TR AR /N
JAII . o B O 25 AR T Gal-3(+/-) B/ Bl AR
CCLHEH 5 10 hir) i 2L A2 (D).

ECCL YR 548 h, Gal-3(-/-)B /N4
ZURELY) o, HNE R R, BRI
IR FE(EI1E). Gal-3(+/+)H /N BRI Z
ZEAL, (/N A0 BRI AR I, JH- 40 i s 07 A 7k
B S, JE AT LA 2 ARG A (T F).

FECCLIE 572 h, Gal-3(+/-+) /N B 4
{07 7 AN O 1 I AN R R 3L R o =4
AR, HB o SN O, ARATY AT WA
R (E1G). Gal-3(-/-) B/ A 25, T4 i
Hifd, IR R A ZURGE, TS B85k, 7
I A H i (E TH).
2.2 CCl, Gal-3(+/+) Gal-3(-/-)
ALT AST CCL#EH
Ja10M124 h, Gal-3(-/-)Z4/]N B3 ALT & 24 bh
Gal-3(+/+) BN B2 51860+ 191 U/L vs
1356+177 U/L, t = 6.12, P<0.01; 27894236 U/L
vs 2468 +221 U/L, t = 3.14, P<0.01). 7 HoAth I} ),
Gal-3(-/-) 8/ FRUMIEALTIH M 5 Gal-3(++) B
PG AR WL 2 35 22 5. FEGal-3(-/-) B/, JLi
THALTIEPEAECCLEE T 524 hik 2 &0, HI(E
27894236 U/L, b5 T %, 772 hit] T F#31518
+71 U/L(K2).

K2R, CCLIE S JF 10 h, Gal-3(-/-) /N L 1)
M5 ASTIEPE L Gal-3(+/+) B/ B T (946
+89 vs 623+73 U/L, ¢ = 8.87, P<0.01). {EIL At
[H], Gal-3(-/-)2/N B 5 AS TV M 5 Gal-3(++)
TU/IN B e L 5 5 22 5. #EGal-3(-/-) RN R,
MIHFASTIEPEAECCLE H J548 hids 31 i, HIMH
H1957£185 U/L, ki T, 7272 hith K 3521
+68 U/L.

2.3 Gal-3(+/+) Gal-3(-/-)

GRP78 ECCL#EH JG24 h,
Gal-3(+/+) B4/ U H 4 M tFIMicH GR P78
FIRIEW BT, JF B3 & TGal-3(-/-) B/
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1 CCLESERBREABLRFELIS ME(HE). A: 10 h, Gal-3(-/-)(x 100); B: 10 h, Gal-3(-/-)(x 400); C: 24
h, Gal-3(-/-)(x 200); D: 24 h, Gal-3(+/+)(x 100); E: 48 h, Gal-3(-/-)(x 100); F: 48 h, Gal-3(+/+)(x 100); G: 72 h,

Gal-3(+/+)(x 100); H: 72 h, Gal-3(-/-)(x 100).

(B3, &1). KR4+, Gal-3(+/+) 5Gal-3(-/1-) AL
/NEGRP78 8 F RIS TG W] i 7 .

3 e

JHE A A2 0SB A TR b, 22 Dl e 52 3 B 55 1
W AR I R A7 B BRSSO R =
P JIECE B SR B A, 3 Ui M b IR
TR, R T A S R R . A

www.wjgnet.com

S (4995 FEOUL SIS ALT AT A ST P ) 45
HAUFSE, FECCLE R 2, Gal-3(-/-)
R /)N BRI 20 23 353473 B JFL T A 7R /)N R TR s
W) HL L G R B X 4R, Galectin-37] g
CCLBUI07 1t - BB A CR Y 40 B, el FL 4%
e,

H HTF 57 45 B 7R, CCLIIF R & — A
ZINFE LA ER MR, BGHLHI &G
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A 3500 GRP78 Mt Mic oyt Nuc
—— Gal-3 +/+) Oh 24h0h 24h 0h 24h 0h 24h
3000 —a— Gal-3 (—/—’ 75 kDa
~ Gy | e
~N
2

0 10 24 48 72
t/h

—— Gal-3 (+/+)
—=— Gal-3 (-/-)

0 10 24 48 72
t/h

2  Gal-3(+/+)5Gal-3(-/-) B N\ERCClLEB B IMBALTA
ASTEMEBYZS L. A: ALT; B: AST.

Al UM e A, IEPERESS . RZIRAE 34k
Ca” AN R, [ RN R CCLAT#E
IR SHLE. BEFTIER], HEANUARICCLAE 41
ML P40/ R MIER T, ¥ CCLIFEA hCCly
MClI-HHFE. CClBEMEEER . TR, |
Wil |E. R TRREL P EE A
YERIMIEES) 7y 7 IO EAT S AR, CClyfig
L8 ROV AR O AR i EECCLO O, IR —A
FECCLyva MR i P s B 5 AN A
JIE T 1 A A SR A s B 1) 1 PR3 AN RN g
CCLOO-R4 b5, Stk [ N RE I 81— R A 1%
BRI, B 2 AN AR TR 58 SRk 1k, [H
A S . RS A AR, R o 44k
Wy, TR ] R K R SE R S, AT
HIBGAEPE . BEADNASGE . BHAF R (RS S
SPUAEE. TR LECCL,, CCLOO-45 H 3k
s/, BT DAL EE A RF R (R BB A, FEmrde
BEPERN AL 2 HA 0 2L R4 . A5 9% o, CCl,
AEER S5 6 hif HERE S TT 4R IR, 24 hik BIEAH, 363
72 b i RS SR RIAI T HR 1R 5256 500 s B 45
BARARY) &, dE— R C CLO FF AL 44
BURSHAE S A R AL A K.
GRP781E R 43 TAHAR, SRR IEH A KRS
AN A TR E R A R RE RN AR A 1 K
BRI, B OL T, GRPT8TE N M
JIEE b gt 557 AR 2 IR DR S e X T Hh 2

75 kDa
Gal(-/-) g e

B 3 CAESHUIERPSEADEBRADNMENER.

&, BEREFATE, AN 8 1 5T 1) IE A 4 28 R
BC, I B 5T A 5T R A A2 B T A R A
H. [FIN, GRP78 & — s 45 &t 1, 1ENIUR
IS, L DAT (R S 3 P T 38 10-254%, Rk i
I, NI YERE TP T R AR A S A EE
BiftAze " Ak, GRPTSHERL AL N T M s Y 1)
BT S, DRRRAE R AR RORCIRAS TN B AR
B4k L. GRPTSIE RE B AN M X 345 TE T 40
PSR, BHIEAH B T R, A R Y
A, 4052 3N GR P78 S i 80 e v, Tl fig
S 40 L — A LR B AL, AL 4
A ORYAER, AT A GE AR 25 B A DR 25 3 3
4N e A A7 3,

A A R, fEIEW AL,
Gal-3(+/+) 84/ UH- 48 e fMic 4 GRP78 4 H
()7 3%, (HGal-3(-/-) /N 5L AT 41 M e
GRP78# H KR KT B ZF#(K, #¢7xGalectin-3
FAEMEL T FIGRPISE A M IEH RIS, 7
— 71, CCL#E 24 hii, Gal-3(+/+)A4/N 40
JIMicFIMt¥) - GRP78 R [k KA i L i, &
WIECCL5 R ) 40 B e b, g i T
GRP78H [ 3RIA. {HAEGal-3(-/-) 8 KUH-4H )
MicHIMtH IGRP78H [ K IA AT W] i 114
b, LA R R, Galectin-32 5 T 41 u7E2E
FRAE PR X GRP78 R & IA A, i
MicHIMtH [RIGRP78 4 1434 1] g & Galectin-37E
CCLXJ -4 07 h R AR AR I — AN i A2

WEUER, VEA—/ N2 IhRESE 1, Galectin-3
2 5 PR 16 4 Bl Az 2R 3 b R L BE A X
Galectin-3%J7 [ DI REMIWT A WIEN, ATH#
HE—20 i Galectin-3 75 45 Fhops B AR BE 2 3 )
ML, A ELAE 005 1 Py R YR 97 T R 4% AR
FFJ[”].
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Abstract

AIM: To construct a gene-modified hepatocellular
carcinoma (HCC)-specific luciferase expression
vector regulated by alpha fetoprotein (AFP)
promoter and enhancer, and to evaluate the
effects.

METHODS: The minimal essential DNA frag-
ment of the AFP gene promoter and enhancer
was amplified through PCR from the genome of
HepG2 cells. It was then cloned into the plasmid
pGL-3 after the AFP promoter was combined
with a 0.4- or 1.0-kb enhancer region, to con-
struct the recombinant plasmids APSE-Luc and
APLE-Luc. These two plasmids were transfected
into HepG2, SMM(C7721 and Hela cells. Fluores-
cence was detected in order to evaluate the lucif-
erase expression and specificity.

RESULTS: By restriction digestion and sequence
analysis, we confirmed that the length, position,
and orientation of inserted genes of the AFP
promoter and enhancer were all correct. The
recombinant vector APSE-Luc/APLE-Luc was
successfully constructed. The expression of lucif-
erase in HepG2 cells transfected with APLE-Luc
was significantly higher than that in SMMC7721
and Hela cells, and also higher than that in cells
transfected with the APSE-Luc plasmid.

CONCLUSION: AFP enhancer, especially the
1.0-kb enhancer, can specifically accelerate the
expression of target genes within cells that are
positive for AFP.

Key Words: Alpha fetoprotein; Promoter; Enhancer;
Clone; Polymerase chain reaction; Vector; Hepato-
cellular carcinoma

Ma X]J, Kuang AR, Huang R. Construction of the alpha-
fetoprotein enhancer controlled gene therapy vector
specific for hepatocellular carcinoma and identification
of its activity. Shijie Huaren Xiaohua Zazhi 2007; 15(33):
3474-3478

HAaY: AFP
FHik: ,
PCR HepG2 AFP
pGL-3 R hAFP
Luciferase
APSE-Luc/APLE-Luc. , PCR
AFP

= AFP N

pGL-3 ,
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hAFP
APSE-Luc/APLE-Luc,
APLE-Luc

Luciferase
DNA
Luciferase
APSE-Luc ,
SMMC7721

HepG2
Hela

it AFP

APSE-Luc/APLE-Luc. AFP
AFP

b A

. hAFP
2007;15(33):
3474-3478
http://www.wjgnet.com/1009-3079/15/3474.asp

0515

JHF41 g5 (hepatocellular carcinoma, HCC)/2 4Bk
S5 L PRD SR R 2 —, R A R I R I R
TR R 2 —M, AR AT R N2
R IT I A A B, AN B MR A b et i
FTUER. R LR TR T B, SRR AT
SRR, AR YT AL BRI FHAFP
SR P A WK S H )5S R 2 0A 2 R R 1] v
J7 )R BB O SClRIRE, N G AR
B DR s M XA FH A R 2 o i Rg KR DM, e
S A R A et FRATT e B T 46 I AFP
SEDR A B A i, R IR A RO ER
F(Luciferase)fit &5 3E R E AR (pGL-3), T
2 FLA% K153 A& APSE-Luc L APLE-Luc, J5%¢
SLVE M SRR e AT TR,

1 #RIR75A

1.1 WYIEBe/ 1l « Kpn 1« Hindll1H A
TaKaRa/A 7], 1640, TRIzol)¥ HInvitrogenA &),
AN E I A BN DY 55 A\, T4ERR . 5
FHRBGA T EPlasmid mini kit B PMGAT &
Gel Extraction Kit. PCRi&F & HPromega/t
A, Triss BENEWE. JEEREIR. BERHEE. ¥
e ANERCSE 32 S/ M /N ) g SN o/
AR T ANISEERH f YK 2= B Bk e 2
FHEZER LA i, KT BEIM109. A JF 4
Jil ZHepG2. SMMC2772140 1. A & 55 4i
ZxHelafl it DU ) 11K 27 A6 08 P2 e AL e Rt 2.

www. wjgnet.com

1.2
1.2.1 C FERFSE P 43 S 20 (AF PRH A AT
P 20 L R Hep G2) B 5 I (A F PR 4 JFF 44 i
ZASMMC27721). 3k N B 20 40 Ml (Hela) 75 5%
100 mL/L NI 164055 753 b, F37°C, 50
mL/L CO,, ANEE F 1 7.

1.2.2 AFP . :
HHE NAFPEER 3 vt 5 14, fa 31 1E 105149
5-GAAGATCTTCTGAGGAGAATATTTGTTA-
3", [ a5 45'-CCAAGCTTGGTGTTATTGGCA
GTGGTGG-3"; 51K BUE W 5 [4#)5'-GGTA
CCCTGTCTGCAAGCTTATGATTCCC-3', %}
BLE 17 514)5-GGTACCCCCACACGTATAGCT
CAACTGC-3', . Hi Bt H & 514)5'-AGA
TCTTGGCCTGGATAAAGCTGAGTGG-3', J7F
b RS 15 G A3 NN BRI A DT Bg 7 TT

I Omega’A m] Tissue DNA Kitsid#ll & /E it
W2 Hep G241 U JE R 4IDN A, LLUE Ay A i3k
ATPCR 438, JFR =Wyl jm e AT .
1.2.3 APSE-Luc  APLE-Luc : AT H
Gel Extraction Kit/5E /5 [0 A7 & M PCR =4
AFPJAF) 1. G5m-F A5 BteDNA, 1% H )5 3)
- MR (KR I ¥ 5, AR TAE RN A
N MERE R pGL-38UA |, 16°CIE K. iEH ™
WAl 32 25 K FFREIM109, PRECC R, LL18O
r/min. 37 CHEFEIL, Plasmid kit)FOR HE R
EARIUTURL, 7 A FE A SR R IA B APSE-
Luci & APLE-Luci, JEATEFV). FIKINE.
1.2.4 D LRI d, FE6FLESFEIR Y LA
2X 10°BFh 4 e, FEFhan A3 AN R AL, 2E364L
REIEMR. A5 40 I A K 31 70%-80% 25 FE I, LLFr3-4
g APSE-Luc/APLE-Luc. 1 pL LP2000F1500 pL
TCIMH 1K 164055 77 BB TR A 7 4%, 3-6 hJii Hl1
mL 75100 mL/L/N - 175 164015 72 3L HUAR.
12.5 (

): FE 448 hG 1 X PBSTH UL 7741
Jit, INNIE &1 X lysis buffer, 3 41 % A\ ke 250
UK b, B0 R A M R TSI
BN WA I e s, T PR A
JURE APSE-Luc/APLE-LuctE [ieg 40 g v i e ik

2 #R

2.1 PCR PCR% P [JAFPJ3 3)) F-cDNA$L268
bp, 358K 7 BtcDNA 77986 bp, % J1 F420 bp.
PCR“HJHEAT20 g/ LEEARBHE B I H vk 3 3l mT L

(HCC)

AFP

AFP

AFP
50
kb), DNA

(

7.6
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" A 1 2 3 4 5B 1 3 C 1 4 5 6
300 bp AFP 2000 bp
fggg Eg 2000 bp 1000 bp
750 b 1900 bp >0 bp
500 bp 500 bp 500 bp
250 bp 250 bp 250 bp
100 bp 100 bp
100 bp
AFP
1 PCRIIBAFPBEIFAIZRFER. A: ;B Lenh; C: Senh; 1: Marker2000; A2-5: AFP
. Cao (268 bp); B2-3: AFP Lenh(1000 bp); C4-6: AFP Senh(420 bp).
et al
AFP 45 ¢ Luciferase
HCC AFP 40 | W HepG2
3.5 | @ sMMc27721
2000 bp 3.0 | UHela
1000 bp L
4-8 2.5
750 bp % 20 -
HCC 500 bp g 15+
. AFP S0/
250 bp 0.5
0.0 AP-L Art | ‘APSE Li | APLE-L | GL3-P |
N -LucC -CONCrol -Luc -Luc p -Pro
HCC 100 bp
HCC
32-152 .

2 pAPSE-LUcFIpAPLE-LUCXBEBLDIE. 1: Maker2000; 2:

Kpn Byl APSE-Luc ; 3: Byl Hind
APSE-Luc 4L Kpn Byl APLE-Luc
5:Bg/  Hind APSE-Luc

F|— 435 MT 9300 bp. 400 bp 21000 bp e 5
o7, FFA U A BB,
22 APSE-Luc APLE-Luc

ERE P A RZ S KA B IM109, 85
FEPRBUE e, $EEUIRIAPSE-LucHTAPLE-Luc,
it TBgl I+Kpn 1 (A1 F) Bglll+Hind
TG 55 1) XU, 20 /LI AR BBE e i vk 46
] JL#]0.3 kb(Promoter). 420 bp(Senh) 1.0 kb
(Lenh) ;v Bt (#12).
2.3 AFP g3 R
APSE-LucfAPLE-Luc/liki %k YeHep G241 i .
SMMC27721 FHelad i, i 4H Jitd 5¢ 5t 4 5 5 gk
AT HUP G FR M S B G ZR MG MR A a5 R
(KI3) 7R, # Y APLE-Luciubi T Hep G241 il
PR S ' i BE I Y v T Y AP SE-Luc iUk (1)
HepG2. SMMC27721 FHela4i /iy, RWIAFP)3
)15 GRS R, AT R v R B O
S HL TR U7 (0 Luc i PR 7 AFPRHE (1 B Jes 40 i b v
gk, K Beit i i 4R FH O B3

311
H A3 DR 1) 3 [ 1 3 08 ) T 988 R A 97 A 28 22
FERIA YT b ) 40 o 58 20 208 Sk B TRt

3 AFPBEIF. IR FINRERINLESR. AP-Luc: AFP

pGL-3 basic ; AP—Control:
AFP pGL3-Enhancer ;
APSE-Luc APLE-Luc APSE-Luc

APLE-Luc ; pGL3-Pro: pGL3-Promoter

i H 1 DR AR 5 (A Al e rp IR, B KRR
JEE M0 TE LA FEEIE . AFPAE AR
PRI bR 25, HH 31 RE 68 1k Ik K 5l i
7 LR R IECOY, R F AF PAERTHE L 4y
PERFRIA IR, AR H SRS T AFPEER
FEFRH R J7, A8 H R DR T s 4 i R 08, 2
T L RIA T R S AN 1) 2. Kunitomi ef a/™
IR EE 3 v BEAR R (D TA)E#AEAFP )
BT R, ARG HEE A BRI, g5 R
e R D TARE R SR RIA, R 4t fuseT, 1M
AFP Y55 40 R 1 5 T FIE 40 AN 52 5% .
XFAFPINVF 2 ¥ o AR Z T, 1X488
WA, B8 T LA IR s AR
HIGPE, B IR R e K e s a shid a2, K
ZHIERR YT BRI, JCIE A9 AFPAE A
S ER5-3 T H1(217.6 kb), DNAF BEKKANY)
FRAE. AN, R H AFPIE R 4353k e 41/ K
WEFH, BREs FANER V2 IE. SO0
P, G—PEAGE, FSLR PR S e e 7
A g A AR I B A T RE R T4l
Ja, DX K Je 2 = 26 AF P, AT 5% i U 1) P2
Iiifig. 1do et a/™MIESE, 300 bplfI NAFPE) 17
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FICR BITE N K41 b E 30 H 2R R ) R
ik, R X0 8 37 130 i S i B A TEAFP
FAE (1 i 4 Bk b A T R S R IA A ORI
(2R, R 2L 2R S P B 1 1R vl i o
BUE, AAOCRH0.3 KbIKJE 301 8 33l PR AR
IEANBIFE AR TT BIEESR. A T i PiX—n) #, 1do
et al® ¥ NFEVEGFIL A S'-uity FLAT 19 9 775 1t
B4 S W 1P e (hy poxia-responsive element,
HRE) % b BIAFPJ3 21 bie, WG R4E H R
FER(HS V-tk) R IE, 7B B34 5RAFP)E 311
TEE, TR RSN S T R A AFPAR L IR T
i

BT AF PR R AR R B O T 1 5t
(03 Y, — U RE 5 3 0k 1 R 18 50 7 1) T
SR i YL I IR () 223K 0%, Kanai et al'™™ 4 AFP
FE IR 3 81 R 5 A I 5 1 R SR R e g
it 22 B (CD)HE PR Rl &, % 4 JHHm 40 e, {ECD LA
FEIHE AU vk Rk, K 0B 5- S I e
WE(5-FO)AR 0y 5- sl liRmsne, A4 4 il Cao
et al® N RIITUEE B BoR, (ERIBRAEKIE
AFPIHCCHI A AFPIY 5140 o] W 2 42
BT, AT YL DR (1 ik 1 iR a-8 4%, [R]
B S A G SE DR AE EHCC AN M [ 5. AFPHY
S (1) 3G SR A S A0 AR S, Al Yk
RI{EHCCAH i 1) 455 2 AEHCC A i i) 32- 1521

AFPIEREMIE 38 7 )7 5% 2.0 kbl
(-5.1/-3.1), &HMWANLEX: 0.3 kb5 1
A(-4.0/-3.7)%10.4 kb5 1 B(-3.7/-3.3). %
T Akio et al™'[WHF 708 #s, FA1TCRE T /M1
AFPJH )T (0.3 kb)FIAS ] J& Y 48 5% 1 (0.4
kb/1.0 kb) 751, FE43 APRE 386 08 1 5 )8 3l 14z,
A S I g e e M = 45 e A, I -4k R 8
PRFFIEH ISR AT 0 7 oe AR 1) /D i B
gt 5 . S UE B, EE A B S IR
J7RINEAE, BRERT Sk 1 AE AF P RH T 41
MiHep G2H R $E# 55 1, W H R 1R
ik, fEMKEILAFPHISMMC-772 1 4 g FIAR 6 i4
AFPfIHeLaZi fd b U3 i VEAR A, (7] I I 1iF
52, 1.0 kb3 51 I 4255 P 20 6 5 7704 kb
Wom 1, SR YE. R R EAR L RS T
K, 7RI e BE SN AL A, n] 6 AFPRH P
S AT EE VR T

B2, AR EE Ih AF PR 53 1 1 7 (1) T
iR S MEFE RVR 97 AR APSE-LucfIAPLE-Luc,
Sy JEF i R DRI 1) v 7 S 4 7 1) JEL R R
TR, BN T S PR ) v T I N TG
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Abstract

AIM: To explore an effective and viable
way to establish a 30% small-for-size liver
transplantation model in rats.

METHODS: Animals were divided into the fol-
lowing groups: group (n = 28), 30% liver trans-
plantation using a median lobe graft; group (n
=15), 30% liver transplantation using right lobe
and right median lobe graft; and group (n =
36), 30% liver transplantation using a median
lobe graft, with an improved technique of lobe
resection. Male Lewis rats were used as donors
and recipients, and the grafts were implanted
according to Kamada’s two-cuff method. Seven-
day survival and technical complications, in-

www. wjgnet.com

cluding bleeding, IVC or portal vein stricture, =
and bile leakage, were compared between the
groups.

RESULTS: Compared to group , the time for
liver lobe reduction in group (11 + 3 min vs 13
* 2 min, P = 0.0305) was shorter, with fewer IVC
strictures (0/15 vs 8/28, P = 0.036), but more
bile leakages (4/15 vs 0/28, P = 0.011 ). After
improvement of the lobe resection method, the
incidence of IVC strictures was significantly de-
creased when comparing group  with group

(1/36 vs 8/28, P < 0.01). Other complications
showed no significant difference. There were no
significant differences in the 7-d survival rate
between the three groups (group , 33%, 5/15;
group ,50%, 6/12; and group , 60%, 9/15),
although group  had more survivors at 7 d af-
ter liver transplantation.

CONCLUSION: With improved method of lobe
resection, a more effective and viable 30% small-
for-size rat liver transplantation model with a
median lobe graft can be established.

Key Words: Liver transplantation; Small-for-size;
Rat; Liver resection

Yao AH, Pu LY, Li XC, Jiang C, Ma YF, Liu XZ, Zhong
JW, Wang XH. Different methods of liver lobe resection
for a rat model of 30% small-for-size liver transplantation.
Shijie Huaren Xiaohua Zazhi 2007; 15(33): 3479-3483
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&R
(11£3minvs 13£2
min, P2 = 0.0305; 0/15 vs 8/28, P = 0.036),
(4/15 vs 0/28, P = 0.011).

