1964 ISSN 1009-3079 CN 14-1260/R

BRENBE 200488158 F12%8 £8H

7 Sever-Chroneos Z, Angus SP, Fribourg AF, Wan H, Todorov I,
Knudsen KE, Knudsen ES. Retinoblastoma tumor suppres-
sor protein signals through inhibition of cyclin-dependent ki-
nase 2 activity to disrupt PCNA function in S phase. Mol Cell
Biol 2001;21:4032-4045

8 Usnarska-Zubkiewicz L, Maryniak R, Podolak-Dawidziak M,
Wozniak Z, Jelen M, Ramlau R, Poreba M, Kuliczkowski K.
The expression of proliferating cell nuclear antigen (PCNA)
and of nucleolar organizer regions (AgNORs) correlates with

the morphological type of bone marrow plasma cells in mul-
tiple myeloma (MM). Pol Arch Med Wewn 2003;109:257-263

9 Tong Q, Zeng F, Lin C, Zhao J, Lu G. Growth inhibiting effects
of antisense eukaryotic expression vector of proliferating cell
nuclear antigen gene on human bladder cancer cells. Chin Med
J (Engl) 2003;116:1203-1206

10 Tabs S, Avci O. Induction of the differentiation and apoptosis
of tumor cells in vivo with efficiency and selectivity. Eur J
Dermatol 2004;14:96-102

ISSN 1009-3079 CN 14-1260/R 2004 1EFAL A H 57 5 s 2 2e 5 4t

* BFFLIGLIR o

FHIT ZEEEBRESEEREMEIHRENIRRX £

TEREAE, Hi4ETs, £ OBK AR, BREER, X B, Ml B & SRS, ik, IBEUK, BT

TR, MEtess, T3, RE, BRER, X, B, B8, 5HA, MK
$E SEBEIK, MENST, ENXFF LERELAA B2 EENTT 361004
B R A (EEEM, 361004, 3 828E M, Bl JAZPUERELAR.
jianlinr@msn.com

E31E: 0592-2292017
IFsBHE: 2004-04-22

fEH&: 0592-2292017
BZHH: 2004-05-09

i

B89: B 2R 2R =BF{E (fragile histidine trail, FHIT)
EELE 45 PIZ5E IR . 36 B4 BRI 23 ) IEH %)
e L E SN

TiA: iR 40 o/ L HIEREE , WHLOBECUE, SRR
FELAAL SPIEASIN FHIT 7E45 B S . 45 BRI E H 0t
HRAH RIS,

Y5 AE A5 B E MR 28 (| FHIT 2R A 15 B2 U bk
B, SEIRIKREES, 120)FKHME; B4 H A7 Dukes
A, BFIC ] FHIT & A R IRBHYERL G535 6/11, 5/12
F17/22. 76 36 WIZE A RE H 74 FHIT 28 A 35 B8
ERERG ) 4IRS, 25 BIFERFAM: Hrh sk 7R
JRAPEES | PRI B B AN MR A FHITZR .3 FE kB ML 51 23-51)
K216, 1/7F14/13.FHIT & A B RR e B FIE R
WHHRZH(62.2% vs 4.4%, X =25.33, P<0.01). Z5EE
L B IIE(62.2% vs 194%, X2 =14.19, P<0.01). %%
BRI B4 LA Dukes A+BHIFI AR ESE I C
W(47.8% vs 77.3%, X2=4.28, P<0.05)8)3F BFH%
5, MAESE BRI R A R | B B AN LAY
B (12.5% vs 25.0%, X*=0.84, P>0.25), ZEHinMR
JEFN I M BRZ0.(19.4% vs 4.4%, X*=3.51, P>0.05)
TEEEER.

510 FHITER B4 B ah 2ARR ke H e, HFHIT{R
Rk GBI AR RR , PN ZE e 545 EE
K& AR A

MR, TS, T, HIRIE, BRER, XIB, (TR, &8, PHRA, WE, &
K, AT, FHIT EREOTASEERENERERERIDR AR,
TS 2004;12(8):1964-1966
http://www.wjgnet.com/1009-3079/12/1964.asp

0 SIS

FHIT 3 [ i A E NS T a8 e o Tk 3p14.2,
BERRAEFAEEH ", FL2MMRH, UfEes
P BN gl MR O, sk
s BRI R VR R e YRR,
DL, IEANE TR/ BN & T RGBS, A
SN FRIAHEA EANEAA B A KA A R FHIT
BN B FE R T AR, RHHTESS E I R R R
HRAPE R A 4. 3R R e R AL SPIE R 25 E
S E A IR FHIT S 3RS0, H5 FHIT 3
N 545 BB s BRI C 5.

1 MRRSA

LA TR R 2 e — I R 2A B B 2003-01/
2003-10 AR A Mg, B 4341, Lol fl, Fh16-
80CF-459.5 ). Herh & Bl A 45 1], 45 B iR 36

FNIEF XS BR2H 23 6. 25 B A% Dukes A B 11651, BHE 12
Bl C 19 22 ). FHIT Hiid Ry Santacruz A W=, WA
bt A TR A H.

1.2 ik FIrEtRA A4 40 o/ L WEEE G, A 56
M, 4 um P, VIS =K, £F 30 mL/L 2Rk
A - HEEFIZ 10 min LUK RS S0 AR, R
FHMIRRIR - T80 —SP YA 7E 10 mmoL/L MR (pH 6.0)H
Z 5 min, {0 10 min, 100 mL/L 3£ EH . fin
AR AL e FHITHLR, 4 Crltid; i b gy (s
SP iR G - T, S FHIT ZE H A4 . BHE
S RN BE AR . S SRR 161, e (nm B 175



ISSN 1009-3079 CN 14-1260/R

R RE 200488150 1235 =81 1965

To 05 R 15, B0 250 fFE 6 340 T PR
R & A3 FEIES: BEPE O 20 FREEARIE < 10% 1 43
FRPEARIE 11-50% 2 43 PRIEAIIE 51-75% 3 415 BRA:A
MI>75% 4 4y Je Csm g 5 BH AN ARSR, Fefl 9-12 4
SRR BATE; 6-8 73 N FIEINTT; 0-4 41k i E sk
s, FIkFIPE.

BT 7F SAS6. 12 AR TR R, B
PERE IR X Rz 5

2 #R

TEIE AP FHIT JE R 1 F2ERA TR aldR R Es
BRIl 2 R AN A DA R —S ] e gn it dn
WRELANAE . SRAMB A AR A Az AR S, A
TR, 7E 23 Bl IEH X BRZH iR 22 ] FHIT 25 11 3534
AP, 1 BIFRREANE, FATEFRAEN 4.4%(1/23, F1).

F1 FHIT BEEEREBEBER T HIFEK

FHIT 323k (e 58 B 5 FHE 41 SRR

LI A i
0-4 (M) 6-84F 9-12 5 (%)
SEWE 28 5 12 45
Dukes A }f 6 2 3 11
Dukes B #§ 5 2 5 