(1/36 vs 8/28, P =0.008),

. 7d (33%)-
(50%).  (60%) .
g .
30%
A

30%
2007;15(33): 3479-3483
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0315

B 5 7% A T LR D) R BN TRV A JH % A T
JE MR B 22, /N A RRH R8I A 7 A 7ok
A AATRAEA AR L, /b~
PRRUIE % FE G 1 A0 T2 3 R IE R OE ) R AR R
it HEFAR, 1 R AL, BT
AR L 4 M A L, 3 EUA e
SENUAAACU TG 110 75 241, A% A 42 1) fofe L 75
FEVES T A ORAF B AT T K v A R D
JFFH A A0 458 4 () T2 S DRI R LA DD 1) 4 7
BLHI, H A ATE 2. 2 S Im R B4 DAL
AT AR S PIREAL S I e EaR I R kA,
PN AN Y e 2 e i B R M g 5 S G SIVAE
2 M PIRERL. (H & H AT HRIE 1)K R/ AR
IR A S5 A A7 AR, SRR, 5l i 1t
IO J732:, JR AR B S R 2 —. AR BA
Kamada er a/”ff) “ —Hhi#&L” L8R RUR
{7 R R R S Sl ) “ Bk JEsh kb
KRS RS RS g Jmth, ARRAZ Y er al'™ 1Y)
PRI, A58 K BUH AR IR AT ST
SEith b, B O RR, BRI T AN ] Y
FYI 73560 MBI R FE A J5 A2 A7 28 (1 5% )
LT TR RS T RE K BRAMATRH RS R AR,

1 RRTSE

1.1 fit ZARK M Lewis K il 8-14 wk
W, AT E230-380 g, Tk 4 R AR 5L 5 )
WA BR A 7], B FE TV IR SE 0 sh ) i il
PR E. RATAIIAZEK . . AR IR AR

T2 AK10-30 g, AL 0 o 52 A4 BT o=
1130% 445, AT ARAEIR—2&, AHEEE
(7F, SF, A sl ik a8 Rl 45 I AN Il ik, B R K2
mm, fH1.5-2 mm), BEAN G H IR S A8
(K5 mm, 4M20.7-1 mm). FA NI B T
HAE.
1.2

12.1 o 1 4 = 28): AT 130%/MAT
JHAEHEAL. BOK B4 5T AR T 52 4£10-20 g.
VIBR R Zemt s A=A, AR B rhoet
YENAEH. T @ = 15): A R g
30% / MATUHFE R AL, HOK Bl AR 5T R AH 2220-30 g
KB E R 24k, s k. v)
ERREm . femt Jerhit A=A, DO R
A AR HERT. T @ = 36): Sty J7 i1
30% LT /AN FF RS AR 2. 3t A2 R AL T 3k R
i) T 41, AR Sdt A B DI 5 i, M523 1AL JiT
DI Ta) . ARJE W i R R i ko s,
BERFREESS U0, IER. 7 dZAEAER. I YL,
1.2.2 s PEAARSZ RIS £ WETF RO N BRI, B2 44k
T ARMREFFT15-30 min scPi+G410.03 mg. HEAAHT
F#1b, RHHZ50-100 U B BEFBKEN. (1)
T35 LI R30% /MAF L DI HL. a. B
PA5-022 2 15 4z 1 dc 40 1) A i 25 L DI BR BT b
e L7-Oprolene e £E 4% L A T 3633 mmAk
o AL LA 1A), B UL ZE A 249 1/3 (0 T
R EI(EIB). 782k it viig 55 1 4 & A ZUE
hy 4 FL S TR A R VA R A R S i Ve
145, DIbrgsHLimum 2R, c. =AMk
2 BT F A AL, WO AL BN ORAIE 5
JRItIE], LS TEAL, DIl g 4L 5 T
TR BEEK 4. d. AR de s B AT
N (B AR AEAT TR DA T ko 3, 400
5LV, A DRSS L, WL S 43 =
FAWAH AL (2) A7 H i FAS R 1R 30% /N AR R
BERFFDIEC. R kR = A i (9 D) 53 R] H it
30% / MAFRALIFDIEL, 2o B 4 AR &5 4L
INE et s BV SURPIT DI R M E R SNk
A 471 mm2)3-4IREEHL DI BR 2o rhny. A Wi 72
i, ArAT “8” FEEAIRML(EI1C). )it vIAT
T3 30% - BEFDTE. R IR = A D)
5T AR, M6 22 A7 G 33 mmAk
Sl mim BT 141 A6, A2 mHAREs A A2
DL OB R e —3-4 mmK I8 R, 20 AR
LRI VAR RN R T 4, D)k 4h 4L g v JF 4121,
A D) o B DI A K R A A TR
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1 IMERFFREFATRE. A ,
;D: D E:

( ).

R 1 KE30%BIMEIREIFARGHAIELR

LR n  KEEM FFETERERRE BNFFITMmEtEis Bk KX tDFfRE 7d456R
28 1 8 0 0 3 13+ 2 33%, 5/15

+ 15 3 0* 1 4° 3 11+ 3  50%,6/12

36 2 1° 0 0 = = 60%, 9/15

%pP<0.05, "P<0.01 vs

[ 41, PA7-0JCH 0 4k F A7 S5 A =
FAMAS F S b R4l —4F, LLEEHLAT Y
JIFHR I, CuiBY T, A gk BARES LA N R4
(BEI1D). A 1) 3 v FH 8 1 AT T HE Ve,
ETE S ARAT 35 R FH 0-4 CMRAK I, AL 10905 25
BEY. B ZARFDIRR & AT AR
B2

s FHGE v A SPSS13.0 4
HEATGE 2 RO BE. R LB I Fishe okl Bk 46,
IR e, 577 ZE A%, i Satterthwaite #46
5. fr 57K #Ea = 0.05.

2 BR

(R4 T 4D B, A7 e (T
S5 T s RO A% (B LE) ¥ A 2E 2R I 4 A
(P = 0.036, K1), VI RI4%P = 0.0305), {H
HE ) 5 A S B B P = 0.011), oAt IFAchE
TR AL LW 22 0. 7 dAEA R T4
w4, (BES2:2200). BEG T ik 2=
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(1 A2 2R AT A D) BR R Sk 28 (T4 B &8 F
FE@P = 0.008), 7 dAEArZ s T 1 4, (HEGE 4R
BoRZET.

3 e

H19734ELee et al' Vi Th i 3k SR AT RS A
(rat orthotopic liver transplantation, ROLT)& 7Y
F119834EKamada et a/® ¢y S 4fE KA “ —4h
B KT R G E A Lk, S HC
KJE, ROLTHLR! O ph I hl AL Al it 53z H
BT SRR H Al AR 4 0 5T 7 B ST
AR SR AL ) LT3 2& LAt A FE Al
S B R AR A MK T R, S RO R
FROK B B AR B R DA I 5 i 21T 7= A 5
JHAE A4 1) 2 2 e A3 JH ot o b5 52 AR F) JHE o o 2
LE Z BCBL R LR 70% 08 DBk Zemt, R BE 3L
KRR, 60%EAT: Ly At fn=
F AL N S0% AL : LA A iR v -2
o DU P AR = TN 4093
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JiF: OB 20% (T A7 R =
JFUS, RI300% HE 4. — A A, S0%IARILAR
RS R R IMAT R AR, 30% LA T (1) A58 /)N
B R A A, AR 4 AR SRR BAT 1) 52
B ah R, 30% M IR AT LA e AR
AT A = A R R

FATE I3 B T 15 24K BT 4200-378 gl
Lewis KRS ) f A 45 BT oy L g, 4%
UL R E58: (1)EESLS0%ARFR 1) /NS RN, B
52 A4 5T B A A B AR B2 T2 R (10 g) 2
A5 (2)30% TR LA 4Ok SRR, 5244
L bk /N15-20 g2 da, 27 DLAT R+ AT PR BT,
PEAR R LE 2 R 5520-40 g.

/NSRS JHF 0 (AR ) FHF I U B 0 49 Ak Y
AR SR I, 1 B AR TSR 47) 3% 358 23 T
M, 4N AT S, DI R VR A (R 6
TR, JEE AU N MRS, A RAPIRE TR
BRI H-D) bR (B AARAR). AT er al' LUK
TR L) 07, N R TEE TR, R
Ja I RAREAR, ARG RIS s, B SR TN
FATTHE AT KB e ) a0 — 20 R N5 1) SR A L,
R F R VR DI, FMABUL I DT R4
50T AR TR ek (1)K U2
H6AN I ey i At =R AN R
-, Joa it 3oy Sk 20 R i (E12). KR
Pl kY 22, A SRR S, A
SHE A A S A N A R = A, A% A R
By S5 1T TR K AT, ik S HE N e
KESCHENTEM IR, AEFEFERZ2-3 mm ) 2 i s
J5e P 3 R T ZE R (2 R ) T I, AR 28
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Abstract
AIM: To investigate the role of polo-like kinase-1
(PLK1) in human pancreatic cancer cells.

METHODS: After MiaPaCa-2 pancreatic cancer
cells were transfected with small interfering
RNA (siRNA) against PLK1, real-time RT-PCR
and Western blotting were used to examine
PLK1 gene expression in all cancer cells. The
proliferation and growth of cancer cells in vivo
and in vitro were studied. Apoptosis of cancer
cells was evaluated by terminal uridine deoxy-
nucleotidyl nick end labeling (TUNEL) and aga-
rose gel electrophoresis, respectively.

RESULTS: Expression of PLK1 in MiaPaCa-2
cancer cells transfected with siRNA was down-
regulated significantly. Transfection of PLK1
siRNA resulted in significant inhibition of
pancreatic cancer cells in vivo and in vitro. The
results from TUNEL and DNA ladder analysis
showed cancer cells exhibited marked apoptosis,

in a time- and dose-dependent manner (r = 0.875,
P <0.05).

CONCLUSION: RNA interference PLK1 can in-
hibit proliferation through inducing apoptosis of
human pancreatic cancer cells.

Key Words: Pancreatic carcinoma; Polo-like kinase 1;
RNA interference; Small interfering RNA; Cell prolif-
eration; Apoptosis; Real time-reverse transcription-
polymerase chain reaction; Western blotting
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of polo-like kinase-1 gene silence by RNA interference
on proliferation of human pancreatic cancer cells. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3484-3488

Bay: polo-like kinase-1(PLK1)
Fik: PLKI (small
interfering RNA, siRNA) Mi-
aPaCa-2 s PCR
Western blot PLK1 mRNA
, PLKI1 siRNA
, TUNEL
R MiaPaCa-2 siRNA
, PLK1 mRNA
(P<0.05). PLK1 siRNA
(P<0.05)
(P<0.05). , DNA
s (r = 0.836,
P<0.05). TUNEL ,
, =
0.875, P<0.05).
518 PLKI siRNA
S AR i PLK1; RNA RNA:
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Polodlii 5 % .45 Apolo-like kinase(PLK)I,
Snk, Fnk, Xenopus laevis Plx1, i Drosophila
polo, MERFPLOIAINH ZiEfERECdes! ™. ZEMR 5N
Y, SR L e RO MA T RE, G 4k
Iy BRI R R S0, PLK M P2 1% 3 N 5Kk
R E BN 2 —. WU I, PLKIAER 2250 %
5 B0 15 (1 240 1 R 20 23 b S A i g v R Y
L CE I, AR/, SR L A
i, BB, RERE, N, LR, 4 EE,
e RN SR PLK L 2 R IA. T
BRI, R F R XS PLK A JE R () [ SUSEA%FF
i T B S A A K e 4 P 5 Y, BORPLKAE
V2 SEARIR I R AR R b R ELEWAER. |
PLK I/ BRI h k4340, JAiME R T RNA
THU(RNA interference, RNA)FA, KXt
PLK 1BV A5 /N T AL B IR 7 T (small
interfering RNA, siRNA)% kb P g i 40 iy,
SR T 0T 240 JH0 184 5 RN 8 T IR 2, A T AR
PLK L7 Bl JE A b 1) vl BeE .

1 #RRSA

1.1 I 95 410 il AMiaPaCa-20 [
[ RE 2 BE 1 i A 4 2 R0 A I AR ) 2 E 5
Jli. PLK1 siRNAJx X4 /7%]: CAGGAUCC
UCAGCCUCCUCTT, HAsf751253-1273, 5
CANANREE RN )P F L ER. L KsiRNA(ser
siRNA)JF#41: 5-UUCUCCGAACGUGUCACGU
TT-3'. PLKI1HU4E, 4 4 Santa Cruz/A . TRIzol,
RNase inhibitor, 1% & EfSSRT IT, Taqf A% 4t
ik 7 Oligofectaminelly) H Invitrogen’A &). DNA
RS, W H FdE AR A E]. Balb/o#R i,
QISH, 4 wk, Fiit14-18 g, W4 [ b [E R} B L
W ERE T, T ORI I AA S A (SPF) T
5z

1.2 B M 40 PR 22 7E 2 100 mL/LJif 2 if i
[IRBMI 1640557#3, 37°C 50 mL/L CO,, Hif
T EEFR LI 46 AF R IELEE IR, e il d, #£1.0
X 1OY/LXF $ A A= K (4l e b 124 7L 15 A, 1
mL/well, $5FRd R, IR TR Gs. FEA A%
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PR B AT, 405 8 2 D 4 (Con-A): K
ZEATAnT A 3L )95 40 ;. 25 206 IR 41 (Con-B): RV
JRARSS 2 ; scr siRNAZH: F57E 550 nmol/L
F IR A ) ser siRNA; siRNAZ]: £
TR AN TR MR B 1 2 FH R B R 3 P LK
SIRNA. F& 4% J5 1A [v] i (7] 5K FH PR A i 4
Ji, AT DA iR
1.2.1 PLK1 DR SOt S e
PCRE M. N FHTRIzo L4 i MRNA, HL
MRNA 1 ug, LAOligo dTH 5| #ili #% 5% 45 1%,
cDNAZE 4. LLtcDNA%E2 pL Ky ik it
ITPCRY 1, 52 52 I & & P C RS I 25 3%
CHRHEAT[23]. PLK1SIWP Ay B 5'-
CAAGCTCATCTTGTGCCCACT-3"; Fif:
5-GAGAAAGGGCTGCCAGGC-3'. FAM#4t:
5-CCGCTTCTCGTCGATGTAGGTCACG-3'-
TAMRA. AGAPDH A Z. PCRIX N 454 4:
95°C, iAxP43 min, 95°C, 30 s; 52°C, 45 s; 72°C,
45 s; 35MEIFJET72°C F AL T min. 7346, FEHLAS
SEEC A LS R M, B E R, LhB-actinh P
Z W, AT I Western blotfar il
122 A8 W, AR )
FEANM, HOEATMT TS, WIMPLK] siRNA
Xof JEE Mg 240 R S B PRI 52 . 3 A, 6 4448 ha,
G YL R AN I, DAL X PBSYER, Hk. K4-6H
W AR SR BB L2 24, REAHS K. EA R
T R VER I, 103, K AR BUE T SPRZ 8% 77
B RZE, R 1R, WS, 1E
] fik e B PRI, MR o
123 : B4 h)E, IR, R
FIDNAHIR A AHEDNA, /K LWETE. 47
25 CIENERH B VK, HR60 V, 2 h. 7 4h, 1)
P SCR[22]77 25, BEATTUNELA M. T %
(apoptosis index, A5 4% LA~ A =047 4T
41 B/ 40 H 2 £ X 100%.
KHISPSS10.0%8 444 7.
P<O.05SNEGF R, P<0.010 7 7 B 3%

2 BR
2.1 siRNA PLK1 PLKI
sSIRNAH: YL i MiaPaCa-2 40 o 5, PLK 13K
mRNAFIEE 17K 18 2 1 1(P<0.05, E1A-B).
2.2 siRNA
MTT45 R 2R, siRNAFE B 20 5 40 o A K i 32
I, H SR BB (P<0.05, K]2).
2.3 RNAi  PLKI

K I AR SR IR AL AR 12 dJE, S

RNAi

PLK1
siRNA
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u A B scr siRNA B 1 ) B 1 A:siRNA
PLKI1 < 1007 B 3.125 nmol/L MiaPaCa—2
% 6.25 nmol/L PLK1 mRNA
< 80 - 0 12.5 nmol/L o (); B: siRNA
iRNA, ¥ )
si . wl PLK1 “ s & MiaPaCa-2
2<% : PLK1 (48
ﬁ“s a0l - h), 1: scr siRNA; 2:
s PLK1 siRNA.
‘0
¢ 20r
= )
24 h 48 h 72 h
100 O24h
@48 h
~ 8 | M72h
X
]
4@‘ 60
c
2 40 |
B8
=
c
- d
0 I L
12.5 25 50
Dose(nmol/L)

2 PLK1 SIRNAREZ I BEAREEMiaPaCa— 2 BRI SIS .

PURT LI RS, F5 wkE AbBERR R, 43 B4R B
JAALLR, TP TR, R I R AL A
45-210 mg, M YLAAES Wk ISR B, 5 1
PLK1 siRNA%E QL] B4 1 BR MR A1, $2
ZRPLK1 siRNASK i 40 i & 45 1 5 ZH 1) A4 9 9098

BN
2.4 s$iRNA BiniE gl

LK &5 SR, A e 4 H LA S DN ABRAR 1]
it HAIR A S(EI3A). TUNELSS SR BoR,
P ALE N, H BB (P<0.05, KI3B), 4
/RPLK1 siRNA% YL n] 75 3 I MiaPaCa-2 41
R T

3 e

R U4 R B, PLKIE N MR A 5 £
SR R AR AT L A NN
W, D& £ #EP P Ve W PLKIEE R H
R XCFEAZ AR B RN A TR AR A b 98 1k 4T
W5, IS TR 2 EEM R, H H AT 7EEE
g T PLK LEE I 70D, AN A8 i R DRI 7
o Rt 0 e 1 T REAE T IR, 5SS R T
AU, RNAHGER R 5 7)) Z .
RNAGEUT AR R I —FP I T mRN AT A9
LIS, RERS A I IR R IA I m RN A% A (1) XL

Con-A

Con-B  scr siRNA 3.125nmol/L 6.25nmol/L 12.5 nmol/L

B 3 SiRNAXRIREMDIRBTHRN. A:
(48 h), 1. Con-B; 2-4: siRNA(3.125, 6.25, 12.5
nmol/L); B: TUNEI

BERNAZF T bR, FECRZIR i 1 1 SO R
RNAP, N T Ak 244 B siRNA AT LLZEN 7L 5)
W20 i A R RN T 9 5 5 IR
TP — BRI I DR R R 1
T H, RNAiMIsiRNAAH A A W AE e
T ThREHE AL 2 AR i WF 50 0 AR, tdfksh T 9%
Jod 2 DRYE T IO BRI, FEHRAE G B3 e . I 5
AR L DR 38 LA R i 108 25 ) A R s S5 D7 Tl )
RIS, FRATTEFXTPLK]T mRNAKE AT, %
T IER AL 2E 7L A IPLK L siRNA, BLHF4 G
JEE I MiaPaCa-241 i J5, 433K H € 5P CRA
Western blotfilIPLK1 mRNAFI & H /K. 4558
RIS 43125 nmol/LIFPLK1 siRNAFE GLH]I
AN AR MiaPaCa-241 R PLK 1 5E [k 4%
KT, $27R T siRNA s, th i WA R ATTHT
B siRNA R BIFFEPLK L K Dh REIRI AT )
TH.

FHPLK IR R fa, A5 e 4 A &b
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KX T PLK 1 siRNA PRI il B Mt 40 B 38 52 1) 25K
. 45 BB, PLK 1 siRINA AT B S 400450 e e 4
RLAE AR S S FEFI AR BUMPR AR K. Ui 1%siRNAK
PE T A A 9 S8 8. BAT S 4 i
VAT FERRIT T PLK 1 siRNA K AR R ) ]
231 1 ) =2 K N L D S = R 7
KT B IR B Bk 12 e Y FITUN E L 5 VA8 4% 20 4
FOPH TG L. 45 I, e A2 DN A FEIK H I
IR FE 0% . TUNELKZI A B, % e 20 T 4a
Bl B TRl DR gE RROR, SRATsiRNA
A R 4N PLK LR IA 5, I 5 S AN T
M, AR, PLKIJER S8 204 v] B
T J e 40 L 0 S FE L 04, 1 LARNAG
FOR T IHPLKZIE, AT A7 2850 400 i ok i 440
WG, U 53 SR T AR
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Abstract

AIM: To investigate in vivo and in vitro inhibitory
effects of a supramolecular drug-platinum
compound CCP on digestive tumors.

METHODS: Six digestive tumor cell lines, he-
patocellular carcinoma (BEL7402), gastric car-
cinoma (MG803 and SG7901), pancreatic carci-
noma (BXCP-3 and JF305), and colon carcinoma
(CX-1), were used to test the IC5, of CCP and
carboplatin. H22-bearing Kunming mice and
JE305-bearing nude mice were treated intraperi-
toneally with CCP at 10, 15 or 20 mg/kg. Mice

www. wjgnet.com

were treated with glucose as a negative control
and carboplatin as a positive control. HE stain-
ing was used to detect tumor necrosis, and CD34
antibody was used to demonstrate differences in
microvasculature in tumors.

RESULTS: The IC;, of CCP was only 33% - 50%
of that of carboplatin. The ICs, of both CCP and
carboplatin was > 240 mg/L in lung embryo
fibroblasts. In H22-bearing Kunming mice, the
inhibitory rate for 20, 15 and 10 mg/kg CCP
was 56.1% - 67.0%, 46.9% - 54.8% and 42.4% -
44.3%, respectively, and the inhibitory rate for
CBP was 50.3% - 51.3%. Tumor weight in the
CCP group was lower than that in the control
group (t > 2.91, P < 0.01). In the CCP 20 mg/kg
group, the inhibitory rate for CCP was higher
and the tumor weight was lower than those
in the carboplatin group (t = 2.39, P < 0.05). In
JE305-bearing nude mice, the inhibitory rate
for 20 and 15 mg/kg CCP was 61.4% - 73.4%
and 51.4% - 54.0%, respectively, and the in-
hibitory rate for carboplatin was 37.1%-42.0%.
Tumor weight was significantly lower than
that in the control groups (t > 2.28, P < 0.05).
However, the inhibitory rate of 10 mg/kg
CCP was 17.6% - 22.6%, which was not different
from that in the glucose group (t = 1.70). The mi-
crovascular growth in JE305-bearing nude mice
showed more necrosis in the CCP group with
HE staining. Immunohistochemical staining
with anti-CD34 antibody suggested more micro-
vascular formation in the glucose group, but it
was more clearly inhibited in the CCP group.

CONCLUSION: CCP has a greater ability to in-
hibit digestive tumor growth than carboplatin.

Key Words: Digestive system tumor; CCP; Carbo-
platin

Wang SY, Yang Z], Yu H, Yang YF, Zhang H, Wang JZ.
Inhibitory effects of supramolecular platinum compound
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s (CX-1), A [ B R} K2 % 5050 = R A7
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7-10 d. BHPEX FR AL R A9 B 20 mg/ke, 14 7
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JF30540 bk, Behpa fudi A5 10°-2 X 10%/ .
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56.1%-67.0%- 46.9%-54.8%H142.4%-44.3%. I
Jeq e Bt AG 24 AR R TR 1 I 38 0, S B R HR
FE50.3%-51.3%. CCPHI-REIVEIT 5 198 it
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;CP 7® 2 CCPY7FH22#/1JF305 BRI TAPEEE H(mean + SD, g/R)
ol #Mmg/kg)  n Bl BRE() HDEBER (%)
8Y3REI BrIsE
H22 20 19.83+ 0.35 22.58+ 0.64 1.15+ 0.34
cep CCP(10) 10 19.35+ 0.41 21.20+ 0.75 0.66+ 0.32° 42.6
CCP(15) 10 20.29+ 0.19 21.37+ 1.03 0.52+ 0.32° 54.8
CCP(20) 10 20.3+ 0.10 19.62+ 1.31 0.38+ 0.24° 67.0
CBP(20) 10 19.54+ 0.32 19.09+ 1.01 0.56+ 0.30° 51.3
JF305 8 18.04+ 0.02 20.43+ 0.3 1.24+ 0.24
CCP(10) 8 18.61+ 0.01 18.22+ 0.1 0.96+ 0.19 22.6
CCP(15) 8 18.79+ 0.04 17.71+ 0.03 0.57+ 0.14° 54.0
CCP(20) 8 18.43+ 0.02 17.12+ 0.3 0.33+ 0.10° 73.4
CBP(20) 8 19.02+ 0.02 18.17+ 0.05 0.78+ 0.13" 37.1

4p<0.05, "P<0.01 vs

B 1 $R5RIFI05RAREELELAHERER(HE x 400). A:
20 mg/kg CCP.
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Abstract

AIM: To investigate the expression of
matrix metalloproteinase-10 (MMP-10) and
vascular endothelial growth factor (VEGF)
and microvascular density (MVD) in gastric
carcinoma and its relationship with the clinical
characteristics of tumors.

METHODS: CD31 was used as the standard of
MVD. 60 examples of gastric carcinoma tissue by
immunohistochemistry for MMP-10, VEGF and
CD31 were investigated, and were compared the
results with those in 60 normal tissues.

RESULTS: The expression positive rates for
MMP-10 and VEGEF in the 60 gastric carcinoma
tissues were 81.7% and 76.7%, respectively.
They were much higher than those in normal
tissue samples (11.7% and 8.3%, respectively).
The differences were statistically significant (P <

www. wjgnet.com

0.05). The expression of MMP-10 and VEGF was
related with MVD, and tumor grade, TNM clas-
sification, lymphatic metastasis, and degree of
invasion.

CONCLUSION: The high expression of MMP-10
and VEGF in gastric carcinoma is closely related
to metastasis of gastric carcinoma and angio-
genesis. It can be used as an important factor in
judging the metastasis prognosis of gastric carci-
noma.

Key Words: Matrix metalloproteinase-10; Vascular
endothelial growth factor; Gastric tumors; Im-
munchistochemistry

Zhao XY, Shi RH. Expression of matrix metalloproteinase-10
and vascular endothelial growth factor in gastric
carcinoma and its relationship with angiogenesis. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3495-3499

B -
10(MMP-10). (VEGF)
(MVD)
Fix: CD31  MVD
60 60 5 cm
MMP-10. VEGF CD31
28 60 MMP-10. VEGF
81.7%- 76.7%,
11.7%. 8.3%,
(P<0.05). MMP-10,
VEGF MVD.
. TNM . .

Zi: MMP-10. VEGF

A s

P AR - -10; ;

1

MMP-10

MMP-10
VEGF
MMP-10
VEGF



3496

ISSN 1009-3079 CN 14-1260/R

2007 11 28 15 33

MMP-10 VEGF
) 2007;15(33): 3495-3499
http://www.wjgnet.com/1009-3079/15/3495.asp

033

P g s P DAL ) T A T R R 2 —, K
RIGH L FETEJE A B 2, DR R
o F AR K R R L B A R S R
R B 1 R LA P — K I ) R T G i
K, EKKRE. MR A s A B
RERE R EAEH, R AT S 5 41414
defb. MR A, B R AN B R, LRt
MMP-2. MMP-7. MMP-9JRFFTEGR A, A
MHEB M RAE. RIBMFER R R E 2
PEFIYS. i s AR 5 26 W, MMP-107E B fig 41 i
HMEEST(ECM) 4 R b8 fc oA 355 R A2 18 ok 988 A=
Kt T B AR F IR 5 o 2 28 e 8 s D) A T
VEGF & (i 2 i A B i1 S8, Athon] DU
W4 JE R AR B R, AEMMP-103K 34 71 =,
BRI B R A R BT A
WA T R B AR S0 BT FH S s AT AR
W T 604 AL MMP-10, VEGFFIMVD
KLk, BAERIITMMP-10MVEGFELE B K
Ae R A B (R FH R H 5 T e I R
Joi FRARFAE 2[R (1) 6 2R

1 MRRTSE

1.1 2005-01/2006- 115t T- AR V) bk 3+ 290
HEUESE 1 B s A SR A 6051, F47%1, L1341,
FERY33-T8CEHIAERY56) % . 604 LR 2241, 604
S UL B384, oA s 42461, K534 iR 18
i, BEITHE 176, AR E 243410, IhPoR T
5.0 cm# 264, MENT5 cm# 344, KB I
I Z 25451, 35 F T 3548, A ik T 4 i i 36151,
ToMk B GE RS 24405 TNMM, T 30961, T,i017
i, T,3924450, T, 39841, 1EH 26051 H A i
JIN%%S embh b, IFZ05 B A HERR IR T REMY
LA,

FRARZA0 g/Lri I g 8] o, A (03, 4
wm/EIELY)F, HEGL (i B2 R B UE S 4o
2 AL T TR F ) imAb. MMP-103&45(1 -
100)J i NeoMarkers, mAb CD3 1 fIVEGF(J! 1]
) o G i AHA AR 35 ) A R AR R
TERABRA .

1.2 AT A ik KA S, FpH7.41#0.01
mol/LIAPBSYEL3IK, FEIKS min. HLI 20
min, DMERAZPUR, ARAH 2=, PBSUE

B3R, BERS min. B IN30 mL/L A A AL A
VR, iR N 15 min, PBSTLIR3IX, FHX
5 min. £ A IIMMP-10(1 : 10058 & VEGF
—Pi, 37CHEHMIFE 1 h, PBSYEH3IK, FHKS
min. & IAED FEFRCH Z P50, EiR30 min,
PBSUES3IK, £S5 min. B 5 5 08T L BT 1 (3,
3RS (DAB) W, BT N %310
min. HRKMYE, HRARZFEE G, | mL/LEHRR ML,
ZEHR BEWORG I /K T, P VR IR S ], 2 il
B P ALEE . AL ARSE LIPBSHANE —bifE
JIBAPERTE, BLEAESEMMP-10F1VEGFHE (4
P )£ bR AR BH AT JE &5 TR A0 T A o AR A
Zhong et al'""HIE. MR M ST MR H A
BRI A BE P G s, BESR D) A S A B T
(X 200) B HLIE S AALET, 15020041 /A0 B,
JLT110004~. BH A e E<1% R B (=), FRAESH
L1 %-10% 4 59 FHPE(+); 11%-50% A o5 5
(+4); >50% A 58 B (+++), +~ -+ 40 A BH
Tk, SCAEARAEBI(X 40)  $k H IR0 23 i
BB AR I, SRS TE R BE(X 200) T REAT
MEE. ATAT B HTCD3 1T G bR B (1 4 B2 4l
JLEY PN B Al A%, TC e BOE A s, RS 40T
(1 sk L R FLAth 45 4 2L oA W S X0, 3
VER—/ MBI E VL S EAA TS50 pm Rl
AR IUZ B Ak X (1 1138 AN 7 V1 B v,
AFRATE S AL PR SOH, A
MVD{H Llmean +SDFE /.

NV FHISPSS10.048 vk 144 33
TGt b, B ALV IE #4120 MMP-10
HFIVEGF 2R 2 70 Kl K 3, MMP-10
MIVEGFAH KL 73 #1 K H Spearman®k F1 4347,
MMP-10FIVEGFZRIA 5 %21 5 3 i AR5 FE4FE
Z A9 R K KLY, P<0.051 22 57 4iil-2#

2 B8

MM P-10 7= EE7E ) 40 B 1 5z B 1 0k, %
K N81.7%, H1EH ML RIEB MR 11.7%AH
th, ZRA g% E X (P<0.05, &1, F1A).
FE 2 MM P-10 119 335 5 b8 14 7 AL R

TNMF . Wk 45 IR 78 L e U B AH G
(#2). VEGF 3= 275 ) eq 20 Jfa i Jog S 17 2. B
PEZNT6.7%, 5 IEH AL RIEHMERS.3%
L, Z 5 E g 24 X(P<0.05, #1, K 1B).
B AL TP MM P- 10 1) 2 3k 55 o8 1) 43 4 72
FE. TNMZHH WA R . BRI B G

www.wjgnet.com



MMP-10 VEGF

3497

5

.
L wrda I 'j-'.
e e el

“‘j 3‘
-
.'.“."
'

Xu

"

1 BEALIMMP-10, VEGF, CD31ZRIA(DAB x 200). A: MMP-10; B: VEGF; C: CD3L.

&1 SELHLEMMP-10, VEGFZRIAFIMVDE R = 60)

- MMP-105% VEGFRIA D 5
N mean +
- + o+t o+ PEMER%) -+ 4+ +++ PEMER%)
11 24 15 10 81.7° 14 20 18 8 76.7° 31.3+ 7.6°
53 5 1 0 11.7 5 5 0 0 8.3 14.8+ 65
°P<0.01 vs

(£2). MMP-10fIVEGFE B A4 3Rk
Z A BEMA e = 0.71, P<0.05). 5MVD
(EIOEZ M S IEAH K (- = 0.57, P<0.05).

3111E

Jiek 9Bg 11 v i R RS i S B AR i JRE e i b ik
Do 7 N A AR 3 T SR e i
5 P B v 3 Je L O] i, N i B A
I5 J St L R T, AR BT A R R R
B kb BE AR A, B 4 e AR 1 I
MMP-2. MMP-7HIMMP-9 /& % 5 [ # #
I B S iR g i e R AL
W, SRS sl A VIARE, T
LR AR DA 0] J5 R Sk 2 ek D i 8 e A% 1 R
ARSI MMP-10 /2 56 57 4 J B (G ho — A
UL, JE T S R F S A mT DL AR — 28
HR W JsURI, IV, V, AWK, £EA, 2
KOEEA-1, EE 2R A, R
VAR IR fih 98 \ 4 Jfa Ah 56 it S R TR L. MMP-10
W T] 2 5 P53 S 1) g 4 Mo Tk RN
SERWF TR, MR AL MMP-1011 £ IA
R VA O o R RPN SR Y S
Bodey et al"" N ] — Flt i) 452 ) B 1 ik 12 6 BT
SR PR T e AR, RILEANTIS . A
g P MMP-10 158 1R 15, 45 5 2 7
FEAT A0 B A0 KR AL, A5 B g R Sk B0 65 e 41
2Ll R MM P- 103 ik 48 55 2122 i 98 41

www.wjgnet.com

=& 2 SBELALMMP-10, VEGFRIAFIMVDE S AMEEIGER

FRERRHIERYR F4 (%)

IR n MMP-10(%) VEGF(%) MVD
<5cm 34  27(79.4) 26(76.5) 30.9+ 5.4
>5cm 26 22(84.6) 20(76.9) 33.2% 6.4

42  31(73.5") 29(69.1%) 30.2+ 7.1
18  18(100) 17(94.4) 33.0+ 5.4

TNM
T.-T, 28  21(75.09 17(60.8°) 25.8+ 6.1°
Te=Ts 32 30(93.8) 29(90.6) 36.7+ 5.9

25  15(60.0°) 15(60.0°) 27.6+ 5.5
35  33(93.8) 32(91.4) 343+ 45
34  21(61.89 29(85.3) 27.9+ 5.9°
26  22(84.6) 17(65.4) 35.8% 7.4
%P<0.05, "P<0.01.
PR AR 2 A 26 B T LM M P-1038 18 4%

1612 Krenl1Zhang et al % BLAE it HMMP-10
FOE W R, b bR e B A R AR % D) AN
FBEE AT 2 I A MMP-10 7] 8 1% VAT
it e (10 9 7 L RO R B R R A P I A
KILMMP-10%k D7 B i 4 4 rp 52 v e k7,
A B AT ST T MM P-104E 1 i 2 SUbr A b 1)
AR, 45 REW], BiEALFR AT MMP-10



3498 ISSN 1009-3079 CN 14-1260/R 2007 11 28 15 33
EARERRE, BERTRSHL. MMP-9 2005; 13:
p fots STV p - 299-302
PEFOMBR I A 3 5 LR R BRI A K 1R Caspase-3 2006; 14:
1487-1492
Ju EERE P Ak 25 4 b B i ojRa A
Eaa %$y E/J Hbjj%u?)ﬁ*}ﬁ’ E&ml = d:EEEEEFJE‘ﬁd: 6 Fernandez-Figueras MT, Puig L, Musulen E,
K H %7‘% A= %&ﬁ:’ W [1|’ﬁJ HBE TS E Gilaberte M, Lerma E, Serrano S, Ferrandiz C, Ariza
. A. Expression profiles associated with aggressive
fih=r pEA B
P Z. VEGF2 —f EF =] g%‘# il Ij\] &2[}] o223 behavior in Merkel cell carcinoma. Mod Pathol 2007;
L, M 5 0 S AT, AU 2:90101 |
. . . N . = . 7 Savaraj N, Wei Y, Unate H, Liu PM, Wu (],
B R B A R . BRI, AE LI Wangpaichitr M, Xia D, Xu HJ, Hu SX, Tien Kuo M.
WL AGNMRE . Bl Mm. Fim. s Redox regulation of matrix metalloproteinase gene
N - R family in small cell lung cancer cells. Free Radic Res
S5 JiJg7 20 2R L TPV EGF R IA 7K A 2005; 39: 373-381
R RE T . ek R et g s e 8 ’ r ' Ona |
B, JFRE— DR R AR KRR BATTIFIT T . ( ) 2003;
VEGFfE A A Ak, gl 22000
HZVHVEGFIN M RiE, HIEHHIML, =5
o =V 122% JBd I A2 FB % HL_ N 2001; 21: 503-505
ARIFEX(P<0.05). WRITIREHBAL D 1) G GE, Clavatting A, Lucarini G, Pugnaloni
ZHHE. ZMBME IR, X IR, A, De Nictolis M, Amati S, Romanini C, Biagini
ST = - G. Expression of vascular endothelial growth
VA=A e 3t Bl 5 5 iR 42 P g
2Ny F AL IR FLARFC IR 2 5 R i 2 factor related to 72-kilodalton metalloproteinase
R, HPEHE R, VEGFHIMMP-10-5 514 i immunostaining in patients with serous ovarian
N v, tumors. Cancer 1999; 85: 2219-2225
) / ER oy =t i gg@,/- Wy =4 47k 4
RIHIRE AR RTUR I EIEAT ) ) G e o e  wer &, Lim M,
SR, AT AT, HEHR PP Lk Hilton DA, Zagzag D, Buechler P, Isaacs WB,
. N . — N Semenza GL, Simons JW. Overexpression of
=HEES H 1t JB g
e S TEAR DR, B AN S el e T T R 4 L hypoxia-inducible factor 1lalpha in common human
e TR AR, JF AT 1R W A5 I R IR T cancers and their metastases. Cancer Res 1999; 59:
5830-5835
+ oA N t > )
$El“§" jﬂ i EHEPE'}?%#@ E’]Eﬁ?ﬁ”ﬁ?’yﬁ*ﬂﬂ*@% 12 Johansson N, Ahonen M, Kahari VM. Matrix
VEIT PR I metalloproteinases in tumor invasion. Cell Mol Life
Sci 2000; 57: 5-15
> <5 B 2 .
A THRVIMMP-10MIVEGFE B MA LY 13 yamazaki K, Tajima Y, Makino R, Nishino N, Aoki
ﬁ]{%%ﬂﬁﬂ_%’ ﬁiﬁkﬁﬁi I:Fl E’g ﬁ;ﬂg , &ﬂ‘hﬁ—;ﬁﬁﬁ S, Kato M, Sakamoto M, Morohara K, Kaetsu T,
R ' Kusano M. Tumor differentiation phenotype in
7 += B e 11
78T MMP-10RIVEGF&IERIM VDA 5 1 i I gastric differentiated-type tumors and its relation
RIRBEFIEZ B R R, 455 B, MMP-10 to tumor invasion and genetic alterations. World |
e i s . E Gastroenterol 2006; 12: 3803-3809
MVEGFREM M EMVDZWAH—E, YW 14 zhao 75, Zhou JL, Yao GY, Ru GQ, Ma J, Ruan J.
MMP-10F1VEGFA "5 1687 108 AR i3 VI AH o2, Correlative studies on bFGF mRNA and MMP-9
— . . mRNA expressions with microvascular density,
$eRMMP-10RIVEGFEIMR IF AL A AL progression, and prognosis of gastric carcinomas.
A G R TP EEE/EN. HAMMP-10M1VEGF World ] Gastroenterol 2005; 11: 3227-3233
N S ot .y 15 Kumar M, Liu ZR, Thapa L, Chang Q, Wang DY,
=Ry rdan =/ A
R A R RN A FROC AR I DI, Qin RY. Antiangiogenic effect of somatostatin
W fpiE— 5. receptor subtype 2 on pancreatic cancer cell line:
Inhibition of vascular endothelial growth factor
. and matrix metalloproteinase-2 expression in vitro.
4 %%%Szm World | Gastroenterol 2004; 10: 393-399
1 Lou G, Gao Y, Ning XM, Zhang QF. Expressionand 16  Liu JR, Yang BF, Chen BQ, Yang YM, Dong
correlation of CD44v6, vascular endothelial growth HW, Song YQ. Inhibition of beta-ionone on
factor, matrix metalloproteinase-2, and matrix SGC-7901 cell proliferation and upregulation of
metalloproteinase-9 in Krukenberg tumor. World | metalloproteinases-1 and -2 expression. World |
Gastroenterol 2005; 11: 5032-5036 Gastroenterol 2004; 10: 167-171
2 Li BH, Zhao P, Liu SZ, Yu YM, Han M, Wen JK. Matrix 17 Meyer E, Vollmer JY, Bovey R, Stamenkovic I.
metalloproteinase-2 and tissue inhibitor of metallo- Matrix metalloproteinases 9 and 10 inhibit protein
proteinase-2 in colorectal carcinoma invasion and kinase C-potentiated, p53-mediated apoptosis.
metastasis. World | Gastroenterol 2005; 11: 3046-3050 Cancer Res 2005; 65: 4261-4272
3 Li Y], Wei ZM, Meng YX, Ji XR. Beta-catenin up- 18 Chandler S, Miller KM, Clements JM, Lury J,
regulates the expression of cyclinD1, c-myc and Corkill D, Anthony DC, Adams SE, Gearing AJ.
MMP-7 in human pancreatic cancer: relationships Matrix metalloproteinases, tumor necrosis factor
with carcinogenesis and metastasis. World | and multiple sclerosis: an overview. | Neuroimmunol
Gastroenterol 2005; 11: 2117-2123 1997; 72: 155-161
4 , , Angiopoietin-2 19 Bodey B, Bodey B Jr, Siegel SE, Kaiser HE.

www.wjgnet.com



. MMP-10 VEGF

3499

Prognostic significance of matrix metalloproteinase
expression in colorectal carcinomas. In Vivo 2000;
14: 659-666

20 Bodey B, Bodey B Jr, Siegel SE, Kaiser HE.
Immunocytochemical detection of MMP-3 and -10
expression in hepatocellular carcinomas. Anticancer
Res 2000; 20: 4585-4590

21 Miyata Y, Iwata T, Maruta S, Kanda S, Nishikido
M, Koga S, Kanetake H. Expression of matrix
metalloproteinase-10 in renal cell carcinoma and its
prognostic role. Eur Urol 2007; 52: 791-797

22 Gorogh T, Beier UH, Baumken ], Meyer JE, Hoffmann
M, Gottschlich S, Maune S. Metallo-proteinases and
their inhibitors: influence on tumor invasiveness and
metastasis formation in head and neck squamous cell
carcinomas. Head Neck 2006; 28: 31-39

23  Ramos MC, Steinbrenner H, Stuhlmann D, Sies H,
Brenneisen P. Induction of MMP-10 and MMP-1 in
a squamous cell carcinoma cell line by ultraviolet
radiation. Biol Chem 2004; 385: 75-86

24  Kren L, Goncharuk VN, Krenova Z, Stratil D,

Hermanova M, Skrickova J, Sheehan CE, Ross
JS. Expression of matrix metalloproteinases 3,
10 and 11 (stromelysins 1, 2 and 3) and matrix
metalloproteinase 7 (matrilysin) by cancer cells in
non-small cell lung neoplasms. Clinicopathologic
studies. Cesk Patol 2006; 42: 16-19

25  Zhang X, Zhu S, Luo G, Zheng L, Wei ], Zhu J, Mu
Q, Xu N. Expression of MMP-10 in lung cancer.
Anticancer Res 2007; 27: 2791-2795

26  Gill JH, Kirwan IG, Seargent JM, Martin SW, Tijani
S, Anikin VA, Mearns AJ, Bibby MC, Anthoney
A, Loadman PM. MMP-10 is overexpressed,
proteolytically active, and a potential target for
therapeutic intervention in human lung carcinomas.
Neoplasia 2004; 6: 777-785

27  Liu LX, Liu ZH, Jiang HC, Qu X, Zhang WH,
Wu LF, Zhu AL, Wang XQ, Wu M. Profiling of
differentially expressed genes in human gastric
carcinoma by cDNA expression array. World |
Gastroenterol 2002; 8: 580-585

ISSN 1009-3079 CN 14-1260/R 20074 hAN VAt 548 N iE A 4% &

AHR mwmdEESS. WSS, MEABE
Horaes WS, EITHESS. HITX
S b LB B, SR RS AR R ST, B
TSGR b, WIS IRAE BB, i
K NTEE Be . ALt EhRIEE Bt & i vp il 2 2 Ko
BB BE s BV m ME RS 2 R B B BE e . YR
PEfis BHEASRAZBR BB i As Ko 4. b
58 5 €SNV N S SN PN S ik = VS TN
SR SN AP N EEC SN SR Ak PN = 7 TR =N
LR SN SR8 ) WA N = I i 1 7 QLS SRR SR
327 T2007-11-16/187E 511 <5 JEWY ik < & )T )10 4
T, 5t N A 2% 5 (WCTD) Rl 2 4 B R 801 4 1 3%
ZNT K igE.

TG, R HAT 0 1127 B g v L B v 4
WERN AR AREE R B R &V, s, W)
JA o R HIX 5002 44 4 552 3 B LARAS P a0 1) I
(), BRS04 AL A AL A BEBUR G Zst
FRAHDCHT . DHRENES e WAl TIFF B LR S

www.wjgnet.com

1 BRAEHEIRI.

Jidgg . RIS BRI 3 A P S5 A 1) de
AR SR T KRR IS . RSB0 I51E i
e g 2 18 2 5% HE o I TV A 0 2 R B R £ 43 )
T & BRIRFFERR, ST W R T A 27 R
Ak PYBE 7 T B AR T VR &8 kv Ak i
o — AR S, W — AT a2, $em T
JE DU A0 R GE (112 107K, Ak T 7 4k 4
WA (WCIDFRVE G4 FEEI152 2007-11-20).



R EARMLRL®
wcjd@wijgnet.com

9

2007 11 28 ;15(33): 3500-3506
ISSN 1009-3079 CN 14-1260/R

CLINICAL RESEARCH

ER SR AR AR FE XN B REEREE

HBV

PCR-RFLP.

HBV

HBV

300162

300170
300120
, 850000
, 2002

, No. 05YFSZSF02500
, No. WY2004-15
, 300170, 83
. gaoyt816@163.com
:022-84112148

: 2007-08-09 : 2007-10-30

Detection of HBV genotypes in
Lhasa by gene chip

Zhan-Liang Cao, Ying-Tang Gao, Shuang Liu, Li Jing,
Zong Ji, Tong Liu, Chi-Jia Liu, Zhi Du

Zhan-Liang Cao, Chi-Jia Liu, Department of Laboratory,
Affiliated Hospital of Medical College of Chinese People’s
Armed Police Force, Tianjin 300162, China

Ying-Tang Gao, Li Jing, Tong Liu, Zhi Du, Artificial Cells
Key Lab of Tianjin, Tianjin Third Central Hospital, Tianjin
300170, China

Shuang Liu, Department of Laboratory, Tianjin People's
Hospital, Tianjin 300120, China

Zong Ji, Department of Laboratory, Tibet Corps Hospital of
Chinese Armed Police Forces, Lhasa 850000, Tibet Autono-
mous Region, China

Supported by: the Key Research Project of the Science
Committee of Tianjin, No. 05YFSZSF02500; Science
Foundation of Medical College of Chinese People’s Armed
Police Force, No. WY2004-15

Correspondence to: Dr. Ying-Tang Gao, Artificial Cells
Key Lab of Tianjin, Tianjin Third Central Hospital, 83 Jin-
tang Road, Hedong District, Tianjin 300170,

China. gaoyt816@]163.com

Received: 2007-08-09 Revised: 2007-10-30

Abstract
AIM: To investigate the distribution and
characteristics of HBV genotypes in Lhasa.

METHODS: A total of 92 serum samples were
collected from chronic hepatitis patients in Lhasa
infected with HBV. Oligonucleotide probes were
designed according to the DNA sequences from
GenBank and used to prepare the genotyping
chip. The fragments of HBV S gene were ampli-
fied using nested PCR. The genotypes were identi-
fied by gene chip and then confirmed by sequenc-
ing. The phylogeny was analyzed with BioEdit

software. The relationship with hepatitis markers,
DNA load, gender and race was also analyzed.

RESULTS: Among the 73 patients positive
for HBV DNA, 13 (17.8%) were genotype B, 18
(24.7%) genotype C, 39 (53.4%) genotype D, and
3 (4.1%) mixed genotype B/D. The distribution
of the genotypes was not associated with serum
HBV markers, HBV DNA load or gender, but
was significantly associated with nationality (y’
=7.179, P < 0.05). Genotype B (9/13) was mostly
distributed in the Han region, and genotypes C
(12/18) and D (28/39) in Tibet. In addition, we
selected 7 cases of genotype B, 6 of genotype C,
16 of genotype D, and 3 of mixed genotype B/D,
identified by HBV typing chip which were fur-
ther confirmed by sequencing, and the results of
these two methods were consistent.

CONCLUSION: Gene chip technology can be used
for HBV genotyping. HBV genotypes distributed
in Lhasa include B, C, D and B/D, of which geno-
type D is the predominant strain.

Key Words: Hepatitis B virus; Genotype; Gene chip;
Sequence analysis
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. BRI, AFIFRUEAS KB, MTEE. G
FTHAY G FRIES . VG ek i 4 75 5 i, sl %
B, SRR R X, R, e 2R A
DR PR 1H) 43 A R s AR B (A I 9. AR SO FH S 1A
T BIRFIDNAJF 1 53 b7 DU 547 5 1 [X 92451 £
JHF B R R Y, g — 20 T b i X HB V5L
DRI 284 43 A A5 .

1 #ER5A

1.1

1.1.1 2 925 M FR A IS K [ U VU R
SBANEBET 12 KRR MHBV R, Bk A
VU X, E#b4-67% . 3241 JHBsAg.

HBeAgHIH-HBcAbRITE, 4641 A HBsAg. i
-HBeAbM$i-HBcAbFIE, 1445 hHBsAgHlIt
-HBcAbBH Y. B0 B 2141, vtk 1741, i
W B k261, % o 284, i KGR IS mL,
53 BTG T-80 C IR AT, 18K H AR IR UK B I HE
PR,

1.1.2 : HBV DNAE s A IR 5
B A L B REK 2k e BE 2 L, PCR
1k HABIZA A [IABT Prism 700052 9
JEEPCRAY, A i (1 Je Je . DIG-11-
dUTP. %AW bric it w2 Piik. BpH

www. wjgnet.com

RS B S H 2 G A F], Taqhf. UNGH .
dNTP. PCR™ v 5550 B KEE A
TREA ], HoAb AR N [ 7= 4 4k, PCR
SIRG B AT Ll AE T AEY TRAR S
B, U IR SR FH ARG H C T IRID Y 2003 424
B FREA, PR K H 36 U VP A R 1 CL-
1000M 5 AMATIRAX, 248 2 A8 H [ ™ 2 T e 4 A8
A, DNAB 7 H b 3 = e 735 28 ) 56 k.

12

1.2.1 HBV DNA  KH P E #PCRIZ,
HBV DNA#EHL. PCRY™ HGFIE 73 #r o441k 42
FEDIZ W b0 B R A A U B AT

1.2.2 HBV DNA (1)
FEDRA B I &, AP GenBank "HBYV 7
LR T0SHE P HI BT HBV SEEF X FJPCR
IR SERL IR IREL, R — 2 B 5 A E)
Je e AT e, BB HB VAL 73 A
R I RREL P A AR 1, BRENFE S A b
HIArE WL, (2) HumFEbRidEEPCR, H—
WPCRIXMWARR: 2 pLIiF 2@, 10X PCREE
M2.5 pL, 2 mmol/L dNTP(dTTP: Dig-dUTP Yy
10 : 1)2 pL, UNGH0.5 uL, Taglil pL, b R
SNEII1 L, EBA/K16 uL, Fit25 uL. PCRY™ 1
4442 50°C 5 min, 94°C 2 min¥i28E, 94°C 1 min,
55°C 45 s, 72°C 45 s, 35 MG, SRJG 72 C LS
min. X F#H AR A (HBYV DNAE f K +5X 10°
4 UL/L)ELS pL—KPCRARIC =PRI n) F Tt i
A, T I ARAR AR 5 HEAT 28— IRP CRARIE R MY
5 IKPCR N S I —IKPCRIEAT, X HIAE T
=Xt 514, 8BS nL—IXPCRF=HIHLIK, HHh
KT (3R 99 B 5-20 w205 A 2828 K
KA P CRIVFIE XS B, BEOAFRASBEE 140
HE. (3) THARAE . ZRAC A B {1, ZHERoche /s Al
e 2 BRI AR & I DU 2, A2 A8 R EE A
46°C. W KHFEAFMDABIRA, &A5-10
min, 1 XPBSE L. (4) T 2443815 5 1 H]
B, ARG R B, Bk A T BOR
HF 0, R AT s AR 7 2 AT R 18] 22 )
T Sl 2 UL S BV R E 11 & IDANEE B2 = R
I S5 S AR 1) 43 BT 3R (Chip3.0) EAT A JEE
B3 AT, AT 4 I AR PR R DR R S e
SR SR FEAE AN /N T BT B S (10 AR
[1150%, F 37 5228 mi AR S 28 AL 22 [RIPRET
IR FEARL FEAELAN /N T3 5%t VS 45 5 AT 28 g o A
MNA B il 375 25 BRI 4y T 2 S0 IE

1.2.3 PCR s RS R AT AR A, AR

HBV

HBV

HBV

, HBV
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. A-G, A-G, A-G, A-G,
A A A, A, BE, BE, BE, BE,
c, c, C, C, ABDFG1 ABDFG, ABDFG, ABDFG,
CEF, CEF, CEF, CEF, A A, G, o
C, C, D, D, D, D, D, D,
E, E, E, E, F, F F, F,
11 G, G, PCR(+) PCR(+)
B 1 HVERDBEDAEINE.
(
ssars 2 THIBIERL, 6HICHMT, 16HIDIEMRMI 12345678 M910111213 141516
19 2000 {5IB/DiR & 3 R RUFE W HEATPCRI™ P 41 43 BT, 643b
HBY IR HIPCR P 314087 4100 L= LB, g o bE
B, C TE— 00 7 VR i DR R O HMERA M, %) 1 B/DVE
B H IR P CRMIREAT A/T e b, R KIS
¢ A LA A A HPMDISTHA RAIE R #ett 2 EINPCREIRER. M: DNA (100 bp DNA
WA, BB AT A, PRIE10ON I3 5C  Ladder Marker); 1 PCR ) 2-8: 10'-10°
. . 7 1 . .
KeHEATPCR A W] &5 HPCR ) MR T, i e SRR
JrR 10 5 B HEAT I .
124 SN LT P AR

GenBankHiEHBYV 7/ LK AL 1) 2 AR 7
F1, A-GRLEE 5 MK AIM57663 . D00329.
M12906. X02496. X75657. X697984
AF160501. FHBioEdit7.0.0% /L34 7 F41 LL
T, Herp A F Clustal W 1.480H4E 2 ¥4
tb#s, ffifSequence Identity Matrixfi P HEAT#%
TR ARALE LU, R G0 K A=A 23 B R i Neighbor
phylogenetic tree J5 2.

J% FHISPSS13.048 - # o (fy
R o3 i Hds.

2 BR

2.1 PCR Pt 5 BP CRIG I Z BT b
HEYHBsAg. HBeAgHHi-HBcAbPH & 1)
HBV DNA® &¥AMEF 1.0 X 10°# I /mL, ifi
HBsAg. $i-HBeAbFHi-HBcAbBHEAIHBsAg
FHT-HB e AbBHE 1) & HA 1151 R1941 2K T-1.0
X 10°4% Jl/mL. T TR 2 R (g b = 2 i
£:PCR, DNAF EAMK T 1.0 X 10°# Il/mLIY)
S2BI bR AL B, T BN T 1.0 X 10745 D/mL
(7 = BHA— . L BH ) B AT 1941 F2 41
AT RPCRIAME, H 174 [WDNAS &4 T
10°-10°F% Ul /mL 2 (8] (#2), #53hrA & PCR
FE K &5 R UL P12, O BRAIE I A4 DURR A 8 1)
HEAfTE, PCRIS ™ 4% 15 B 25 U0 O BAN S %
DIRRA R4, I H H PCRY 1445 3k 13 4H 7]
S5 0L, RUIX BEAR S DUbR A (1) BH R4 38 5 A2 v]
fE 0. R, AT U T30 295 IR RR AR 3173491
22

TR, FRATM3A T HREAT T 35048 I
(1) O BERE PR AN, H AP HBY
DNAPCR™ 4 i T L, B FHARE FIPCR ™)
HAT, WS A ) PR IR 2. B R AU
T20%, AL E R 2. AT
B B EAMRE ARSI S A (s e, 3T SRS
X I R ET I 5 24 A8 (5 5. (B)XI 3243 PC R L
FEWN 2 WL DAL R s 45 R S I e 45 S —
R 2.31E). i L EREG R, s ]
W H T IZ .
2.2.2 HBV DNA s RT3 RE R 4y TR
FrAr, BEI1341(17.8%), CHI18%1(24.7%), DY
394(53.4%) FIB/Dii & FE K Y3451 (4.1%), &M
DR T] G A 7 % 1 X B UL HB VSR Y, s
ZAC P DL I3, R R R4 o A AR, T
B/Di& B3, RHEATGE o0 Hr. HR3 AT %0,
3PP AL > AT AEA W SR AR SV . A
[FIDNA® & MAS R 5 2 R G 4e vl 22 7, (R
B RGAFAE G T #2257 (" = 7.179, P<0.05). BH!
B2 (RAEAE T 00U (9/13), 11IC DI Z {17
FE T (12/18 28/39).
2.3 HBV DNA TEERFE R 4 )
THIBEL AL, 6 CHE R Y, 1641 DA ] 1Y F13
I B/DE & LK R P C R TR0 2. I A
H B A519), SR 07 51K 480 bp, FIH]
BioEdit7.0.0%% {411 [\ISequence Identity Matrixfi
78560 7N R L (R TRE S R AR EA T )3 AR ABL
Poige. 45 R, JEBRIE o L 74 B R 2R b
A BRI Z EFE(D00329) AR K T-98.2%,
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3I/EEt g FBULER,
182-202 nt 5" TAG GAC CCC TGC TCG TGT TAC
805-824 nt 5" CA(A/G) AGA CAA AAG AAA ATT GG
246-266 nt 5" GAG TCT AGA CTC GTG GTG GAC
777-797 nt 5' GG(T/C) A(T/A)A AAG GGA CTC A(A/C)G ATG
A-G, 377-393 nt 5" GG ATG TGT CTG CGG CGT
A-G, 393-377 nt 5" ACG CCG CAG ACA CAT CC
A, 483-502 nt 5" AATT CCA GGA TCAACAACAA
A, 502-483 nt 5 TTGT TGT TGA TCC TGG AAT T
BE, 483-502 nt 5" A ATT CCA GGA TCA TCA AC(C/A) A
BE, 502-483 nt 5 T (GIT)GT TGA TGA TCC TGG AAT T
C, 483-502 nt 5 ACTT CCAGGAACATCAACTA
C, 502-483 nt 5 TAGT TGATGT TCC TGG AAG T
ABDFG, 596-613 nt 5" GCA CCT GTATTC CCATCC
ABDFG, 613-596 nt 5" GGA TGG GAA TAC AGG TGC
CEF, 596-613 nt 5" GCACTT GTATTC CCATCC
CEF, 613-596 nt 5" GGA TGG GAA TAC AAG TGC
A; 483-502 nt 5" AATT CCA GGA TCC ACAACAA
C, 524-540 nt 5" CC TGC ACG ATT CCT GCT
C, 540-524 nt 5" AGC AGG AAT CGT GCA GG
D, 549-566 nt 5" CTCT ATG TAT CCC TCC TG
D, 284-300 nt 5" GG GGA ACC ACC GTG TGT
D; 284-300 nt 5" GG GGA ACT ACC GTG TGT
E, 613-630 nt 5" CCATCATCATGG GCTTTC
E, 700-716 nt 5" TGG TTC GCC GGG CTT TC
= 680-699 nt 5" TACTAGTG CAATTT GTT CAG
F, 699-680 nt 5" CTG AAC AAATTG CAC TAG TA
G, 483-500 nt 5" G ATT CCA GGA TCC TCG AC
BioEdit GenBank
B PR 43 Y (¥ 6451 C BE R B bR A b5 C 7Y 2 T bk
(M12906) [ A K F-98.5%, & DRI Fr 43 T 1)
16BIDHE N AR A 5 DA 2 PR (X02496) T 4348 n o SIOXOMBKE  <1OXIOVRBHE
AER T-98.5%. 2961 i — SRR FRAIL PRl HBsAg HBeAg 32 32(7.33: 11232 0/0
Gy R T5VE e A B, M3 A B4 P O ] 4 ~HBCAD
OISR ST SR DL R 3E— 35 /04 L HBsAg —kl)-iBeAb 46 11(5.06+ 1.18)/11 35(1.11+ 0.98)/19
—HBCA|

P& 1R I P 0 B SO, I3 B/D A R A R
(0 PP U Pl AEB . DS PR AR 2% S A7 1 A7 A2 24 Bk
FEIIRE(FI4). gt e TG R R FLse b, FRGE
BRI . PCRY . & A HIPCR™Z)
FLREI R, 28 A8 R e 45 L1 R WA 3 B/DIE &
SEPARI R s, [, BRAT TR 151 B/DVR A SE A
RPCRAWIHEAT A/T e e, PRk 104> 4 4 7
HHATPCREE 2, UEH7AN e B, 34N s A D
A, FEYCUE WIPCR 740 T2 I 7 WL 452 28] 1) XL
1T B/D R R 7R i A 3 1.

2.4 15 IR 3 dr Hehih b, A4
TS R T 5 FN3 SRR P 17 41 (K 3K B/D R

www. wjgnet.com

HBsAg  -HBcAb 14  9(5.72+ 1.17)/9 5(1.40+ 1.14)2

92 52/52 40/21

DNA

GRP AR IEB D3N T RS KA
PH(ES). RS R AR s 2, 35ERINF 7
HIALHE 10 BAE R 4L (H 38K B/DIR & R (W B
Flys 64NCIHEF AL FI19NDIE PR A (L 34K B/D
REHKIDFA), 5 28 58 2.

2.5 ¥ 35kDN A 7

HBV

HBV

. DNA
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- e e eS80 8 s o0 o0 3 HBVERDETARZE. A:
B ,B:C ,C:D
DNA P F oe BN
PCR ee L L
N
HBYV [ X e ae - o0
Boc.p TAIBEREERTA, RS EXE A - -
B/D B, 10B3E Ky ifi 35 B 35 ad w2, 6/NCHt ATCATCAACAAC CAGCATC?GAﬁCA TG([:A
D e : AR VU A AR TR AR
: R L0 Jradeq+, 19ADIERR I |||} ||, IF i i {PYbRM
1] | |
S IR A7 | | | \‘ IRAIR!
{Hj:i/jjjaywz' i l.-“n || inl ll -l ll .l,'f_.II.J_'..Iu.:l. |(|1 ll i Lu'. l I|_
DNA

3L

HB VA4 iﬂa?ﬁ)}zf‘ /zr“ HFHBVIW S THRAT
W R EERIIG RS VRS, DRI, s —Fh
RERA S 7 (SE PRE 1) 23 284 g R gk B A U Dk EE
HB V5 PR 7R AR L R A T IR 4 ) 1) 7 ot
PE=8%KI 4 1, I HB V45 K 41 i e
FI) 3 T A i B DR oy S T SR A LT ik, 2
V2 HAb > BT7 R 2 % bt JF HARUE S
FEIOW) B iy BA7 28 2 B AR . (R T
BERGFAZER G AT RSB R 5
B LAFE G R e R, O v — i R
AT B 7, 223 Wi X5t GenBankH
R ZHB VA R AL E 51 (1) LU 43 B F 7 53 1
ARG RN, K IWFE R T S/S L R 5 AT C/C
5 DR 1) 22 e 5 A0 B A Y R T 41 1) S o
—EU, R L BHE P CRY™ 1 HAR R 1358
YL B, PR PCRY 1 7= 4 B AT W
I 55 2 AR 51 Ll RV RT 459 1 43 R gt 00 o
UEIERE 1, A4k T PCR-BRAIME T BLKE £
AP MEL(PCR-RFLP) Y, AU RS PCR
P SR A PCRY T, L BRE  E (
FEERER R 2528 )"0 B e E R AT m A B
ELISAPY4: 2 ROy ik, X 4% )5y AR o] Fil THBV
BER oy B, AR A BE, TPt R
b, MR AN bR UHE S BT 5. ARSCAE LX)
GenBank-HHBV 7ML K AL 105KK 741 H1 56t I,
BT AURE S 10 SEAZ A IR IR BT I H B VL R 4y Y
BN AZ A I a5 (1) LT JE TR,
BAEKHIDAB. JB MR 3 A AL TR L,
S5 TR [ E DN A SR 1, n] LAORIE S A% 5 Al
HER IR 5 o B R )% T RN 4248 4 14
TR, 45 R AR E . SR G T %
X J& TR IR 22 A8 FID AB S (0 T 56, I A 75
£ DL IR G SR B o6, HR A8, NAeIT
PCRAG I (152 560 2 # T B . (2) I]—JE R A R

210 220 230
ATCATCAACAACCAGCAIC GGACCAT(IECA
I il ki I I | 1 ] r| f Il || l'i
| | | .-| " |
| |1 ||I ||I'|I||II illl ||| Il.lzll |||||
L..'_-"..'__!I_'_.'.J_L._.-_-.:_i.._".u TP T P R

210 220 230
ATC TTCAACCACCAGCACGGGACCCTGCA

' | i fA i 1
U AR 2 | |1|,~ A 141
AUV A AR A UL
P .IIII M A iII||I'!I| I.Iil |
[N RV AR A RAARAATYRA AR RIS RE RN IR R
® 4 B/DESERENIDNFBIEE. A: BC66
PCR , 2 : B:
BC66 PCR B . C: BC66
PCR D
par:| n B C D BD PH

HBsAg HBeAg 32 7 6 19 O

—HBcAb
HBsAg -HBeAb 30 4 9 14 3
—-HBCcAb
HBsAg -HBcAb 11 2 3 6 0 0.778
PCR
>10x 10° /mL 52 11 10 28 3
<1.0x10° /mL 21 2 8 11 0 0.205
38 6 8 21 3
35 7 10 18 0 0.767
28 9 6 11 2
45 4 12 28 1 0.028
2 AR R R S 5, 33 P 51 Lok B, B

A 2 d DR ST XS ) Bk S B, AR TR — DA 2
WA DB S AE 22 57, TR I LA B g A4 )
P8 35 e — B, R A R A I B AT
AE B A th v BE BB . DRI, £ 3k
WATIIB. CAID 3R AR, FeAiTH e vt24~ B

www. wjgnet.com
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M57663 A

D00329 B

X75657 E

000

WRIIITIITI
[eleepneee]
QOOONUTRUILINI
GO DOV gy

B 5 HBVDNARZALEM.

FEREF TR, (3) i A B 1
ZAFRIE . 5 FHE) . R B A X 7 R g
by DX 92481 1355 % A R4S U AT FL 13247 PCR ™)
PG E, 2 W% 56 D0 LA 588 g FA ARG 0 2k
B, LA T THB VS K 4 BT

AAKAEHBY SIEFAZ AT IR )T 516} 75 ik b7
1% b [X 73461 £ 6 3 EAT 17 5 TR AR 03 A 3 1
PRIAFLR T ADR, 1753.4%, HIKCHCTE(24.7%)
MIBRY(17.8%), LA K4.1%HIB/DIE & KLk L. %o}
Eb LA SCHR, Cui er a3 2645 P4 i j 1% 2. JH- 4%
i I SHE AL T R JT 41 4r T 2 WA, 1491 4 C Y,
HAR25BI DR ZEXN et al* X9 T ik
T b DX R £ I G () S HE DR A% A BRI 41 43
W& W, 7610 DAL, 2B 4CHL. A er al™ i
TE T 19 2 B 20 S0 D b DX 170 98 12 1 2 1 R
GBI K, 7RV IX EIfEED. CERAL A
FEDT R BAEAEB Y B/DAR /AL A 7Y

13 ] A0, 3Fh A DA 2 () 43 A fEAS [FIDN A
T EAAF M Z BTG % e, X S &Rl
(P R OB A — B B er al"% T gE A58 Hh
X 8844 LI GL 43 TR W], B, CHLE N
WL, 1720.77%H178.22%, 4 B 4 B AL AL Y 2
M TC 22 5. R et al™%F 114 P HbIE 11T 1214451
O RRGF y TR, By CHUAH R f5 i LI 3
PRI, AR AN [R] P ) o (R A0 AT G e v 27 22 5.

X 2 SCHERARIE [ N 7 ABAY O 32, db Ty
PACHL A 3, HoAth A HUA 22 BLARIES . 1 15 i
FAAB I R b X AT R DI, Rk, Rk

www. wjgnet.com

X69798 F

0.01

R (1 J A RN T I A8 55 R 35 1T e 2 5 I %
H DX H B V3 PR AR 5 A0 R o) A R, 7% Hh X —
Tt i DR Y () 3 AT AE AN [R] RO Z IR A G 1 2 2%
S, AN BE ] AL DA Sk S B B 2R B S e e e
HE DAY, i . B R 2 Uk b 43 A 2 DRI R ) AR T
. D, CHURIEHEERIAY, & 1553.4%H124.7%,
I B3 2 A7 AR % 1 (28/39 12/18), K]
X PP EE DR Y n] e e P H X AR BE R AL B
RN H717.8%, HZAEAE T-P05 A1 (9/13), HEillH
A RE S B DO AE PO € Fa i gl o5
—J5 1, TVEIREDHE AR, 44158 B A Y
2461 V5 B /D s K] 75 11 1461 56 7 B/ D ks R 7 1) 4
A, U0 W BIAEAE (5  HoAt 2 17 ) L-F- Jo DAk A A
FEMITE LR, S P0% N E & P v LUE 3 D
SEDRIAY, [RIRE, s A A mT LU e EBIEDN Y. X
HB VPR R 7E 5 22 b DX FAS [ B 2 (0] 23 A
RO, K AT BT B s A g SR
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, 2006 , rebound was 44.44% (12/27) higher than 26.32%
: (5/19) in the control group, although not sig- HBV DNA
, No. 0342009
530027, nificantly. The mutation was not detected in the =~ YMDD
- jilanning@163.com sera of 4 patients before therapy. The ratio of
: 2007-08-08 : 2007-09-30

Relationship of HBV genotype
and bcp and pc mutations
with HBV DNA rebound after
lamivudine therapy

Ming-Hua Su, Jian-Ning Jiang, Yuan-Ping Zhou,
Mao-Wei Chen, Zhi-Hong Liu

Ming-Hua Su, Jian-Ning Jiang, Mao-Wei Chen, Zhi-
Hong Liu, Department of Infectious Diseases, the First
Clinical Hospital of Guangxi Medical University, Nanning
530027, Guangxi Zhuangzu Autonomous Region, China
Yuan-Ping Zhou, Nanfang Hospital of Guangzhou, Guang-
zhou 510000, Guangdong Province, China

Supported by: National Natural Science Foundation of
Guangxi, No. 0342009

Correspondence to: Professor Jian-Ning Jiang, Depart-
ment of Infectious Diseases, the First Clinical Hospital of
Guangxi Medical University, Nanning 530027, Guangxi
Zhuangzu Autonomous Region, China. jjianning@163.com
Received: 2007-08-08 Revised: 2007-09-30

Abstract

AIM: To investigate the relationship of HBV
gene mutations with HBV DNA rebound after
lamivudine therapy.

METHODS: Twenty-seven hepatitis B patients
with HBV DNA rebound after lamivudine thera-
py (therapy group) and 19 patients without anti-
viral therapy (control group) were investigated.
HBYV genotype was detected by nested PCR with
multiple pair primers. Mutations of basal core
promoter (BCP) and precore (PC) were identi-
fied by PCR gene sequence analysis in sera of 27
patients after HBV DNA rebound, and in sera of
4 patients before therapy in the therapy group
and in sera of 19 patients in the control group.

www. wjgnet.com

the PC (G1896A) mutation in serum of patients
with HBV DNA rebound was 33.33% (9/27)
higher than 5.26% (1/19) in the control group
(P < 0.01). The mutation was not detected in the
sera of 4 patients before therapy. The ratio of
the C1856T mutation was 14.81% (4/27) higher
than 10.53%(2/19) in the control group, but not
significantly. It was not detected in the sera of
4 patients before therapy. In patients with the
BCP mutation (A1762T + G1764A), the constitu-
ent ratio of genotype B was 75% higher and that
of genotype C was 25% lower than those in the
control group (both P < 0.05). In patients with
mutation PC (G1896A), the constituent ratio of
genotype B was 50% higher, and that of geno-
type C was 50% lower than those in the control
group (P > 0.05). Gene mutations were not de-
tected in four patients before lamivudine thera-
py but BCP and BCP + PC mutations occurred in
two patients after HBV rebound. In 27 patients
with HBV DNA rebound, there were BCP muta-
tions in four, PC mutation in two, and BCP + PC
mutation in eight.

CONCLUSION: BCP (T1762/A1764) and PC
(G1896A) mutations may be involved in HBV
DNA rebound after lamivudine therapy. The
mutations occur in both single and multiple
gene groups. The A1762T + G1764A mutation
occurs more frequently in patients with geno-
type B after lamivudine therapy.

Key Words: Hepatitis B virus; Genotype; Gene mu-
tation; Lamivudine; HBV DNA rebound

Su MH, Jiang JN, Zhou YP, Chen MW, Liu ZH.
Relationship of HBV genotype and bcp and pc mutations
with HBV DNA rebound after lamivudine therapy. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3507-3513
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(BCP)  C(PC)
HBV DNA
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P<0.05), 4 CI856T  (14.81%).
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BCP . , PC(G1896A)
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, 25% 50%.
BCP(A1762T+G1764A) B.
C
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1 ,BCP+PC 1 .27 HBV DNA
BCP 4 ,PC 2 ,BCP+PC 8
Zit: BCP(T1762/A1764) . PC
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A1762T+G1764A
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11k £ AL 5 02 B WK i 2 —, &
RT3 5 NG T s HB V)Y, 1
HT75%LE PN, T [ 2 L AR TR PE AT R (AT
KHE, HHHBVHE LTS T AH110%, B
1210 N P A5 15%-40% 0 B Y & % e A
[F S I, s s PERF 28 IHaifh . $E5
JUR P JFF . T DA A R e B 52 1 T
JeE B AL A R R U R A

I A2 BHL 1 E R AE 2 993 7 O Jie V) B B VR 7 i it
K I T 1999 FHIRTEF N2 N TiR97 &
JHF, Fo7 RO B 24 e (RTERy T i
R EL T V2 W, an 2T BRI E, 2
I [ o5 IR DR AR S, 452 24 )5 s tHIHBV
DNA Jz 5155, HBV A& —FIE FFDNAJA &, K84
297732004 bp, HAHE A 4N IF IV BLAE(ORF),
BISX . CX. PXFIXX. HFEHBVHE
T HUHESOIREN S, KFITHB VA KA
DN A 8 575 5 K AEAZ 5. HBVIEF AL AT By
N A-H) B AN [ (356 DR B mT A AN [ 105 75
R AL BN AN A NROR K E R YT S I
FI 25 S 3 HBV DNA 3 5 YMDDAE 745 )
FHOG, S0 ThioK I e 10T i & 10 3 w] A A i
DRI DX 748 5, H AT AR SRR E IR 2D, [ Py JEIX
JIHRESE. A THITHB VLK. BCP A PC
A SR S R S BRI E BUR R R IT I C R,
DL K R EVRIT JAHBV DN A K 2 75 47
TG AR S ISR, FeAT I T LU 9.

1 #RRSE

1.1

1.1.1 : RYFETF2001-12/2004-12) P EE R}
KA B B BiAL BB 18 M AT Bt 8
1.12 SIRIT L (DB LAY
KA LG AL B2 S WhRHERF 520004
“ A [ B T O BEE T R SRS BT R
BEVEIF R 2 WiksUE™; (2)i697 HTHBY DNA#E I
=1.0X10"# DL, B NFEZABALT>1.5(5 1EH
{B) 52 5 H5>6 mo; B)HIHFI KR AE ¥R YT (100 mg/d)
KB I ZH(HBV DNA<L.0X 10°%% U1 /L)
REEAE; (4T R 1A G)RIT AT AR L Ht
T EE L), (6) R E MK MR, g4 Bk e A ml 7.
T it i 2 HBV DNA KRN ETHBYV DNA
P B PERE R B, S HRAL: IR P a5 254
TRIT IR 2R 98 B 2T i TRl Ak R 5
P F I RTHBY DN AR DUEGHIE, T3
6.7log#16.56lo0g.

1.1.3 s ()EIHAPHCY, HTHDV,
PLHIVEAYE; ) SR sl Sk 2
TR S, (3)HBV DNAH DI%<1.0
X 10748 DU/L; (4) T e Sk Fia 7 # .

1.1.4 DR A NI R UE
WAL F 27, b F 1o, w8l ke
20-58(F-3J35.26) %, LG FEAEAL3 41, 121
24 #, HrhHBeAg(+)18%1, HBeAg(-)9%.

www.wjgnet.com
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2597 F£12-33 mo, “F1J19.99 mo. X} 4] &
F 1901, F1el, L3, Fik20-58(F-#433.63)
%, SR JG ARG 36, 84 2T 164, T
HBeAg(+)13%1, HBeAg(-)64il. B4 H>35% ) &
H767.39%.

1.1.5 : Tap DNA® i/ tH TaKaRa 5
AEYCORE)VRHE A TR 22 Al 24, 10 mmol/L dNTP,
50 bp DNA Markerf] MM Z B E D RHE A w42
fit. 2 TheromP X2 Thermal cycler, 3% [EBio-
Rad A 7 GelDoc 20004¢ /5 HLK S5 73 41 R 4¢.
1.2 Rrva Iy ar s B AR HHHBYV
DNAW# 553 molfIiFUifie. HBV DNAFI
HBsAg, HBsAb, HBeAg, HBeAb, HBcAbFRic 4.
12.1 s JLUEE RSO LT bR AS: I677
HIRIT AT, VAT JFHBYV DNA S [ hR A
2741, X RO 20 190y K0 A 20 1) af i T
20 CUKAR P I A7

1.2.2 HBV DNA DR SO, K
WA 2 F M3 500 pL ¥ T+ 1.5 mLE L A, s
B, R4, 3500 r/min0»5 min. HX_E
THBE T 5—1.5 mLELEN, s
PRV, TR, 3500 r/minf0y5 min; BB
BT 1.5 mLEODEN, MA2.5645J0K LR,
BB L, 1000 r/min 010 min, 7 _FiE
W, EEFSRL AT U IDNA. N 750 mL/LUK i 2,
7400 pLyEds, 12000 r/min 0215 min, 25459
WK, £ T 5 N30 nLTAEZEM VAR, B4°C
UKFEARE I

123 s Krill4ef g T HB VL Y |
BCP, PCHEIA ({78 5. HBVIE R A5 | R JEHBV
DN Apre-SHISFEER X {157 741 ¥ 1*. BCP, PC
FLR S W% T #5R GenBank sk THB VL K] 4>
FEHI(RE S AY 123041), KT Premier5.05| 4
B A ST HB VI B 36 R AL AR S X 81 3115 |
¥, BCP, PC(sense) GCATGGAGACCACCGTGA
AC(nt1607-1627), (antisense)CAAATTCTTTATA
CGGGTCAAT(nt1930-1908), /=#324 bp, H1 L
WA A TR RS ) B R

1.2.4 : HBV DNAM %2 #EPCR
7%, HBsAg, HBsAb, HBeAg, HBeAb, HBcAb/]
ELISAE, ¥ B RIR 2 55— B B e A 5
HL 58 . HBV DNA<1.0X 10°4% UL/L5E J 11k
1.2.5 HBV o (1)K H 36 (R 7R e
Z 5|5t LA PCRIL: 5% PCR: RNAAR
50 uLEIddH,0 34.6 pL, 10X PCR 220 8 pL,
10 mmol/L dNTP 1.0 uL, ¥ 410 umol/LIFIE

www.wjgnet.com

X 1.0 pL, 5X10° kU/L Tag DNA
FEATEF0.4 uL, DNABRA pL. N SH0h: TR
P£94°C 5 min, fEHZHCHEEI4C 1 min, 1B K
55°C 1 min, $E172°C 1 min, J34MEIR, F)a
72°CZEAH10 minfi 4 4 4 NPCRAL T4 3.
HTHPCR: ST, S — 4 RNAR R
YWAA, B, CHUFE VRS W, 9 4 AR FR
194D, E, FAURE 514, 55— R AR R 25
uLEIddH,0 15.3 puL, 10XPCR 224 uL, 10
mmol/L dNTP 0.5 pL, ¥ 410 pmol/LIfJA to C
IEX 515 ul, A, B, CRURE S5 9 L5140
#%0.5 uL, 5X 10’ kU/L Taq DNAZ A §0.2 pL,
B—RPCRY M= H2 pL. 55 41 N AR RIR
H25 uL, 5144810 pmol/LIYD to FIE X514
1.5 uL, D, E, FAURE RS9 R X5 14940.5 uL
Gb, RS — A RNAR R A, SN 250
55— 4 PCRMIA. (Q)HBVIE KR [R5 4351
I R I PCRIGY G 77 #7110 puLim2 pL 6 X
Loading dye 57615 g/LEERE AL, B
50 bp MarkerXf [, 100 V 40 minHi k5 Fl R
FLVK B 2 A RGO SETT A, a7 ) i B
RN HE A DAL i B DR 28, RI68bp- A KL DA 22,
281bp-BHEK Y, 122bp-CHEKI A, 119bp-DHEA
4, 167bp-EFEEIHY, 97bp-FHE K (1), (3)BCP,
PC : KHPCR-J7H 73 #rik. PCR
P4 [ W AA 25 pL: ddH,0 17.3 uL, 10XPCR
224 pL, 10 mmol/L dNTP 0.5 pL, ¥ JE 410
umol/LIFIE X R X 5144:0.5 uL, 5X 10° kU/L
Taq DNAZKAF0.2 uL, DNAKIK2 pL. [V 2
Bk FiAEPE94°C 5 min, TEHASHCAAMEI4C
1 min, iE-K55°C(CX 452°C) 1 min, ZE{H72°C 1
min, JE34MGER, BJE72 CHEMI10 min. (4)FEA
M RGP 710 uLhn2 uL 6 X Loading
dye WRETELS g/LBNRRE EAE, [FIEFIIAS0 bp
Markerf &, 110 V 40 minHuk J5 H BT HE UK Al
B HT RGN LT A, BCP(EHFPCIX)IPCR
PHE PP 324 bp, (K2R 58 H HOFE dhik
i S AR AT IR m g alifh 5 AT IE X
JRAIIE . W45 B K H Analysis(Vect NTI suite
8.0) ] L # A1 A-F 5k DA 28 b e e A 7 IR F > 41 8R4 T

P 45 R 28 B 5 = R IR P 91 e 5 2% DX Rt Y
LIRS ER EE AT

AR HISPSS13.04¢ 1 4K
PRRLEAT Ge vt AL B, R (1 LA DY A 2 (¥ 6 D7)
BRI,

, BCP

HBeAg

et al
BCP

et al

BCP



3510 ISSN 1009-3079 CN 14-1260/R 2007 11 28 15 33
| |
YMDD

PV n AI762T+GI764A  GI721A TI753C  GI757A A1775G  G1896A C1856T

DNA HBV 19 5(26.32) 6(31.58) 4(21.05)  3(0.00) 50.00)  1(5.26) 2(10.53)

BCP(A1762T / 4 0(0.00) 1(25.00) 1(25.00)  1(25.00) 1(25.00) 0 0
G1764A) .
& ea 27 12(44.44) 8(29.63) 0(0.00) 3(11.11) 4(14.81) 9(33.33)°  4(14.81)

HBV DNA P<0.05.

1 HBVER/DEIPCREXE. 1, 4,6, 7,8 HBV C
2,5:B ;3. B+C

400 bp
300 bp

B 2 HBVBCPEHXE.

2 BR

2.1 BCP B CP7E 5 [ K6 I 45
B, AL762T, Gl764AY 2 A I L, ¥BIr 5
BCP(A1762T, G1764A)%% 54 H 5 (44.44%) =
T X H2H(26.32%), H G2 2= [N AE R
I bRAS T IE WA H 714 G1721A, 561 T1753C,
4BIG1757A, 6% A1775GHL 538 5. Horp 34
A1762T, G1764A X% R [FNGIFAGLT21A,
T1753C, G1757AMA 5. G1721A, T1753C,
G1757A, A1775GHE sUAR 5, V697 4 50 A
FLAS L GE vk 24 (R ).

2.2 PC 46 HBV

PCIX Ak HG1896A K C1856 TAE 547 1, G1896A
AR SR R A TN IR 2 (P<0.05). C1856T
ARSI A SRR R (P>0.05, K1, 2).

2.3 BV 5 A LA,
HITHPC(G1896A) &XBCP(A1762T+G1764A)*L

DE/EZ n BEREREN% CEREU%) B+CEEEU%)

19  6(31.58)  13(68.42)

27 10(37.04)  16(59.26)  1(3.70)
BCP 12  9(75.00) 3(25.00)
PC 10  5(50.00) 5(50.00)

AR e (1) SR T BAE DR 2 (A i LE S v, CE PRI 2
AL L R %, JL /EBCP(A1762T+G1764A)4%
S E B, CHEP AR R L 550 A LA AT
PEZE 5(P<0.05, #2).
2.4 4 HBV DNA

4%IHBV DNA i & # 0 97 BT AR A
FERAR S, V9T 5 A 20K AR S, BCPAR 51431,
BCP+PCAZ 514
2527 HBV DNA BCP, PC, BCP+PC

27(|HBV DNA J% i i 5 BCPAZ 5441 |

PCAZ 5245 . BCP+PCZZ 5784

3 111e

LTSRS, STHBVIERA T OF T EAN
1T fif. WEICARIN, WAL ] R4 P EUR A
LY N5 Sy G O & N (1A ]
18 1 ORI R IR 12 W7 ST, R i T
FALP N 24 1 1 I B AT B IR R E. 7
KR EIRITEME SRR E B — 2
HB VX H 5 = A0 2 1, HLBE A 1697 I 18] 1) 42
e, T 24 6 Y 8 3 n 9 DI PR ATE T B S,
LK T IBIT -4 [T 245 285300 4 14%, 38%,
49%M166% . H AT AN, HBVAHZ AU
i 25 P10 P~ AE S HBV PREAR 47 ¢, LLCIX %
AEE(Y). HAWM). KREXREBE(D). KREE
E(D) 2 JE fR (Y M D D) J [K] [ 48 S d by FE ., AfF
FATH — W 7T P (R & %), /EHBV DNA S
12741 35, YMDDAZ 5 RS H 26 1 48%, AT
F52%E8 ILYMDDAL 5. FATIANERYMDD

www.wjgnet.com
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Ah, AFAE AT PR E R THBY DNA KR
RN ZE. BCPAS s AR AL L A B A8 57, o
F7T1744-1851 ntZ (8], K5 5 XA X H 5.
il v] 51 BE A S B 5 s DR R A kb,
FEATCHC mRNAMEE WD, T T C
X 8 H k>, HAEIHBVIALRN A 5%
Az O OB 2 REE L MRS, T b T
HB Vi CIX & [0 HBV & Hl 445, BCPAZ
SRR SR AT T . BCPHh R %E, f
LI ZRAE JE1762 nt A—T, 1764 nt G—A, Pi &+
[ L, FR AR, HAEHBeAgHPEHBY
K & h R AT, (HEHBeAgPH M
HIALEE W, BCPIWAL S AE i s /K1 |52 HBeAg
(I %, AR AMR IR SEBCPAS S A7 AT #3110 52
M Kim"MF7E 1006018 1 Z L R (HBe A g
PE50%1) & BIBCP(T1762/A1764)4% 5%, {EHBeAg
BH R BH 1 58 2 474 . Sendi et a/"HIFFE30
HIHBe A g 112 1 £ I % K ILBCP(T1762/
A1764)25 71 1520%, T1764G1766738 5315
33%, INABCPH WA A7 sAET1764F1G1766,
1M H WIS ALT5TINAS 5, 5 m 0
AT = k. BCPALR X% 1 AR T7 1)
0. Chen et al™ A\ NT1762/A1764(T5A1896)
A TROK R ERIT i HBeAght . Tacke
et al"IIE SN I BCPAS S AN LR 241k, {H 7]
881995 5 11 52 161 6 7 1 5 R T 385 B R OK R 5 1)
A SRS RE ). AWFFURL B CPAR S (K47 1
HA1762T+G1764A, G1721A, T1753C, G1757A,
A1775G, T1762+A 17647 5t4J5 B CP & ILIT)

A S AEIRTT RN AL A AE, HAREAS K, of
REAN S MK R 8 VR TT IRIT 2. TR 5 & 2
JH R G IR R I A Fridt— 29T, BCP(T1762/
A1764)28 SEAE¥RYT HHBV DN A S 3ift () 5 5 46
H K (44.44%) 1 T X ZH.(26.32%), (HEGE112% 1
TS, WRESFEAR DA G AT NAERIK
FEXFHURTEL DI )T, JRA] 3 EBCPAE
S, BCPAR S 1 st i v oK K 5 (10748 S bk 52 o e
71, $5HBV DNA J 3.

ACHEN 54 S HHBe Aglf 2R 1A, 1989
fFECarman et al" " IRTE ZJHF BB HB VAR 41
o, FHPCREAIUE W AT CIX A% H R (nt) 1896G--A
(1AL 5, (53 FTGGERATAG, P AE—A1k
W, ARTCE (IR R L, W HBeAg A
RE G B T C DX DR AR S 56 R AR T 7 35
S, Reiichiro er al'" W E2540 18 M 2, % A%

www. wjgnet.com

B BCR R EIRIT 2014, gl R amc
XA S (R LF. Chen er al i1 74%IHBeAg
BH 1 1 482 24 5 25 5 B oK R ¥R 97 9-12 mo,
S8 AR IRAE VR IT IR MTHB e A g 5% 1) 34451 52 42
MBI R T1762/A176475 515 2 i A 189648
FED. 40410 N e HE1773, 1802,
1803, 1845, 1850111858 % FH RAL A5 AR 5, A
HT1762/A1764(T5A1896)28 T A5 25 T-Hrk K
SEVRTT JEHBeAghERH. 1773, 1802, 1803, 1845,
18501 18584% 11 R o7 i 148 57t S £ 38 T N 25 (1)
J5IH. Shin er al' "HFITIA K 189647 (158 AL & Fi K
T8 KRBT G IR 2 B B IR FRATT ) 45 2R 8
7, PC(G1896A)E 5[] K A1 %.(9/27, 33.33%)1E
FK I 5E VAT JEHBV DNA S (1) 53 v il 5 v
THHRA1(1/19, 5.26%)(P<0.05). K, AN A
PC(G1896A)A 7 (1] I ZHBV DNA )
JE PR 22— TR B AT T A W 2 C 1856 TAY 25 1) AR
S ARG 45 0 R A LA (P>0.05). C1856 T
R ST it S HBV DNA R 6 R ANK.

MIRTT LI TT 1 G Ak 8, IR
A L PR AR S, VAT S AT 3 S A R R A
S, AR E oA . FATIAh, R R
FEIMHBV DN A #LE L H AR 7 2 2 B
(1, AT DA B R AR S g S, i 2 A S DRI
GAR S . R, PR AR I 7 K R 2 T 2
ARSI, ANfE R AR I Y MDD, 42 R
JLAh I R AR S

HBVF3E A £E 19884F i Okamoto er a/™™
. HATR P HB VEE BRI ) LAY A-HJ\
R0 5 B 5 A b B Xk o AR L. A
HhE R X, 32 B2 BAICHE R, HorpiEg U A
BEEARL N F, Jb 5 ACIER AL N £, AR A
SRS 5 2 51 S PCRIEZ I W IXPCR
14, WPCR™H) v Belt KN B4 HITHB VI
SRR ARSI A 4645 5 G, KINBAE
DA 7 16/151(34.78%), CHEFIA129491(63.04%), B+C
FEPR 1, RAGI D, E, F, GHERIAL. FRATTH
& WL 55 P (AR SGARE A 25 5, T e S T
R AR Z B35 % UL AR,

AN TR 3 KBS HOB VOO B 55 25 ) 1 2 AN
—Ff, HBVEE R AU RK % 8 HU 286 97 1 5%
Wi, HATEEA—. BN EKE er aliliid 6841
AT R AW RO I e I e vE O
MERER I EE, RKILPK K E IR Y7 JFHBV CHE A
TR G I SR LA B A T B DR R B L3, i
F#Chan et al™ ] Kao et al® WU Ch 5

HBVDNA

YMDD,

( BCP, PC
).
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DR X HBe A g IfiL i #4452 JC % . Westland et a/™
fEadefovir dipivoxil I AL IAFSTH A
S HB VL PR 21 I AN 5% ey o] 45348 5 1) H000 797
B FRATEE R B oR, 0 R A1BIE PR LA B
31.58%(6/19), CHEDI Y e LE A 68.42%(13/19).
1R IT IBIE R R A4 R L 4937.04%(10/27), CIEA
RIRY I EE H59.26%(16/27). W2 Hg B, CHERIAY
(R B LG R A (P>0.05). Tl 1IN A UL B, CHE A
R, PR 07 5 HIIHBY DNA
RBRTCZEN. KT X2, HTFREARAEK,
Y KAEA B — 2D UE S,

AN TR] 1) DR AR 5 R e SR 4 OG, Ty C
X 18967 & KL R AR M 1Y), 7B, C, DFIE
TG 18965 T1858ML X ¥ T 1 &5 by AN Fa g,
1896 11G-AL S Al T 1245 Wt TR e, T
C AN AR S A B0 1T AFITF R ) 185807 1%
TR AC, B85 18960 1% 1 IR G Y Huta 52 1 45
Wy, B RAER P BT, HICIX 1896748 5
MIPAT 35 5L A M G, & v 2% o PP i 5t
20045112 PE & BT B FF AL 55 IR 5 R B, C
FPIMBCP(T1762/A1764)4% 5 285w, WL
T1762/A17647% 5 1) i % 0 5 R J& AL
HCC. Chan, Lindh, Orito, Kao et al***[{#f5%
#HIA ABCP(T1762/A1764)738 5 CH: K AL B
SRS H L. AT A T1762/A17647% 5
PEBE AT C X AR 58 WL AL ALY Liu
et al® W8 T ASZIBVERT R B, RIN18587 1%
TR W CIIFER (A, FREDRIAY) 4G 1858 A% 1 1R
NTHIFERALB, C, D, ERLK A 5 HHIBCPIX
. AT NIAABCPAE A, DAY AR,
(¥, TR C X A4S S LT DI A FRAT T (¥
TR IR, SX AR, T 4lPC(G1896A)
JBCP(A1762T+G1764A) R4S 5 1) Hi 3 th BAE
PRI 288 () A J L 38 s, 0 o 75 % A150%; CHE [
TR L R B, 2305 25 % R150%. L 7E
BCP(A1762T+ G1764A)% 55 &4 B, CHEK Y
4 B b 55 0] B LG A A S 1 72 5 (P<0.05), B
BCP(A1762T+G1764A) WAL 5 4 BHE PR A vh i
W,

KK E 1RIT JFHBV DNA 0] fig 5 BCP,
PCAZ 57 0%, TiBAE PR 2 3% B 5y ) “E BCPAL S

4  BEVE

1 Marques AR, Straus SE. Advances in the treatment
of chronic hepatitis B virus infection. Rev Med Virol
1998; 8: 223-234

2 Gust ID. Epidemiology of hepatitis B infection in

10

11

12

13

14

15

16

the Western Pacific and South East Asia. Gut 1996;
38 Suppl 2: S18-23

Norder H, Courouce AM, Magnius LO. Complete
genomes, phylogenetic relatedness, and structural
proteins of six strains of the hepatitis B virus, four
of which represent two new genotypes. Virology
1994; 198: 489-503

2001;
11: 56-60
Naito H, Hayashi S, Abe K. Rapid and specific
genotyping system for hepatitis B virus corresponding
to six major genotypes by PCR using type-specific
primers. ] Clin Microbiol 2001; 39: 362-364
Liaw YF, Leung NW, Chang TT, Guan R, Tai DI, Ng
KY, Chien RN, Dent J, Roman L, Edmundson S, Lai
CL. Effects of extended lamivudine therapy in Asian
patients with chronic hepatitis B. Asia Hepatitis
Lamivudine Study Group. Gastroenterology 2000; 119:
172-180
Leung NW, Lai CL, Chang TT, Guan R, Lee CM,
Ng KY, Lim SG, Wu PC, Dent JC, Edmundson S,
Condreay LD, Chien RN. Extended lamivudine
treatment in patients with chronic hepatitis B
enhances hepatitis B e antigen seroconversion rates:
results after 3 years of therapy. Hepatology 2001; 33:
1527-1532
Lok AS, McMahon BJ. Chronic hepatitis B: update
of recommendations. Hepatology 2004; 39: 857-861
Stuyver L], Locarnini SA, Lok A, Richman DD,
Carman WF, Dienstaq JL, Schinazi RF. Nomenclatu
re for antiviral-resistant human hepatitis B virus
mutations in the polymerase region. Hepatology
2001; 33: 751-757
Laras A, Koskinas J, Hadziyannis SJ. In vivo
suppression of precore mRNA synthesis is associated
with mutations in the hepatitis B virus core promoter.
Virology 2002; 295: 86-96
Kim HJ, Yoo BC. The prevalence and clinical
significance of precore and core promoter mutations
in Korean patients with chronic hepatitis B virus
infection. Taehan Kan Hakhoe Chi 2002; 8: 149-156
Sendi H, Mehrab-Mohseni M, Zali MR, Norder H,
Magnius LO. T1764G1766 core promoter double
mutants are restricted to Hepatitis B virus strains
with an A1757 and are common in genotype D. |
Gen Virol 2005; 86: 2451-2458
Chen CH, Lee CM, Lu SN, Changchien CS, Wang
JC, Wang JH, Hung CH, Hu TH. Comparison of
sequence changes of precore and core promoter
regions in HBeAg-positive chronic hepatitis B
patients with and without HBeAg clearance in
lamivudine therapy. | Hepatol 2006; 44: 76-82
Tacke F, Gehrke C, Luedde T, Heim A, Manns MP,
Trautwein C. Basal core promoter and precore
mutations in the hepatitis B virus genome enhance
replication efficacy of Lamivudine-resistant
mutants. | Virol 2004; 78: 8524-8535
Carman WF, Jacyna MR, Hadziyannis S,
Karayiannis P, McGarvey M], Makris A, Thomas
HC. Mutation preventing formation of hepatitis
B e antigen in patients with chronic hepatitis B
infection. Lancet 1989; 2: 588-591
Kuwahara R, Kumashiro R, Murashima S, Ogata
K, Tanaka K, Hisamochi A, Hino T, Ide T, Tanaka
E, Koga Y, Sata M. Genetic heterogeneity of the
precore and the core promoter region of genotype C

www. wjgnet.com



. BCP PC

HBV DNA

3513

17

18

19

20

21

22

23

24

25

hepatitis B virus during lamivudine therapy. | Med
Virol 2004; 72: 26-34

Shin JW, Chung YH, Choi MH, Kim JA, Ryu SH,
Jang MK, Kim IS, Park NH, Lee HC, Lee YS, Suh
DJ. Precore stop codon mutation of hepatitis B virus
is associated with low breakthrough rate following
long-term lamivudine therapy. | Gastroenterol
Hepatol 2005; 20: 844-849

Okamoto H, Tsuda F, Sakugawa H, Sastrosoewignjo
RI, Imai M, Miyakawa Y, Mayumi M. Typing
hepatitis B virus by homology in nucleotide
sequence: comparison of surface antigen subtypes. |
Gen Virol 1988; 69 (Pt 10): 2575-2583

Norder H, Courouce AM, Magnius LO. Complete
genomes, phylogenetic relatedness, and structural
proteins of six strains of the hepatitis B virus, four
of which represent two new genotypes. Virology
1994; 198: 489-503

Magnius LO, Norder H. Subtypes, genotypes and
molecular epidemiology of the hepatitis B virus
as reflected by sequence variability of the S-gene.
Intervirology 1995; 38: 24-34

Stuyver L, De Gendt S, Van Geyt C, Zoulim F,
Fried M, Schinazi RF, Rossau R. A new genotype
of hepatitis B virus: complete genome and phylo-
genetic relatedness. ] Gen Virol 2000; 81: 67-74

’ ’ 1

2005; 13: 95

Chan HL, Wong ML, Hui AY, Chim AM, Tse AM,
Hung LC, Chan FK, Sung ]J]. Hepatitis B virus
genotype has no impact on hepatitis B e antigen
seroconversion after lamivudine treatment. World |
Gastroenterol 2003; 9: 2695-2697

Kao JH, Liu CJ, Chen DS. Hepatitis B viral
genotypes and lamivudine resistance. | Hepatol
2002; 36: 303-304

Westland C, Delaney W 4th, Yang H, Chen
SS, Marcellin P, Hadziyannis S, Gish R, Fry ],

26

27

28

29

30

31

32

33

34

Brosgart C, Gibbs C, Miller M, Xiong S. Hepatitis
B virus genotypes and virologic response in 694
patients in phase III studies of adefovir dipivoxill.
Gastroenterology 2003; 125: 107-116

Mayerat C, Mantegani A, Frei PC. Does hepatitis B
virus(HBV)genotype influence the clinical outcome
of HBV infection? | Viral Hepat 1999; 6: 299-304
Locarnini S. Molecular virology of hepatitis B virus.
Semin Liver Dis 2004; 24 Suppl 1: 3-10

Kao JH. Hepatitis B virus genotypes and hepato-cellular
carcinoma in Taiwan. Intervirology 2003; 46: 400407
Chan HL, Hussain M, Lok AS. Different hepatitis
B virus genotypes are associated with different
mutations in the core promoter and precore regions
during hepatitis B e antigen seroconversion.
Hepatology 1999; 29: 976-984

Lindh M, Hannoun C, Dhillon AP, Norkrans G,
Horal P. Core promoter mutations and genotypes
in relation to viral replication and liver damage
in East Asian hepatitis B virus carriers. | Infect Dis
1999; 179: 775-782

Orito E, Mizokami M, Sakugawa H, Michitaka K,
Ishikawa K, Ichida T, Okanoue T, Yotsuyanagi
H, Iino S. A case-control study for clinical and
molecular biological differences between hepatitis B
viruses of genotypes B and C. Japan HBV Genotype
Research Group. Hepatology 2001; 33: 218-223

Kao JH, Chen PJ, Lai MY, Chen DS. Basal core
promoter mutations of hepatitis B virus increase
the risk of hepatocellular carcinoma in hepatitis B
carriers. Gastroenterology 2003; 124: 327-334

Hunt CM, McGill JM, Allen MI, Candreay LD.
Clinical relevance of hepatitis B viral mutations.
Hepatology 2000; 31: 1037-1044

Liu CJ, Kao JH, Lai MY, Chen PJ, Chen DS.
Precore/core promoter mutations and genotypes of
hepatitis B virus in chronic hepatitis B patients with
fulminant or subfulminant hepatitis. ] Med Virol
2004; 72: 545-550

ISSN 1009-3079 CN 14-1260/R 20074 AL TH: A4 Nt A4 &

WJG 2006

)
0.834

AR 20064 World Journal of Gastroenterology (WJG)I S 515K K3576, A% J& 41723 R op [E Rl 4
WG AT R EE 1947, PIRIES 22228 R FI A0 28 142, 20064 WIGHI MK 14 0.834, W RHE #2528 Fh
W74, BIAEFRFR0.134, fh5]2€0.77, HiX 126, 41830 110.40, #/MECL0.78, A BN HEF£0.75.
(St %A 2007-11-15)

www. wjgnet.com



HREARLHLT
wcjd@wijgnet.com

9

2007 11 28 ;15(33): 3514-3517
ISSN 1009-3079 CN 14-1260/R

CLINICAL RESEARCH

EEIERRRREABREEERT S

A,
N

50

1%

s

80%

1350005
350005

, 350005, 20
, lgc673@yahoo.com.cn
1 0591-87982327

: 2007-06-07 : 2007-09-25

Mutations of the cationic
trypsinogen gene in patients
with hereditary pancreatitis

Qi-Cai Liu, Feng Gao, You-Shi Xu, Feng-Qing Wang,
Yun-Zhen Pan, Qi-Shui Ou

Qi-Cai Liu, You-Shi Xu, Feng-Qing Wang, Yun-Zhen
Pan, Qi-Shui Ou, Department of Laboratory Medicine, the
First Affiliated Hospital of Fujian Medical University, Fu-
zhou 350005, Fujian Province, China

Feng Gao, Department of Pathology, the First Affiliated
Hospital of Fujian Medical University, Fuzhou 350005, Fu-
jian Province, China

Correspondence to: Dr. Qi-Shui Ou, Department of
Laboratory Medicine, the First Affiliated Hospital of Fujian
Medical University, 20 Chazhong Road, Fuzhou 350005,
Fujian Province, China. 1qc673@yahoo.com.cn

Received: 2007-06-07 Revised: 2007-09-25

Abstract

AIM: To identify the mutation character of
cationic trypsin gene (PRSS1) in the patients of
hereditary pancreatitis (HP).

METHODS: Two Patients with hereditary pancre-
atitis, five exons of PRSS1 gene were amplified by
PCR and it’s products were analyzed by sequenc-
ing, related clinical data were also collected.

RESULTS: Two patients of the HP families
were found c.415 T > A mutation. It's members
showed symptom about 16 years old.

CONCLUSION: PRSS1 gene c.415 T >A muta-
tion may be an factor associated with hereditary
pancreatitis.

Key Words: Hereditary pancreatitis; Mutation of
PRSS1; Characterization
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Abstract

AIM: To investigate the epidemiological
characteristics of peptic ulcer in the Beijing area
and its relationship with Helicobacter pylori, and
to provide a theoretical basis for the treatment
and prevention of peptic ulcer.

METHODS: To analyze the clinical data for
active or healing peptic ulcer, diagnosed by
gastroscopy in 29 hospitals in the Beijing area
in 1999. This was a retrospective study using a
standard questionnaire. The following associa-
tions were analyzed: sex, age, blood type, oc-
cupation, living habits, drug use and H pylori
status. The diagnosis of H pylori infection was
reached by using one of the methods as follows:
rapid urea test, pathology, BC-urea breath test
and culture.

RESULTS: The detection rate of peptic ulcer
was 13.83% by endogastroscopy in 58 546 pa-
tients. 3182 patients (2328 male, aged 17 - 86
years) were included in the final analysis. The
ratio between duodenal and gastric ulcer was

2.81. The highest prevalence rate was in the 40-
60 years group. The average age of patients with
gastric ulcer was about 6.4 years higher than
that of those with duodenal ulcer. Prevalence of
peptic ulcer was significantly higher in patients
with blood type O than in those with other blood
types. Prevalence in smokers was significantly
higher than that in non-smokers (P = 0.012). 1644
(54.9%) patients were found positive among the
2992 who were tested for H pylori infection in
1999. There was no significant difference in rate
of H pylori infection among patients with differ-
ent types of peptic ulcer(P = 0.72). 1660 (81.3%)
patients were found positive among the 2042 pa-
tients who were tested for H pylori infection when
they were first diagnosed with peptic ulcer. It was
found that the recurrence of PU associated with
H pylori infecting status and the selecting therapy,
after the Logistic regression analysis.

CONCLUSION: Detection rate of peptic ul-
cer has decreased in the Beijing area. Detec-
tion of H pylori infection in patients diagnosed
for the first time with peptic ulcer is very
high, but detection was lower in patients di-
agnosed in 1999. Age, blood type O, smok-
ing and H pylori infection are risk factors
for peptic ulcer. Non-standard therapy and
H pylori infection are associated with peptic ul-
cer recurrence.

Key Words: Peptic ulcer; Epidemiology; Helico-
bacter pylori
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FAMPUR IR R19.95%
16.04%", {HIX2 K47 9 2% I A 38 oK T i
PU 35 Wy | VBT & (Helicobacter pylori, T Fy
H pylori) G500, TI20004F 4 B 27 253
A9 43 2 b 5T 5 2 L2 b 5T XA [A) 45 42 1)
29K BEBEREAT T 83 IRPUMAT I I fx, LA T
filt 16 X P U R T i A L S S
H pyloriJ& L8 &,
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1 MRFGE
1.1 X A6 L XA R SR R 129 K = B, LA
1999-01-01/12-3 14552 B ik A (1 B VE il &
PG, W EE N HS IE S IR A P UCA
BRI R A ) B AT S — R RLTEA
) 45 1 2, ShHR U2 BRAb.
1.2 SR F R A 5T 7. AR B
R ST 0 5 L AL RIIE, 2 R HE ARG
(W4, YRR, HAERTE], B, AT, A, SC
PORERE, TAEMER, W, R55), B IRPUS W
THOLERIZ I R], PURPSE, 20775 20, 180 S
% H pyloriiZ Wi KR OLAE), Figil (B E
SCBER5 28 50 AR S, BEAE VAR IT IS DL
BREIRTT, [ 29, TR, Va7 e X R
TEHEAHIFI(PPI)IGI7 DU 2 wk, 1677 GU 4 wk; H,
ZAEFEPUHIAITDU 4 wk, 18J7GU 6 wk), PUK
R (R R R) BB, IR PUS R DL Bk
HIZWPUR &, sl A PURRIRFFEEL wk, ik
2y JG 55 I o 52K, PUSH pylori G155
A(19994E B BIE WPUIH pyloriEHtE i, 1
ST, WY R, HErPURES(IRARRZ, If
RAE, FrIFIESE) 7K, SRR 174008 7%, BFR
W H pylori &S5 Wi 715 ARG O IR 2 R |
JHEg L KRB TREAH pyloriiigi. T
A g (B U A 5, DO o) B S8 S R A i
ERAE G —E. IR AT — TR W BH 1 4 B
H pylorii&Jx.

G HEAL I SAS6. 128443,
YRR HAGS, TR K%, 23
3K Logistic[a 53 #T, P<0.05I\ A AFAESR

i,

2 BR

2.1 PU 1999-01-01/12-31Z i 52 i 4k
UM X 295 I B ML gk AT 1 A B 64 37341, Horp
Jeat X 2 58 54641, fr AL HiX PU 8097
Bil, K H RN 13.83%. AU 7 S (AT i A
318247, H3143F1 8 EPURA, H it
(GU)792451(25.2%), + —F5 itz (DU)22224
(70.7%), W& 150925 18451(0.6%), 52t sz 111451
(3.5%),DU : GU=2.81: 1.

2.2 PU 7E3182491 i v 5523238
B, L8549, Y 1 L h2.73 1 1(P = 0.084, K1).
TE AR N 17-86%7, LL40-60% 53 s Hi R
(P =0.001, %1). GUPAL4FERR52.5%, DU
Fi46.1%, GULDUE I K6.4% . AN
IR KA e Bl 2 ) A 2 25 1 22 (P = 0.006, K1),
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e ot sl St 2P
o NEH EaE _EsH O RE BB

294 274 898 731 17 83 31 2328 9.695 0.084
119 105 297 296 1 28 8 854

() <20 7 7 18 10 0 4 2 48 99.84  0.001
20-40 144 123 252 185 9 32 30 775
40-60 168 146 484 450 7 49 6 1310
>60 94 103 441 382 2 26 1 1049

(e} 142 131 448 344 1 41 13 1120 39.13 0.006
A 101 90 328 246 8 26 5 804
B 60 59 142 161 2 21 9 454
AB 87 76 180 198 4 18 9 572
23 23 97 78 3 5 3 232

220 171 598 467 13 49 25 1543 1067  0.384
157 159 516 425 4 43 9 1313
36 49 81 135 1 19 5 326

207 175 561 497 8 56 0 1504  29.88  0.012
206 200 619 522 10 54 0 1611
0 4 15 8 0 1 39 67

232 191 557 514 11 56 0 1561 23.65 0.540
180 185 555 501 55 0 1483
1 3 83 12 0 39 138

Horp DLOR I 5 22, WRONR & B S v T RO
(P =0.012, 1). fixi )3 55 8h& Rtk )55 84 1F)PU
R 2P = 0.384, K1) LA & AR &
FIPUKE R P = 0.54, R DB L EEM =R,

2.3 H pylori 7E318241 42992151
(94.0%) H B 52 JH pylori B4 I ] 25 (F8 1999
FEHBIZWPUR), JLrP BT 164441, BAH:24
54.9%. GUBEH pyloriEYHy % 453.9%,
DU HH pylorlE Ik %0 55.6%, &7
BEH pylori &R 2% 453.9%, % MPULEH
[HIH pylori &3 (T H 30 0 35 1 22 57 (o = 0.65,
P = 0.72). 731824 th 431436158 T 15 X2
WiPUINH pylorfi &G HLR A, Hrha2042017E
T IREWIPUN AT TH pyloriB4x ik, FH 2
166011, FH:#681.3%, T JR 2 W FH 1132481,
2 KT BH 489451, C-JR I BH PE22451,
H pylorr}5 7 9.

2.4 PU 3182411 47306911 1 55
TPUJFRAE MR AN B, Horh Wi 1613
11(20.0%), PU%ZEFL2241(0.7%), W5 ALTE K S 1451
(1.7%).

2.5 PU HHOTHIEH Y AEH
VR K 2 IRPUS K. SR 5 R 25 (0] ) 43 BT
IRPUR KR BIPEZ T Aotk Fi%40-60% [ 5k &

e RIS A, i) 57 s W R i A ) 95 5
&, AR LAY PR R AP U R G W) 72 e (R
2). SRR R, TAEME A AL S, SR
HLogistic[m 15047, PURE K 5 AMITEIEST

H pyloril& Gk} H pylori R AR FRAT 3 KR (ER3).

3 e

H 19834EWarrenfIMarshall i 7 L s A H
RIS RARAS 4y BB IR IMH pyloriIRY, N
TN} B WpdE s RTS8 5T I
—T. H pylori{)fi K& WarrenF1Marshall
ZR3K T 20054 LV DUR BE 2 AR B2 4 pU
ST IR WA I 2 K, H pylori& 4 5PU
VARG B ST R B VIR G, WRBRH pylori & if)y
H pyloriFHHEPUSAT 21697 J5ikP, nlLAw
BRARPUM S R AT, BB AMIRPUR L
G 7 B 1 SR ORI IR, 7E1R 22
XPUM A RO FREEAS. Nervi er al'™
e RN T (PadovafiParma) 73 il idt
AT TPUMWRATH 7, BFR4 R Eor, 567
H pyloritARHILL, AT 10T IRH pyloriilFR
HITIRIAE, PSP U & 23 I 12.7%
Fi115.6% F 14 %56.3% (P<0.001)F112%(P<0.001).
Sonnenberg!" S BRI LA A Wk HH LLAM ) [ 5 70
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H X BIPUSE T2 43 B BEAT T [l i vk A 5, F
FE R W IR, J0 i A 1R RO L 2 78 BR 9 LA
(X, BEFE B[R] TR, PUSET- 3 BRI
W &S, b E BRI E  TH pylori
AR BR. AV A 29 K BE BE AE 19994E 14E Y
58 S46fl4 52 B B AL A 1) b p{ L X &, PU
(KT H 2 0 13.83%, 5 4k 50 X BE A 1R 5 IR
WATI 2F A 1977-19864E 7] F11984-19934F
) 8 A5 (P UAS Y %19.95% 1 H116.04% A1 LE,
S N B9k pyloriflBRIGTT 1E
rh R K T BE O T EP UK H R BRI
BE . AP U, LADUR R h s W, 1
H pylori&G 5DUR K R E N EY), AR
1, DU : GUA2.81 : 1, 1M11984-1993 4 a] ) i
DU : GU#3.27 : 1%, #/RDURI KN X 5GU
FH LG B B S, X I R X P U B R H
H pylorifRR6YT 75 %05, PURLH 2R B 1) JR A
Z—.

AU R, PURE R 5AHEIGTT (W
RATH AR FNGTT, ST AL H pylorilk
W 5H pylori KRR BE KRR, EARTRAER
3182 & A7 204261 7F 15 ¥k 12 Wi P UK AT
T H pylorrBE3 k00, FHIE#81.3%, 15 240t
FARGE AL, BLE19994F JE 5 1H pylorif
PRr 1299241 58, H pylorifBHTERAL A
54.9%. K T-H pylori &L KL H R AE BN B
ERRAR B S, L H TR B A AT AR K
PR, DA LA, R 1 Ak
H pylorilii TAEME, LLEUEH pylori &Lt
Kt e BB AR T ek, JUILEVE 7 E K
o H R D ARIK. A 19994 FEH pylori
PR H R RIE IS H DU P A% ()&
T H B AR WA pyloriky & 12
Yy, WPPL. B Uiz F 4, X254 ny ]
H pylori 1. i FBUBR B E5 5, 514PPIAT
{877 P pHE =1, AT AT e 5 3500R 22 W s 1 B AR,
A7 PR FE WA ARG S AR B 1 45 U 19994F
BE5EIH pylori &A1) 3 i A 1790711
HPUKR KB, XU HAG ] GE4E Bk A
A2 AT IR k254, 33U pylori
ST A I BEAR. (2) BB ek A i 9] Hh L
b BV A i, S BOR IR 45 R YT
KN (3)H pyloriky T 7 IBUKTEAR, £
19994 i [F Py 22 $i 407 5K H o — 7 A il i
FLrp DU R 2 B0 N ), 1T AR
— 5 (B PR B, T L T RE R UM,
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EXNBEN AR P 95%Cl

0.9989 0.0002 0.001 0.9984 0.9993
0.9979 0.0004 0.001 0.9971 0.9987
1.1907 0.0276 0.001 1.1378 1.2460
1.0119 0.0102 0.242 0.9920 1.0321

BEXNEKR ER P 95%Cl

3.2783 0.3136 0.001 2.7178 3.9540

PPI 0.9981 0.0027 0.472 0.9928 1.0030
H, 0.9890 0.0002 0.251 0.9714 1.0070

H pylori 1.1755 0.0364 0.001 1.1063 1.2490
H pylori 1.1541 0.6446 0.001 1.0698 1.2450

ANBE S A I O, A2 5 B B 2 1 1
. (4)FE B R SEHT 25 (NSAIDs)AH G HEPUE .
NSAIDsHIH pylorif& G & PUR AN AT & DA
F0 BHAENSATDSTE IR I 34 I, JAR G
PEPUR A Z AL N, AT 23U pylorikfl bk
PUKS H ZAH XS FEAC, (HAHIEST ) 4 TP AR i ok
W REFNSAIDsHR AL, 1A AR IR 5 1)
AR

e IR TAEH A T3 SH pylorii& 4t th
R, UHBGEPUIRIT CR, WAPUR K, vl R
DL 73k ()70 A o i 8 a2 ik fe ik i
B EH pylorif 2254, (2)24 B34 R —
Pl TIN5 S A PR, 7ERT RS Ol T 4 UK
2 BT E A TR, WIS T3 B 22 e
BiFE. BeMC -RERIEE B B H pyloriZs
E P A I 2N VLA TR, %o T A DA A
P = T INH pylorrEUE G (1) I3 2F A I 5
s, WAl I FH pylori BVE B G622, 3)x) 1
H pylorifa & PIVER 82, fEPUIRYT 45 HI5 255
1 mo, TR H pylori|E G WA AL 2, LI 2 &
1F14EH pylorii&Yx.

ARV FE IR, 40-60% 2 M #HPU
o b i v, DI PERRE E T MR, R
AR R R, ORY i £ g I I v At i
R XL R Z MR HAAAE—E KR,
5 2 2 S A B WO AT %, AT Ay Tk
—3BWE5Y. Borody et al™Bfii M ERH pylorif\)DU
BH3E, LwBERMES S, WARAKIDUK
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K. MAEAAFAEH pylorilE G B T AR AL
A LA — ML BP U fi [ R 3P0 (1
Konturek ez a/ WIHIFGTBIRH pyloril&ys. 4
W R AEPUR A& ke 2R . O I
BEPURIN R = ] e 5 1A 5 BH pylorify
XK. BWIRKIH pyloritr 5 A b R 5 e f
R 5 s 454 Lewisb
M HTF RIS FhRF 32 AR, T OB I =4 4
RIMLIE 2 IR 24K, T 08 i & 5
RH%H pyloriE4?. 5k, AWF5EFPUIR K
E KA H43 39) T A TE H 1120.0%, % 9L0.7%,
RS 14511.7%. 55 1984-19934F [k 5T M [X 5527
TATI 7 A P ALTE H1T.21.84%, %7 L1.58%,
FHB2.04%AH LR, ¥ RN B, X fEs
H pylorifRRIG5T (185 A1 K.

AR R PR, bR X PURIAS H 26 K&
HIFRAER) BB, H pylori &G H %
1R | A2 WP U I & T B AR, T 7E
19994F FEFRIASL H A AR, AR, WM. Ofdifn
FH pylorilE R EPUKRNIER K 2. PURE
REZMHAFEAK, M 5H pylori &I 5%
RIUHKEY), PUIME R A IG 7 2% UIAH
K, POREATS TG EPUMIBH A TAEH B 244 &
H pyloril &R AR ER, EPURGRYT S
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Abstract

IxB kinases (IKKs) are vital components of the
nuclear factor-xB signaling pathway, which
play an important role in innate immune and
inflammation responses. The newest member of
the IKKs is IKKg, which has similar functions to
IKKa/B/y and can act as a regulator of caspases
by interacting with IAPs. Therefore, IKKs are
a determinant of IAP level, and establish the
threshold of activity required for the execution
of non-apoptotic caspase functions.

Key Words: IKKe; caspase; Apoptosis
Zeng P, Deng H, Liu LM. New member of the IxB

kinases: IKKg. Shijie Huaren Xiaohua Zazhi 2007; 15(33):
3524-3526

IxB (IxB kinases, IKKs) NF-xB

]

IKKa/Bly , IKKs , IKKe
IKKo/Bly ,
IKKe
(inhibitor of apoptosis proteins, [APs)
caspases , caspases

K18 IKKe; caspase;

s s . IkB o IKKe.
2007;15(33): 3524-3526
http://www.wjgnet.com/1009-3079/15/3524.asp

035

IxB#HE 7 % (1B kinases, IKKs){F A NF-xBf5 5
IRATIR OB I I, A8 56 R A S 98 DA R 98 Y.
TR FEE SR . AT R I TK K S5 1 A fe
HEAE T BUKK o/ By &1, IKKo/By R &
REBEIR A IB_E IR € A7 i1, ATl IkBodz 24k
I AR F AR PR, BRI BXYNF-x B
. U 25 BN F-c B A IR B N\ 40 k%, Bos +
PR AFN) %, I I 8200 56 R A T g LA
K RNE S N, AH S Bl AR TK K S50 i A TK K e 1)
RIS T REWT T EIABIER N, STKK K%
YEH B RA TR BR T NF-«BAF 5 1% 12

1 IKKe TR M o RAISSAE R N PEVWER
Peters et al' R ILF| Wl Fig(phorbol esters,
PMA)CBEI AN, BRIKKo/BiyE EHILASN, iE
TEE APk BB E &Y. XM ESWEE
— A BT Ik BIANE: IKKe.
Petersetifl i X 2 3 1R 13 41 (1) 43 B A B,

FEN A Sy 1) AR ABAA 55 05 4 55— AR K 1 8 2
RE &b R, T 7 C oA i JU) 2 — A 8 e - R e A6
(motif). 7T A Id K BRIK K e 5 234 1 iR o

JULL AL 1 4 6 DA% 3 A T 40 17 4 L A
IR 5T 45 SR AR W IK K e T fE -5 TKK o/ By L
B RIAEF, 7540 M 2 RN G2 BT J
R AR . 2 5 IS5 th A3 23— DHE

www.wjgnet.com



. kB 1 IKKe

3525

52, DhRe S5 MR I AR TIIK K eX) T TNFa LA
JIL-1381215 S IINF-« BIFAL 2w EL /N, S6E
IR A H 16 77 X LT P ML A 55 1 T 40 M 52 446 (T
cell receptor, TCR)#& /% T HLif AL, IKKa/B/
y il AR A Ik Bou b [ 55 3247 22 % R (Serine 32,
S32)F1 453647 225 Wi (Serine 36, S36), ML
IkBolZ Z Ak, T4 IIKKefE AN S5 b 2 e
121632, TMiAEA HIPMAAL B[ Turkat T4
HIm] DL %% 5 S32/S36 5 TK K et A 7= A= f fi St
PLE AR A UHRIE RS 28, 7T BE AL R YR
PERITK K eids et 8 - Az (1 7 N E e sk A4
T IkBa S36.

HATAHTK K e D BE TR, el S5 i
MEAEHW W50 7. B, 4 MR
/NG T 5 T — o A ) Al M N A S R 2k
FARPTIE #2155 (mitochondrial antiviral signaling,
MAV S)#E 15, MAV Sl i CA bt — A5 157
JK s i (transmembrane, TM)%% K43k 52 A7 T2 Hi
M, XA IEIE A RIS — N2 5 e R
PGP FH JE N I Rk B (. 3E— P IEA
RIKK en] HMAV S i o T2 s, 2]
MAVS 5IKKer] ekt T-[F—15 Fig1e, Jf HIKKe
BIEMAVSHEZN NN Y2 —. LB % 0
FE(HCV)IH-ELS K (nonstructral, NS)&K FINS3/4A
L AE S MAV SR 52 7 T Lo bt s M, JEFRIH A
R IS Tk S AT MU R 35 P9 1) 55 508067 2
2R (Cys-508), MITIEAMAV SIAEY) 2 Thik
A KAMAVS 5IKK e [ A HAEH], 2N =21
I RGP, IKK e HC VR BEAN i 2 1) 8
2, R TK K e 7 5% Ak i F1 48
SR AR A

Kravchenko er al''[f) 586 45 FA K 1, TKKe

AR EHENF-« BfE 52 5 5 s — &K &
(1 56 R H 8 RN G [ AR 5 ik 4% C/EBPIRAE
(R BERR 4. ZER L PSALFIK K e /-0,
C/EBPAIEAL LA K C/EBPIRIE s 1 ik 25 A, 1]
I}, C/EBPR/AILfig 4% SIKKel H 3 1454,
& TR AEAEAS TR I S S R T WL, e T —
AR BINF-kBig 15 5 C/EBP#: A2 AH I IBE 1) B BEAIE
. KK e P H B A 56 R G FH 9 S N, IR i
BT B 7 ).

2 IKKe3@IZIAPSIETI caspasesINEE

caspases M T {F 5B REZENELL —,
KT AT # . caspasesHIH H 5 B ig
PR B T4 RS RE B A B . TR
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1401 %)(inhibitor of apoptosis proteins, IAPs)
AETE I BIRML Y LK 55 B A LR ING L7 5
caspasesZi A, [ FHRINGH 7455 E272 %
TR, Hi{fcaspasesiz &1k, JF#i R
T T A 65 it AT 410 561 400 I 0 T % i 2B, TS 4
WIAE TP, B3, Kuranaga et a/™RiF 52 B
IKKe(Drosophila IKKe, DmIKKe)gEM H %5 1
WiIAP1(Drosophila TAP1, DIAP1)45 & HAf 2
R4k, R FIDIAPL K 2= T Hililcaspasesii #E
3, At TR T X RIS AT
IK K e ] GeH4 1l A 40 Ml s 1) o — M usiiss. |
&, HAMDmIKKeid X5 E B — @ i
FERN A2 HBR B TR A, 1E 5 Ju [ i
(R B AN A LA | 4 B v 1 B S 1R s,
DmIKKe 5DIAP1 Mcaspasest < 1) -5 H i1
AIREAN s TR, BB S R IR, TAPs
Ficaspases) L H AR B TR 15 5 1%
1, AT HAT R A R . TEESK
AR T Y. 1 Oshima er a/t' R B
DmIKKen LR AHIDIAPIRIGAL —F A 46
caspase(apical caspase): 75 7 #b 70 45 4k 11 SR g
caspase(recruitment domain-containing Drosophila
caspase, DRONC). —7J71fil, DRONCHJ DLt i 3
tt.Shaggy Pl i) — AN WA, 25 Jhi s
SE AT 2 4; 51— 7718, DRONCIERELLIR]
Fe i) 77 N RSN B E (F-actin) (AT, A
RAEXT A ML TE A& R A R . SEIe W3, 71
DmIKKeik F Ik i) U4, <l R G450
LA S 3R L, T AR IA Tl e 45 1 38l 2R 11 98 A
HIDmIKK e 40 M, N3hE [ 40 B 42 (actin
cytoskeleton) )4 5E PE W B 0 . IX Ak — 2
UL T BAR I R D mITK K e ] LA i 141 11
DIAP1 TS 5554 W caspases(effector caspases)
PR 1, H HG S 20 0 AR 5 D e A 2 R) %
{EH T ZIDRONCI A Uficaspases, KEZM4H
JHIE W TE AR IR R A DA S A AR BE AR kA,
TDIAPUEH AERGE, AW 5K 20 24730
min, FIEDmIKKen] DUl 2 HIDIA P %5
K caspasesPiE MK R fifcaspasesZ 5
AR TR (A D).

3 &t

IKK el &I THF 9 IAPsHcaspasestE IEIH T
MRS ) 1E 5 40 A A AR, TR
o HUAAR 2 R S22 RN S 0E S I 1) B 40 R
L BRI, FEIKKeIWFT I R TRV 2

MAVS

IKKeg

IKKeg

IKKe
MAVS

IKK¢g

1kB
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HCV dsDNA

l IFN

1 KKeTFHRZE.

MR A il . A ABOE TIKKe? X2 H AT
B RHIBER. Tojima er al™™{EHEK29341 g h &
B, M /NAT AR AR K IR - (platelet-derived growth
factor, PDGF) 1] LLid izt 25 1 3 C(protein kinase
C, PKO)MIHFIKKe. {HFR TMAVSEPKCAE, H
BT WA 2 e 0 A HAR I s g At HR, 78
caspases = AR T2 DI Re 5 5 & 42+, DRONC
(M Py 2442 Bir A2 EDRONC
AFCARI AR LB s 1, (H 2 3 FLHAH
HAEH S 50 TS E. BEETIT
ANBHRN, IKKelf) 5 2AE DRt —0 B, X
A B 5 A0 T 2 DR 2 AR 98 S B AL L &
caspases({ I REFFRE T 487 1 Ak,
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Abstract

AIM: To evaluate the effect of up-regulated
expression of peroxisome proliferators-activated
receptor (PPAR)y on hepatic stellate cell (HSC)
apoptosis and proliferation.

METHODS: The rat hepatic stellate cell line
(HSC-T6) was cultured in DMEM, and treated
with PPARy agonist 1, 2, 3 umol/L 15d-PGJ2
for 24 h. The proliferation rate for HSC-T6 cells
was determined in 15d-PGJ2-treated and control
groups by the MTT colorimetric assay. The cell
cycle and apoptosis ratio were measured by flow
cytometry.

RESULTS: The expression of PPARy mRNA in
HSC-T6 cells treated with 1, 2, 3 umol/L 15d-
PGJ2 was increased (0.513 + 0.031, 0.697 £ 0.018,
0.674 = 0.032 vs 0.198 + 0.021), and the prolifera-
tion of HSC-T6 cells was significantly inhibited
by 15d-PG]J2, especially at a concentration of
2 ymol/L (54.6% + 11.1%). In addition, flow
cytometry suggested that the apoptosis was
significantly increased in HSC-T6 cells treated
with 15d-PG]J2.

www. wjgnet.com

CONCLUSION: Up-regulated expression of =
PPARy can inhibit proliferation and induce
apoptosis of HSC cells.

Key Words: Peroxisome proliferator-activated re-
ceptor y; Hepatic stellate cell; Apoptosis; Flow cy-

tometry y(PPARY)
Chen R, Yang SL. Inhibition of proliferation of hepatic

stellate cells by up-regulation of peroxisome prolifer-

ator-activated receptor y. Shijie Huaren Xiaohua Zazhi PPAR{/
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HH:
V(PPARY)
Tk HSC-T6
, 1,2, 3 umo/L PPARy
15d-PGJ2 24 h.
,24 h
RT-PCR
PPARy mRNA , MTT  HSC
, HSC-T6
Z£%R: 1,2,3 umo/L 15d-PGJ2
HSC-6 PPARy mRNA

(0.513£0.031, 0.697x£0.018, 0.674
+0.032 vs 0.198+0.021). MTT

15d-PGJ2 HSC-T6
, 2 umol/L
(54.6%+11.1%).
15d-PGJ2
££i%: PPARy HSC-T6

S AR Y;
. PPARy
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PPARy

PPARy

035l

JEET 4 Al 2 % Aol i XL 75 1 2 £ 488 42 S 45405 P L
A7 1R B R R AR A0 ML P U . B e A
P AN R BT DR 2 JH £ i Al 1) BT AR
125 WEE BN AP b 2 P PPAR YR IL W]
BN, SRR AR ADOCRY. A
B AP PARYATAE 2 R G A& S 0% 40, R EBUR]
53 R BB R R SR B AR Y K28, PPARY
(RN AR 2 4 1y 41 IR 2 AR ™ 4, WP GD2,
PGJ2, 15-deDxy-D12.14-PGJ2%%. F 4k, ANHIFI
JE TR« AEAGAIG A B2 IR £ 13t ) A W PPARY
(R RARFCAR, R AEARATT 0 AL AR . FRAi i it
PPARY(H345I7115d-PGI2 L IHPPARy# ik Wi 52
FOXTHSCHETEIH T2 (560, B AEER I HOAHSCHY
SELR TR AL, AR kR S PR T dEd iR
J7 R SR SLR.

1 MRS

1.1 KB AR N MO RRHS C-T6I [ _F itk
P22 K 2E PR IT ST BT, PPARY I Z) 7115d-PGI2
JEE CaymenA H) 7=, W HMEAF BT
FRIETEIN, FHEARANETT-20C LA R4k
KA Promega /s w7 . K UM AR 40 bk
HSC-T6A KRR 2004 100 mL/L/N A= IfiL i A
1X10° U/LE# %, 100 mg/LEE% ZMDMEM
REFRWrh, #£37°C, 50 mL/L CO,. /KHIFIZ53%
PA&AT T TR IR, /- A4, 15d-PGI2
A FRAL. AbFRA AR 354, 2, 3 umol/L
15d-PGJ2, PAAS T2 #yii in 45 44 AR 1) JG I3 35
FEFHE AN A

1.2

12.1 RT-PCR  PPARy mRNA AT X
10°40 3, 4% TRIzo BAFI G U8 15 FH 251 L
SRNA, MERNARHSE S AR 3 5% VA&
P2 AT G B, K 3 5% =45 uLIn APCR
SN, PCR VAT R : 10 X buffer 5 pL, 25
mmol/L MgCl, 3 uL, H 514 %-2 uL, 10 mmol/L
dNTP 1 pL, HTCHEKANE20 LA, PCRIAY
ZAF 195 CAES miniT, 295°C 1 minZet, 55°C
1 miniB K, 72°C 2 minfZE30 4 BM32MA R,
B 72 CHEAH10 min, 524928 6 I FEL koA .
PPARYIIGIWIFH R i 5149): 5-TGATATCG
CCACTGGAACC-3', FiiF51¥): 5-GTCCTCTC
AGCTGTTCGCCA-3', B-actin 5[4 5'-AT
CATGTTTGAGACCTTTCAACA-3', Rii514:
5-CACCTCTTTGCTCCGAAGTCCAA-3'. PCR X

B-actin 660 bp
PPARy 469 bp

B 1 RT-PCRAIMHSC-T6CRPPARy mRNAMIRIL. M:
marker; 1: ;2-4:1, 2,3 umol/L 15d-PGJ2.

M= )10 pLEER Ik 248, NHEEUVPAH
(BRI I 1 22 45 (GD AS-1200)4T 9 6 K B 43 #T,
FB-actinfE N 2, AT 152 f 2 BT
122 MTT - MTTFIHPBSHL
FS /LI, S D8RR A . B0 B K
HSC-T641 i, 0.1 g/L EDTAAL G HIk5 X 10%/
LI B, BLEEFL200 pL3ERh T-96 4L 1 1
FEt b, B T37°C. 50 mL/L CO, M MR & 1)
KR4, 24 W) INAAS IR EE R 15d-PGI2. DAAS
T2 T 0 A5 AR 1K) G I 37 5 97 3 Oy 4% 1 0 R
. AW NEAL, 7397124, 48, 72 hitBEALIN
A5 gLIJMTT 10 uL, 3£ 137 Cil 54 hjm /MOl
Ft_ 13, BEFLINA10% DMSO 100 uL7E 50 R%,
FITRCANF#7{X (American research’y w7 i) T
570 nmAbIR G EE(HAE, I3 NR AL T IAME
AN RIA L. FHI2(%) = (B SLPBIALE-In
A LA X 100%.
1.2.3 15d-PGJ2 HSC-T6

s OB E KA L, NS [
[1115d-PGI2. LIUII N SRR G i i 45 77 0k
YE NI 2. VEFH48 h, 7 BICEE - H 4N B, REd
WAL R AN ST, HARSEE DR T . Al & P14
W, ¥ JE 1100 mg/L, Jil A\RNase100 mg/L, 4°C it
TARAE, WA & 214092 X 10%/L, 500-1000 r/min,
5 minZ B3, BERERZZ M (PBS)3 mLUEER1IX,
F4 40 L A1 248 I N 700 mL/L ZBE[ 24 h, PBS
e[ 2 W, 400%H 7 W i, 500-1000 r/minf
035 minZs B3, IR BE (P Il i =], 4°C
WEGAE 30 min, FIFACS4007 i 240 oA k47
AL, U5 40 R T A OO

2 FR

2.1 HSC-T6 PPARymRNA X A
KT BE15d-PGI24E F 4140 o b ¥4
PPARymRNAZIL. B4 15d-PGI2AFE IR E
H4hn, PPARymRNAK LG, A{H 7 °40.513
+0.031, 0.697+0.018, 0.674+0.032. H.[7]%} ¥
LA M0.198 £0.02 1) Lh, &5 % Mk 5,
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A 501 Marker % Gated B 50T Marker % Gated 2 RNARMUENSI-PGI2 -
All 100.00 All 100.00 XMHSC-To/BiRAT RIS, A: PPARy
40k M1 4.67 40t M1 12.25 ; B-D: 1, 2, 3 umol/L 15d-
HSC
8n30r n30r ,
= < HSC
o o
o o
20+ 20 M1
Ml |
10+ 10
0 | | ! ! ! 0 | | I I |
0 200 400 600 800 1000 0 200 400 600 800 1000
FL2-A FL2-A
C50r Marker % Gated D 0[ Marker % Gated
All 100.00 All 100.00
401 M1 37.77 40¢ M1 34.08
42 30+ 42 30 7M1
20 F 20+
10+ 10
0 ‘ . 0
0 200 400 600 800 1000 0 200 400 600 800 1000
FL2-A FL2-A
5.44% B A IR T, i B2 40 it O T 0 AN B
B, AUA3.36%+ 1.87%M 4 ie =401, Z5E
MR X (P<0.05, K2).
15d-PGJ24M B4R (umol/L)
1/h ] 2 3
3 e
24 8.7+ 1.7 15.4+ 6.2° 17.6+ 3.1° 1
48 243:83  546:1L1 5728 168" gy v ALK P AN A B R,
72 215+6.7 50.2+ 10.5°  51.6+ 13.2° o .
R TN B 2 R RN T A0 A, A o 2
. P — R R A RS T A, RUENAT
P<0.05 vs 1 pmol/L 15d-PGJ2 o . . .
EHRE. WHIURI, 64 4eb it gl 5
N e b i 22 5 2L R T H L3858 b 3
%%‘r’i’“ﬁﬁ%“ﬁﬁ\X(@l). HSCﬁj\/J ﬁé&{ﬁtiziabn, {#U\iEZJEij: i)
v LY N N N
22 15d-PGJ2 HSC-T6 48 hHTJ‘ E@%Bﬂ EX{}%EgﬁE%h, {ﬁHSC%f{%leua

1,2, 3 umol/L 15d-PGJ2%FHSC-T6ZH fitd 3 5 410
HIR Y ) H24.3% % 8.3%, 54.6%+ 11.1%, 57.2%
+16.8%. 2 pmol/L 15d-PGI2 ik /& Bt B4 ]
SIHEIER. 53 umol/L 15d-PGI2AH EL, HA
IR B M2 5 (P>0.05), RIS NK
HASBE B 0K A L TR O % 40 i e
I I TR O, 15d-PGI2ALFEZ
S AT 24 hJ5 3G TEE R R TTUR TR EE, 48 hilihl %
K (KD,

2.3 15d-PGJ2 HSC-T6 15d-
PGI24b FEZH 40 ARG LI e 3 — PR T2,
I 12.32% +1.24%, 30.74% +6.09%, 30.56% =+
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HS CH T 5 Fe AL BT RS # DA O, XX —1d
FRIIREHLE] M8 — B0k g 18", IR X 2T
HEAL I LRI BT ST IRAT T & N SBB (1 e
TR 2 1) 1 PR L2 S e 4 R W, P T i
RSB R A, X R IB W) iz . IR
ARG L PR BT £T 4EA T R A1, HSC
A2 T 2T ¢ A 30 4 il o v 1) 11 PR I8 B 5 11 4
. HS CHGE e KRR A, JFR] LLE 203 i 5 5
YERFRX BT IS AL I RFEL. A, WEALIHSC
e NP SOV N SR N 2 S L B IR A
e A A A T R T 0y Sl B, T AE
T AL BB, 3 B i e AR e T
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] — B H R R L —. H
A, BTET YA 5 I H S CIO b 2 T30
RS IHSCH AL Ay i RS BB 77 R 1,
JH- A7 A A 3, SRS AT HS C 32 2 2 i 1ot
ToHLHL, AR R ALY, T ARHSCH T
BL, Jfm— e 7 N SRR I HS CIE T, 76
JH-EF Al BN S 07 h B B S
CANPPARY/EMRIT AL ik, FHs Y
JE AR . K R IIPPARY/E Z g1 2 h # 3%
ik, NS5 RAE R, AT 90 BB i o1k,
1E I8 20 R e R T AL R R R P — e AR R
IR R AR50 7115d-PGI2_LiHHSCHPPARY
2Rk, KIBEHEPPARYHIRIE i, HSCAI i
BERE T 9 NS, PPARYXTHS C 34 5 38 5 5 1)
A — 58 [ AR B (RO P, 752 pmol/L
15d-PGI29 55 BV ] R 2 d Ml 24 . i)
VER R A INAT — 52 BRI ] BRI, 7148 hink i)
YER ok B3, WHC R, (EFRSeF 4 b i Bifi
W FEHS CH 225 24 R B T3 10, ELB9 58 40
B WO A £ AR B AW . T AE AT 4EAL
R B, HSCHIT L3, Wb HS CL4axt £ =
WD, WO FHSCIH T A P AT 44k V697 1
— Pl G H T OC FHSCIHToHLE AR e 4
. TNF-o, BREFEFAEKE -1, TGF-pEZ
T f A 45 2 5 AR 525 5 K I Fasig 42
A SRS FRIHSCI TS, A F#H N, B
FHHSCHIPTHEFEPS3IE R AR N, " fES 5
HSCIHPET AT, B 7 Ry T/ 3 R 4
FA &k, TNF-a 6 05 (HSCRI = AR P8 721 SRR,
AT AT s DR NF BT RIS, JATTR it
NI 1%, A RTPPAR YL Fif G S 15

SFHSCIH AT T3 — IR, 45 REWBEHE
PPARyZFIAM) i, HSCH TR Z Wi hn, ]
PPARy —J7 [HI#WHIHS CH45E; 55— 5 1H %5 5 H 0
T2, W RAEDTET AR L. Xl b Fedl 12k —
AHATPE AT AL THIIPIAN AL
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Abstract

AIM: To observe the cholagogic and anti-
inflammatory effects of Lidan Huayu tablets in
experimental animals.

METHODS: Murine bile output was measured
to observe the effects of Lidan Huayu tablets
on bile secretion and the composition or ratio
of bilirubin and bile acids. Ursodeoxycholic
acid was used as a positive control. The anti-
inflammatory action of Lidan Huayu tablets was
observed in a model of xylene-induced auricular
swelling and acetic-acid-induced celiac micro-
capillary permeability in mice. Aspirin was used
as a positive control.

RESULTS: Compared with the normal saline

group, the bile secretory volume in the Lidan
Huayu tablet treatment group increased signifi-

www. wjgnet.com

cantly in healthy rats in a dose-dependent man-
ner, and this facilitating effect on bile excretion
remained for > 3 h. The output of total bilirubin
and bile acids was elevated. Xylene-induced
auricular swelling and body twisting response
to acetic acid were significantly reduced in mice
treated with Lidan Huayu tablets.

CONCLUSION: Lidan Huayu tablets possess
strong cholagogic and anti-inflammatory effects
and may promote the excretion of bilirubin and
bile acids.

Key Words: Lidan Huayu tablets; Cholagogic agent;
Anti-inflammatory activity

Yang Q, Lu FE, Xu L], Gao ZQ, Wang KF. Cholagogic and

anti-inflammatory effects of Lidan Huayu tablets. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3531-3534

BHa:

Fik: ,

>

(34.9%, 39.5%, 52.3% vs 0; 38.6%, 52.6%,
55.5% vs 0, P<0.01).

> >
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RIS KT R, AR s vh 25 41,
S BBt AT A B A K TR IR 304X 4F
Z AT R TR, AT AR R BT R
HH RS 4 2 Thak. WK 8 Fia)7 ina
E S IRRE S, BUAS AP T2 IR 5 H 3 48 G
REY), FAE AT LUGLIE LS A7 K, 14547 4 PH S
R JE, A AN, TR HZ IR
JIEL 9 (0 2 BRAE D, A W DA IV FH 2 L SV 1 B
AR SO LRGBS B8 JERE R I K RUH
T3 Wb B AEARAR BRI M AT T S0 5T.

1 MRRSA

1.1 FUNE AL 7% P b A v s DK 2% [i) 5 P 2
Bt a5 ST TR L. 1 g B A T2.54
gl B2, 4 CUKFRTRAE, IR HI I FHO0.85% 5
B R R 2 T T R . B R IR s, |
A R EA RPNV R A R A=, Bk 425
mg/ )7, #503042674. BE AR fv, thALEE
B 2D A BR A A AR, B 50 mg/ iy, HibS
040621. UKEEER thAb btk G 440 T A=, —
2R RO HLGS e T 477, i 22 h
A 2 AR R SR T AR S 3 A R IR AT 3 A
FL(E520040922) AL HUAA 2 2B TREH R A
FRE AL, IR S (HHE520041208) 4 e [ JiR
FEWITERANDOXIA A, ) M FEA R 2EA IR A

B2 m S gt
1.2
1.2.1 t AR R i PR N H IR A 2

M R2 g/kg, 19884 2w A XIS,
Préa s d. KRR, Jy w25l 315,
6.30. 12.60 g/kg, 7 mAH T R N H A & 1
4, 8. 16f%. /ARG, . SRS 8394,
7.87. 15.75 g/kg, 43 AH2 TN H IR =11
5. 10+ 20f%. A8 L AU B iR 4 A IR s 46 % A
FIE 0.1 g/kg, Bl w] VLAR R # 4 T 4 S 56k H
HIEAEAN0.2 g/kg, HH T AN H R &1 1065.
122 B, Hyfd B Wistar &

KES0H, 4 E250-300 g, tfEdRHL K2R
GrBE 2 B S i sy o s . BT E A il )i BE
Bl RS, BEA10 K, & 1B H A LI20 mL/kg
Kt 5. DLAEE0.85% AL BT (N S)HE B 1F b
FI0H . fE 2 AUIHR(UD CA)ZH K R AL 575 A%
(LHT 1)~ "(LHTID). @7l LHTIDAL 5]
HIEL.2.1. ELH A2 dE, ZEEA%EKI2 h
IR 25745 40K BT 3% 1 B4 BL 2 4hi p BRI S
(1 mL/kg), A7 [ e T[] A b, PRI IE Hh 4%
VITF212 emJFIE, #6380 E Wa 135, #1%+ 481,
TE+ AR 0 1 2R b R 30 B e Bk g i
B, I R 2L, LIRS, Ay
AR V7 IEUIA, HAGIE, WA RIESE A
MRy, g5FLEDE 5. 59— Uil A 10 mL%)
FE BB WA IR, ARG F b e A i R
DL A b K 20 A 7 . AR 820 min)s, WUER
30 minflHit, K5 &R0 H -+ iR g
25 BRI T h BT R I 2 5% (w/w ) 2 HE SR
/K5 mL/kg—K, BEFE30 mini 20—k, 453
h, WCSAHY TR R, ARG 255, 3 hIUEESIT
JIE 0] 52 IH 4T 25 (T B B0 52 ) M I 1
(TBAFH L A3 52 ) 75 .

1.2.3 B B W R/
S0, 4U%, AR 18-22 g, MEMERF, HtE
RRFE R A R e 2 e SEER B ) e . FR
FEbRIC G NI S, FA10H. DI E
0.85% S AL (N S)HE H AE Jy 2% 0 . B =] [T
M(ASPYAL K FIIRALSE o IR(LHT 1) ' (LHT
1), mFfE(LHTIZ L E 3 E1.2.1. ESH
243 dJF, ZEEAAEK12 h. THZ AR, KIRE 2
30 minj, T/ AT H PR —H280.2 mL/H
FOh, e HARR O IE S B, 1 b At Ak oE, H
BEAES mmiTfLAR I~ 28 5 KA B [F)— A 1) [
F, TR AR . A7 Bk 2 2 B
SO0 IR, TSR SR K PR R T e o 2%
1.2.4 )
WA /INER S0, 4808, 1A 18-22 g, MERER-Y,
F A bR K2 [ G B 2 e S 560 s ) v L B AL
FRE ARG T BN S SA, FEAL10 K, #5403
JRESA R ML1.2.3. S 243 dJa, 254K,
TARREG 1 ha, & BUBFIKT 5 0.5% 5 30
*20.1 mL/10 g, 5 min/i5 # KI5 7.5 mL/LBS B
0.4 mL/H, 30 minJ54bsEEN4, H10.85% % 1L
B 8 mLyh kMg I o i, U S R AR
10 mLAC R N, 13000 r/min0210 min.
Wi, F R BB BT T620 nmlbb
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pax izl & -30 min 30 min 60 min 90 min 120 min 150 min 180 min
(g/kg)

NS 11.33+ 1.67 10.33+ 1.33 9.67+ 1.67 9.00+ 1.33 8.33+ 1.33  7.67+ 1.00  7.00+ 1.00

UDCA 0.10 16.00+ 2.00° 16.33+ 2.00° 15.33+ 2.00° 14.00+ 1.67° 12.67+ 1.67° 11.33+ 1.67° 9.67+ 1.67°

LHT I 3.15 14.67+ 2.33" 14.33+ 2.33" 13.67+ 1.67° 12.33+ 2.00° 11.00+ 1.67° 9.67+ 1.67*° 8.67+ 1.33

LHT Il 6.30 18.67+ 3.33" 18.33+ 3.00° 17.00% 2.67° 15.00+ 2.33" 13.67+ 2.67° 11.67+ 2.33" 10.67% 2.00°

LHT Il 12.60 21.00+ 3.33*19.67+ 2.67™ 18.67+ 2.33™ 17.00+ 2.67™ 15.67+ 2.00* 13.67+ 2.00™ 11.33+ 2.00

%p<0.05, °P<0.01 vs NS ; °P<0.05, %P<0.01 vs UDCA .

0.85% SUAGAN RO W I 2, W 95 s D HH TR O
R, D RAH.

SO K4 Llmean == SD& IR, H
SPSSI1.0EA AT Ge Tt S Ab BE.

2 BR
2.1 7& LHTZ n W
SR B MRAEH, SNSA A BE R
X (P<0.01). &7 = AL 1E 5 K AR i = ]
FREERIN2 h, F . RS 2553 h& i A
WERIN@P<0.01). =4 SUDCAA LA
3% 2% 57(P<0.01). X R w2 A 8 /- T
UCDAZ, It HAWEHITE2 h BRI, 454
PEOR A58 LA B R IRAE Y, T ek
B Inis3 hil B ().
2.2

TELH T ] A 82 21 B 2 1) {2 1 S A 21 3
FETT R HEM 1, SNSALRA S
X (P<0.01). i E AL ST R SCER AL T
UDCA(P<0.01), fmil e S IR0 AR R
HEM R RAL TFUDCA4L(P<0.01), $275F) JH Ak 5%
i BAT B R A S 2T 2R R HE H 1 1 )
(#2).
2.3 fELHT
ZHR] UL 5L 30 S 2 A /S B H R ) 4
NS AT B R (P<0.01). Al
FURAE 5 ASPALIAP>0.05), 2 WIRIPH L5
v R R IR ) BCEE R 26 MK AT Yl 2 4
HIYEHI(3).
2.4

LHTAI NSl LbA:, e EmE X

(P<0.01), fitt BH {5 AL DRI R P 3550 1 T B .
EIEER N, Hrb s mRE AP S5 ASP
AIAHELP>0.05), 2 A JHALSE v 0] BEER 5 | AL 1)
S SRR W RS PUE I (3R3).
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paxi:) FlE(g/kg) pEStEg PV SR
NS 12.81+ 1.04 41.85+ 9.10
UDCA 0.10 15.23+ 1.22°  60.48+ 14.54°
LHT | 3.15 14.42+ 1.10°  58.38+ 14.94
LHT Il 6.30 17.43+ 1.57" 69.71+ 14.80°

LHT 1Nl 12.60 17.85+ 1.56™  77.68+ 16.01™

°®P<0.01vs NS ;%P<0.01 vs UDCA .

3 11e

FIELE 5 95 A oy o DL, 085 58 B AN g P
PR, W REAR—, BWALER ] fE & Ay
ST AN, R RAES. M AR, IR
i A2 R G £ B TR IR S e RS B A5 2 2R T
JIH, JHYTIRAAR, 50 R 4 i A 2 S A R
g, CUFGHHEESE A, IHRVE 45 A LI S5 0.
SRR FE SR R B E A T, JIEY T R
S A S P IR . 12 P E A 48 2 PRI PR
S5 S LA JEL B T 24 5, Aol A A
REF 2 AR IR, 78 JE 2 2 9541 90% LA I g
T AR, IRTE S S5 IHAE S R ).

FIRT A A 5 RS AR S 9 110 3 255 PR A
ol [ER S AN &4 7 W 1) ER S A5 At o N
AR R e, BAMAE AW T . (HIEARLINN
A RV EAIR S I B As . IHY TR K
Yot = b, R DL B DR RIS BURN. R,
575 963 45 ol JIEL T A0 L 4 0 1 26 R0 R i, R AE
THRA I 2500 R s, BRIkl i
W A R R

FREARI F 2[RI BRI e B R & S AE R IR
SRR SEAE b, ] (a7 R ARE B IR FE 5 11
AT, TR, W SRR, K
TLRTTPESE, A UMAREE . EITE K HIREOH,
SHEL R G RN, RO ddi LIk 77,
A REYT A3 HAsE I, R4 IH 2T RN | 2 B
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paxi:) FI=E(g/kg) ZEREMmg) BEHRAEMg) REMKE% AbAIIHIR A HHIZR(%)
NS = 15.9 245 8.6x 2.7 = 0.321+ 0.088 =

ASP 0.20 14.5 18.1° 3.6+ 1.1° 58.1 0.128+ 0.062" 60.1
LHT 3.94 15.7 21.3° 5.6+ 1.6™ 34.9 0.197+ 0.075"™  38.6
LHT 7.87 15.2 20.4° 5.2+ 1.7™ 39.5 0.152+ 0.072° 52.6
LHT 15.75 15.5 19.6° 41+ 1.2° 52.3 0.143+ 0.058° 55.5

°P<0.01vs NS ; %P<0.01vs ASP .

i, S Z2 R S SR B S I E . v
PRERTGE S, MEPROE, VOB B0, Refieidt
FEY - p 358 T AT HESHE, 38 AR R AT 25 AR R
(10t HLAT W AR Y RAE . SRk
HR MR, s RGRNE, WA, B PR EUE
FUREAE Y, Aszat 2w, FUREALSE A% — 2805
RN /IS BB Ak JOREA BH S R4, o I
A R R E BUR A, XTES IR BT 0 R B4
M55 T PR R 0 2L A B S A, SRSl
18tk JEREAT 2 S DU . X 1E R BRI 5
4 FFR W, FIREALIEE A e 2 48 n o SRk ey
Gy, A MRS N, AR T IRIE RGN 1) KA
FEMIRUINGE AT BRI T, SRR AR F AT e
JEIRIT IHAE S ) 2y 5 i, o B 2 v e
PR AR LT 22 H 7 b, SRy T BRALRE, AT
VoA AE [ AN € 20 M SR S5 47 R B, X
WALEAE R T FINBAIE A P T-85 16 IEAE (1 245 22
S, IC TR R G R AR, B
TERZ Ak 2 RS AR AE A 51 DR e B AE RS
FAREAE T BRI AR 5 1 Mt 2% ), B
DA BEAR 355 1 Rl G 3o 3 28 JF A FRRAE H
RV REAE 5 (1. [ ] 3 e ¥ o3 B 4 1 E 3 ¢
i, OB AL B IS A T R, IR 23

WARTS LB E o PSR AR, i g L 90 i A5 A A B
R A A R A P 2 2 A R A
L RS HE, ST IRIHIERE LML, SRR E
AR, WORH RS D REA G, it — DI AT,
A SCERAE TR, MEALSE AT WA A A
RAEM, S8 BEATRE S I R AT R0+ 2525
7.
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Abstract

AIM: To investigate the changes in the spleen
of patients with chronic hepatic fibrosis and
cirrhosis by measuring the length, thickness,
number of rib units and volume of the spleen
with 16-slice spiral CT, and to establish the
correlation between these values and his-
topathological stage.

METHODS: Volume CT scan was performed in
67 participants, including 36 patients with he-
patic fibrosis, who were divided into S1 (8/36),
52 (11/36), S3 (7/36) and S4 (10/36) groups,
confirmed by liver biopsy, 15 patients with liver
cirrhosis with typical clinical and imaging signs,
and 16 normal participants as a control group.

www. wjgnet.com

We measured the length, thickness, number of
rib units and volume of the spleen.

RESULTS: Compared with normal subjects, the
hilar thickness and volume of the spleen were
enlarged gradually in patients with liver cir-
rhosis. The differences between typical cirrhosis
and other groups were significant, as were the
differences between S3, S4 and the others, but
no significant difference between S1 and control
group, S3 and 5S4, S1 and S2 was observed. The
length of the spleen increased gradually with the
development of hepatic fibrosis. The difference
between typical cirrhosis and the other groups
was significant, as were the differences between
S4 and S0-2, S1-3 and S1, control group, but no
significant differences between S1 and S2, S3 and
S4, or S1-2 and control group were observed. The
number of rib units tended to increase with the
development of fibrosis. Significant differences
were seen between the S1 cirrhosis and control
groups, and the S1 and S2 cirrhosis groups, but
no significant differences were observed among
the S2-cirrhosis groups. Multiple linear regression
analysis showed that the regression coefficient for
the spleen volume was at a maximum.

CONCLUSION: The length, hilar thickness and
especially the volume of the spleen correlate
closely with the histopathological stage of he-
patic fibrosis and cirrhosis. The measurement
of spleen size with CT should be helpful for the
early diagnosis, treatment and follow-up of he-
patic fibrosis and cirrhosis.

Key Words: Hepatic fibrosis; Liver cirrhosis; 16-slice
spiral CT; Volume measurement

Ding K, Huang ZK, Long LL, Lin SC, Li CL, Sun LW.
Correlation of CT measurement of spleen size with
histopathological stage of chronic hepatic fibrosis and
cirrhosis. Shijie Huaren Xiaohua Zazhi 2007; 15(33):
3535-3539
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. Kaneko
etal

Prassopoulos ef a/
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10 ,
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S3. 4

(P<0.01), S1

S1. 2, S3. 4
(P<0.01).
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JHFETLEAL A FR I N 2T 2 25 4 4 23 ) S v 1 28
S A JTF9 AR S B AL, i A% e T
T ) FHFRE A A e FR) A6 28 B, TFET AL, TP
PRARIR A AN TR BE A2 AR, 1D ok I 370 9 0 FHL
JIBEOR, BT K g 5 AR RS K. A7 S
TR FR AT JE S R K AR i S LT T 4 A ey

FRRESE, AH AT K MBE R /N 55 JH- 2T YAk Jod BE 27
SR PEICT. MRIFFFUR . AT 16
JEUBEC TN AT HEAT #4280 28 AN 2R - 5
LE YA B2 Sy IR AR OCHE 20 A, B AR 18
JFEF YAty S B A4 BB DK /N8 A0 R A, Ok
G IRIZTT $R ).

1 RIS

1.1 2006-01/2007-0248 1 2 i A% 93 B A 12
I 4Etl . S 3 6491, Horb e R 414
HS1HABHI( T3 61, L2, “F3FIE31.0%), 1
JHEF AL S2 1191 (3 8451, 434, 134404341
%), LR AeAb S3ATHI (T 641, L1451, “F-H44E
1£29.5%7), A1 4EAb S4B I A4k 10441)
(761, L3, FIFEE38.0%). B 1S
BICH 1B, Leafpl, F6537-63%7, “T-1446.7%). Ft
BB RPN ITE AR AR, HERSM AT 5]
UG e A P IO P S . E 4 HRAT 1 R
CTHL A E BEak 112 3 1641 (55 1041, 26,
PR R37.8%7 ), AMAFRIE R O MG ST
e F, HBRAMA YRR, 85 28 T 27

TSR AL
1.2
1.2.1 o FFFZH S5 AR FH A o) i

PR R IRIEBAE 5 3 N PR 2 VE R AR, ek
T IFE R P a3 FIRAS?, B0 BEFR A K2 1.5 em,
RS [ 72, & A, HE. Masson#e (4 f P21
SR KRR LT YR S A B, K AT AL
434S0, S1, S2, S3F1S4 1]

1.2.2 16 CT : X HISiemens Sen-
sation 16/ZURHECTHLRAT LI AR 473
B I s, B R 2 50 R B K225 s, 1)
ERIK I 2160 s, P 1120 s, F1H55E B MR T 4
JHRRE R 2%, FHARRS 7205 G 771185-90 mL, Ji#
3 mL/s, B R i S s 0 I R i ik 5, AR 1
B 5 A R A . F 3 45 R 5 s TR R B
AT I8 mmAN2 mmEE 2.

1.2.3 KR AR ik
ARIBAE ) N BAR (2955 T )2 )5 X 7s I )
JEHD TP R (B, SRS T S
Pt (1 e KW e K T T2 mm )7 51 G
NAXCES 5 454 1 Vo lume Dy B8 A 34T 25 R
. AR TOTAS AL T S iz 2 e M 0 6 3, Kl E
Tk v 3R TR TD R R I A T g B X ek
B 430-200 Hu, LSRG R L L I 0 017
KK IAATR, 1 VolumeZh g #F T 5 AT 11
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n IBAESAR(cm’) IRBE<1R(cm) IZMIEEem) SRIETHEIT)

16 135.98+ 23.64 9.20+ 1.20* 3.54+ 0.41* 5.00+ 0.73
S1 8 175.54+ 35.96™ 9.30+ 1.13™ 3.91+ 0.43* 6.69+ 1.00" Volume
S2 11 260.53+ 62.15™  10.11+ 2.18™ 4.23+ 0.39™™ 7.86+ 0.92°
S3 7 385.32+ 119.11° 11.86+ 1.64° 4.81+ 0.53° 8.07+ 0.89"
S4 10 404.86+ 173.65° 12.80+ 2.23" 4.84+ 0.58° 8.00+ 0.75%

15 679.46+ 205.42 14.99+ 2.52 5.53+ 0.70 8.53+ 1.67°

%P<0.05 s S3  ; °P<0.01 vs 1°P<0.051vs S1 ;°P<0.01vsS4 | : 'P<0.01vs

HRAER).

FT A 8 Fimean £ SDE IR, SR
FHSPSS13.04 v -t xt Fik S H0AT 48t
e, TR 995 28 B BE R 1 5 2L B U K /0N F) 30
K FHOne-Way ANOVA 5 224347, 411 %% Lk
% FStudent-Newman-Keulsis:, P<0.051\ 4% 7
A GE2F R S T K /N 25 0 5 48 b 5 I 2T 4
o TR AR 55 352 43 S 0 A DGR 22 a2k vk
EER Y

2 BR

T H 2R 35 T 4 4 fh . R AL B B I K
o JEBE T e Bl B R AR R/
WL, B AR R R A, A A 32 T 4
K. T ZEDHT, BAEKARE = 18.42, P<0.01, Uil
AN [ 99 72 i B LI AR 1 /AN 58 A A )
AT P LGB A IR, 3 7R s 40 5 A 4% 41
bo A 22 3 G vk 2 5 L (P<0.01). 534k, S4H]
SRR 5 IER 4. S1. 281 LA K S3 12 1]
WAFAE #5322 5 (P<0.05), 11 48 FEE 1T £F 4
ST\ 2302 [ R0 B FE 4T 4EA6S3 . 4382 1]
DL R S1-2 5 1E % 21 2 a) 22 S 38 TE B i X
(P>0.05).

JLTD 88 T JL IO 25 R B 1 2 T ™ T
FERIINE G R, TR BEF = 25.95, JIRIEAAA
F=3321. M BRI, AL Hoh &4
T FRY WD R R N A RSB A ARG 0 3 1k 22
FE(P<0.01), FEEJHEF4EAS3 . 43010 T 5L AL
R 288 55 SoAth % 21 LR B 0 e v 2% % 57(S4
HH M2 0P<0.01, S35 K412 17P<0.05), {H
S3. AWy R I 22 S A e 2 . BRS TN
SR A LS B AR YA S 1. 22 [ G i 3
ZEFEAL, ST 2145 FLAth 25 2 LU J 1) 5 5
TR ) 22 39 it X
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1 BRIIKENERENEE.

B 0 AR I EE, IR I o ) e B B R
BB il 2o g R R, #5250 41(S1
H- TR PR A0 ) 5 0 R AL D) A A A T
FE(P<0.01). S2. 3. 4L 41 S5 ST EL
875 AR B R X (P<0.05), {H S2 44- it 7 fiT- i
A5 21 2 T ) R e 22 e R vk 2 i X

317E

JRE 1 4% 25 i T T I0 RE KAR (B R 2048
FRT 7K1 )5 B2, Bt 5 CTHB BE S ILABURE i 1)
WA LRI 5. b T RS 3R AR S A B P B
TR 7 BB AR E 1, BHE e LIS AT R4 T 74
B 2 00 o, T C T4 PR A4 P e v U

il FIRAS 2. CTIN B 2R 7 v A
B, —FORAECTHL B )2 T THEL I &% 2 11
B, PR LA IR, SRInA 20 T i A AR, ]
EARCFELENS, 5ok 1 E K2 mm
7 HI G5 NS B S5 (¥ Volume D) R KA,
NI T2 JR I 58 22 o BB P 6 6, ) E et
Tt r e T D PR ORI A, R DX 3 P s A
930-200 Hu(LAG BRI T i D 2 1
IKIIAAR), EH ST SR R A AR
SR FH 38 2 510 0 B 2.
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D VOL 1
Volume (cm?) 872.75
Height (cm) 18.96
Width (cm) 12.02
Depth (cm) 13.91
Mean (HU) 89.1
SD (HU) 171
L Threshold (HU) ---

U Threshold (HU)
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cm’. Prassopoulos ef /"% FHCTHI H 14041 i
W IR S5 K/ K214.6 em®(107.2-314.5 em’),
HINAH BEER . . B, WmFE. &
TSI, WRAR et al ™13 5001 115 X6 I AL
JEARR h (124.845.6) cm’. AHIFST IF & 411K
(T 258K (135.98 £23.64) em’. &HF5E 75
AT R RRAT — e 2 5, BT ARA
T LA B 8 7 2 PR AN [ 2 DR 22 T 3L

2 I, pR T A0 M R 4T 4 1k
I T TER B SZ e DL SR R A, JFF P 1T
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Abstract

AIM: To investigate the expression of heparanase
in tissue microarrays of hepatocellular
carcinoma (HCC), and its clinical significance.

METHODS: Tissue microarrays comprised 125
tissues from HCC, 48 from tumor-adjacent liver,
62 from cirrhosis, and 23 from normal liver. Im-
munohistochemistry was employed to detect the
expression of heparanase. Correlation between
the expression and clinicopathological features
of HCC was analyzed statistically.

RESULTS: The positive rate of HPA in HCC
tissues (45.83%) was significantly higher than
that in the adjacent-tumor liver (27.08%) (x° =
2.23, P < 0.05, cirrhosis (6.45%) (x* = 5.262, P <

0.05) and normal liver tissues (4.35%) (y° = 3.895,
P < 0.05). Heparanase expression in tumor-ad-
jacent tissues was significantly higher than that
in cirrhosis (5° = 2.882, P < 0.05) and normal liv-
er (x> = 2.361, P < 0.05). The rate of heparanase
expression in HCC tissues in TNM stage I and
II tumors was significantly lower than that in
the stage III and IV tumors (29.41% vs 67.31%;
xz = 4111, P < 0.05); the rate of heparanase in
cases without metastasis within 20 months was
significantly lower than that in those with me-
tastasis (14.71% vs 63.33%; xz =3.978, P < 0.05).
HPA expression in patients with AFP = 400
ug/L was 52.05%, 71.74% in portal vein tumor
embolus, 73.91% in multiple tumor nodes, and
57.89% in tumors = 5 cm diameter. This was
significantly higher than in patients with AFP <
400 pg/L (36.17%; y* = 2.071, P < 0.05), without
tumor embolus (29.73%; x* = 4.472, P < 0.05),
single tumor node (28.38%; XZ =4.847, P <0.05),
and tumor diameter < 5 cm (25%; x> = 3.471, P
< 0.05). Heparanase expression was not associ-
ated with patient age, sex, histological classifi-
cation, cirrhosis or tumor capsular infiltration.

CONCLUSION: Overexpression of heparanase
plays an important role in the pathogenesis,
development and metastases of HCC. The
heparanase gene serves as an important mo-
lecular biological indicator in diagnosing and
predicating the biological behavior of HCC
patients.

Key Words: Heparanase; Carcinoma; Hepatocytes;
Immunohistochemistry; Tissue microarrays
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R R30M, Tkt 5 R340, 484 &g
SERTEH N IR 457152 ecm A _LWIRTALE, Y ohH
R, o R L3641, TR 1241, )
Jaer KR LA LAl PR TR A AT R A, I
Hp LAl A R 2 6481, A I B2, J341
B, L2145, F515-74CF14143.3+12.6)% . 254
JHF I 55900 A TR L5 AR, A Rl £330, B 16
B, L7, 5 18-72(°F3442.3 £ 11.2)%/ . HLHPA
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Immuno-Histological Staining, PV-9000)Jy 1t 5
TR S AR BRA 7 7= .
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HEAT K5, LAP<0.05 %10 22 547 B s .

2 £R
BT 4% T 3AN A AL T s B A S A i
B TIMAY, DA SRS K&

el B Ak, BIFHCCH H MF
96%(120/125), ¥ 55 241100%(48/48), L4l
95.51%(85/89), AT %% 96.56%(253/262). HPA
B Y B S T RS P, R T A A
T RORLR BCBE R A 6, PR 40 ) o0 A
yRig Pk N R B 7 /i, HCCAHZ )
HPAZE I BH P 26 00 S T 5% . A S e
W IHFZHZ(P<0.05, P<0.01, P<0.01). J# 552041
HPA S PR 2 0] 8 T A A OE & I 40
41(P<0.01, P<0.05). HCCHIGRTNM# T «
I HHPABH PE 2 B AR T IV I#H(P<0.01).
HCCH LB AHPAR M R Y] BAL T # & 41
(P<0.01). HPARIEFAEAFP=400 pg/L4l. H
FTRKEAR AL . 2 AN I8 &5 75 41LR0 R ELAR =5
emZl 43 W B = T AFP<400 ng/L4l. Ik
FEAR AL PR IR 2571 LRI IR AR <S cm4
(P<0.05, J5 —=#&¥P<0.01, %1). HPAK X 5 B
WL PEAL AL R o AR &
JIen g6 JE v TG K

3L
AU H R (tissue microarrays), tHFRZLZA
O (tissue chip)'™" HAFARBUN, M. £
o BN BTEE. TR, SR
PR 2SR L FF S T BATTHIE T 120
B 9 48451 55 S 85491 AE e BB 2 1 JHF 21 28
Jr B R R R RS, AME O BE B TR,
B> AT A T LS. S s A0 S A8 G £ A
WER, 45 S IR, 200 R %1496.56%.
LR F BRI SE R T A3 52 56, A OK 1 &4
THIRGTRFE T 55 5h =

HPAJE R & 7 T Y 1 4£4q21.3, cDNAS K
1758 bp, 4543 MR KR, Hpalk (/2 24
% IR 1o LA 45 5 T B e R AR, AR
T 8 X 10° kDaf150X 10° kDa, i
AL R IE T HPALE A RT#AY. AHPAILFT 6

2007 11 28 15 33
_ HPAZRIA
TRERIENR n o 7
BEMEN) BBEN) PEMR(%) B PE
HCC 120 55 65 45.83
a 48 13 35 27.08
bd 62 4 58  6.45
be 23 22 435
> 50 53 22 31 4151 0.475 0.635
<50 67 33 34 49.25
115 53 62 46.09 0.266 0.790
5 2 3 40.00
9 5 4 5556
73 34 39 4658
38 16 22 4211
68 20 48 29.41 4.111 0.000
52 35 17 67.31
30 19 11 63.33 3.978 0.000
3 5 29 14.71
36 9 27 25 0.557 0.578
12 4 8 33.33
AFP(ug/L)
> 400 73 38 35 5205 2071 0.038
<400 47 17 30 36.17
46 33 13 71.74 4472 0000
74 22 52 29.73
83 41 42 4940 1.541 0.118
37 14 23 37.84
46 34 12 73.91 4.847 0.000
74 21 53 28.38
(cm)
>5 76 44 32 57.89 3.471 0.001
<5 44 11 33 25

°P<0.05, "P<0.01 vs HCC; P<0.05, °P<0.01 vs

B IEAL AT A5, HPA RS0 B A 5 A 0 7
FZN65 X10° kDa, WIS 750 Tt
JETCW . EAEFDRA TN, HPA LA fE
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Abstract

AIM: To evaluate the efficacy of early enteral
nutrition and intestinal barrier protective agents
on severe acute pancreatitis (SAP).

METHODS: Sixty-four patients with SAP were
randomly divided into groups A, B and C.
Group A was given conventional therapy, group
B enteral nutrition by nasogastric feeding, and
group C enteral nutrition and intestinal barrier
protective agents by nasogastric feeding. We
measured the recovery time from symptoms,
physical signs and laboratory parameters [white
blood cell count (WBC), C-reactive protein (CRP)
and serum amylase], changes in body weight
and serum albumin, cost of hospitalization and
length of stay.

RESULTS: Recovery time from symptoms,
physical signs and laboratory parameters in
group B was significantly shorter than that in
group A (P < 0.05). Cost of hospitalization and
length of stay in group B were better than those
in group A (P < 0.05). Recovery time of CRP

www. wjgnet.com

and WBC in group C was significantly shorter
than that in group B (P < 0.05). Average daily
hospitalization cost was comparable in the three
groups.

CONCLUSION: Treatment of SAP with early
enteral nutrition and intestinal barrier protective
agents can improve nutrition, speed up symp-
tom recovery, shorten length of stay and reduce
medical costs.

Key Words: Early enteral nutrition; Intestinal bar-
rier protective agents; Severe acute pancreatitis;
Nasojejunal tube

Wang YZ, Ding YB, Wu ], Deng B, Xiao WM. Treatment
of 64 cases severe acute pancreatitis with early enteral
nutrition and intestinal barrier protective agents. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3545-3548

Ha:
Fik: 64 SAP , A
,B
, C
. . WBC. CRP.
%R B . . WBC. CRP.

S

A (P<0.05.C  CRP
B ,
(P>0.05).

¥
&

SAP
, SAP

XK. ; ;

SAP



3546 ISSN 1009-3079 CN 14-1260/R 2007 11 28 15 33
64 . 2007;
15(33): 3545-3548
http://www.wjgnet.com/1009-3079/15/3545.asp n8 AR B4 ca
(n=13) (n=10) (n=11)
(n=11) n=9) (n=10)
02= () 48+ 27 46+ 26 48+ 25
£ TR 4 (severe acute pancreatitis, SAP)  WBCHOL)  168£72  17.1:69 169+ 73
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HEA> B RNE ] V47 A A (systemic inflammatory
response syndrome, SIRS)I=4:, fSAPHIIF
RAEW 2, LR UK Z 4 H U GE W (multiple
organ dysfunction syndrome, MODS). ik &
T I JRE AT FURI A AR T BEL T R A9
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—EMERTY Al TR AL I s IR

www.wjgnet.com

(AL, 75 7 00 LA S M 286 JSE £ 477 790 R0 0 3 1
AR, AT LA A R RE RS A MR A, S
PV 38 (1 3 )1 DRk W Dl fig A B i 5T
Y 3 R D RE, AT gk 2> 15 B T 58 5 A 5t AN 41
Ji R R T R A S R RE L AR R S T R
(immunonutrition, IMN)7ER 16 B, LRA &l 5
Dy fie 77 11 A A% 32 50, e ml AR 3o % 4
J0, AERF IR R SR A, A A PR T
PRV, Y R I Th S50, LA
JV 266 FEE DR AP 0 (A 22 W 22 ) LA S M 30 T A 15 71
G AR IICAL T, JLCRPSWBCH IR bk &
IR I ] S BA B AE R ge vt 27 2 e, Seontiiibdl
Bl WE IR B AL, 5 7 R B W 26 T R 4
SRR GRTHE Y15 7045, AT DA CSCRE Ji PA oRARE FR AS Air
MURAG, AR 3B 13 ) Dyse, W Ehfe
A KR 5 Jizp 38 B R D fi, AT 92> B BE BT 28 i
S TR R 7 R B A 5 R e,

AHIEFE P ST L i S IR B L CALE
Bt B2 97 8 9l AT Bt ) TR) ) AR A AT ) 8 1 %
(P<0.05), H7~ N H L0110 7 TR 6 Tl e s A
TS S FEAE B 2R T R R TRR
DU SGE LA i > 45 5 RNE N SRS E IR LN
[, AT T IR G IR AE R A AR, T B4
R T AERE IR ARG T A ey R 2l .
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Abstract

AIM: To assess the efficacy of non-surgical
methods of combined with integrated traditional
Chinese and Western medicine on severe acute
pancreatitis (SAP), guided by the theory of
febrile disease.

METHODS: The inherent factors and charac-
teristics of successful treatment of severe acute
pancreatitis were analyzed by reviewing its
three-stage treatment with integrated traditional
Chinese and Western medicine.

RESULTS: Along with constant improve-

ments after treatment with traditional Chinese
and Western medicine, the success rate of non-

www. wjgnet.com

surgical treatment for severe acute pancreatitis
has increased. The mortality rate has decreased
significantly in the three stages (40.52%, 17.17%
and 10.36%), as has the surgery rate (40.52%,
17.17% and 10.36%). In particular, the fatality
rate dropped to about 10%. New breakthroughs
were made in the pathogenesis and treatment
theory and technology of SAP.

CONCLUSION: The fever theory of traditional
Chinese and Western medicine for SAP methods
by “Yi-Huo-Qing-Xia” is highly operable.

Key Words: Traditional Chinese medicine; Severe
acute pancreatitis; Yi-Huo-Qing-Xia

Huang P, Li YH, Huang ZW, Xue P, Guo ], You Z, He FQ.
Integrated Chinese and Western medicine in the treatment
of severe acute pancreatitis: an analysis of 2271 cases. Shijie
Huaren Xiaohua Zazhi 2007; 15(33): 3549-3552
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PP 4R F5 1 (acute physiology and chronic heath
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R 3 B0 2 45 B e kG B R R, H
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Abstract

AIM: To explore the clinical therapeutic effects
of therapeutic instrument inducting combined
energies into the anus on chronic ulcerative
colitis (UC).

METHODS: Sixty patients with UC were ran-
domly divided into two groups. There were 30
in the treated group, who were treated with the
therapeutic instrument inducting combined ener-
gies into the anus. There were 30 patients in the
control group, who received regular drugs. The
two groups were compared after 3 and 12 mo.

RESULTS: In the treated group after 3 mo, 25
patients were cured (completely relieved), 3
had improvements, and 2 responded well. The
improvement rate was 100% and the cure rate
was 83.3%. In the control group, 9 patients were
cured, 10 had improvements, 5 responded well,
and 6 showed no improvement. The improve-

www. wjgnet.com

ment rate was 76.6% and the cure rate was
30%. The improvement rate for the two groups
showed a significant difference (P < 0.05, P <
0.01). The overall improvement rate and cure
rate for the two groups after 12 mo was signifi-
cantly different by the 3 test (P < 0.01). No re-
currence was observed in the 25 cured patients
treated with the therapeutic instrument.

CONCLUSION: The treatment has obvious cura-
tive effects on UC. The instrument is inexpensive,
safe and comfortable with no adverse effects.

Key Words: Ulcerative colitis; Therapeutic instru-
ment; Physical therapy

Mu JL, Hou ZJ, Xu X]. Efficacy of therapeutic instrument
inducting combined energies into the anus on chronic
ulcerative colitis: an analysis of 30 cases. Shijie Huaren
Xiaohua Zazhi 2007; 15(33): 3553-3556
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Abstract

AIM: To identify the relationship between
appendectomy and Crohn's disease and the
pathogenesis of Crohn's disease.

METHODS: We performed a meta-analysis of
case-control studies on the relationship between
appendectomy and Crohn's disease published
domestically and abroad from January 1987 to
May 2007.

RESULTS: Twelve case-control studies collec-
tively gathered evidence from 11 058 patients
and 784 440 controls. The results from the indi-
vidual studies gave an overall odds ratio (OR)
of 1.66 [95% confidence interval (CI) 1.32-2.09].
Stratification indicated a significant difference
between the incident (OR = 1.22, 95% CI 0.77-
1.95) and prevalent cases (OR = 1.82, 95% CI 1.38
-2.14), and between the childhood group (OR =
1.16, 95% CI 0.94-1.44) and adult groups (OR =
2.15,95% CI 1.85-2.50).

CONCLUSION: The meta-analysis suggests
there is a positive association between appen-
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dectomy and Crohn's disease. Further studies
are needed to establish whether a causal rela-
tionship exists.

Key Words: Appendectomy; Crohn's disease; Meta-
analysis; Case-control studies

Liu X, Cai XP, Tian F, Dong W. Appendectomy and
Crohn's disease. Shijie Huaren Xiaohua Zazhi 2007;
15(33): 3556-3560
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Frisch™ 98(2.2) 4498  194(0.9) 22488
Garcia 8(4.7) 171  469(4.69) 10000
Rodriguez™!
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468(4.2) 11058 17 097(2.18) 78 4440
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NSHD: the MRC National Survery of Health & Development of 1946; NCDS: the 1958 National Child Development Study;
ORLS: the Oxford Record Linkage Study; VA: Veterans Affairs; GRPD: the General Practice Research Database.
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Study or OR(random) Weight OR(random)
sub-category 95% Cl % 95% Cl
Gilat 1987 — 11.19 1.69 [1.09, 2.63]
Gent 1994 ——— 5.34 1.45[0.62, 3.39]
Russel 1997 - 9.46 1.70 [1.00, 2.90]
Breslin 1997 = = 8.13 0.78[0.42, 1.44]
Koutroubakis 1999 e 5.40 2.20[0.95, 5.12]
Thompson 2000 - 0.64 0.23[0.01, 4.03]
Reif 2001 — 12.62 2.03[1.39, 2.95]
Sicilia 2001 — 5.14 1.34[0.56, 3.22]
Kurina 2002 - 17.28 1.51[1.29, 1.77]
Frisch 2002 —=— 15.53 2.56 [2.00, 3.27]
Garcia Rodriguez 2005 - 6.75 1.00 [0.49, 2.04]
Firouzi 2006 —_—— 2.53 5.49 [1.41, 21.34]
Total (95% ClI) - 100.00 1.66 [1.32, 2.09]

Total events: 468 ( ), 17 097 ( )

Test for heterogenety: Chi-square = 27.60, df = 11 (P = 0.004), I = 60.1%

Test for overall effect: Z = 4.27 (P < 0.0001)
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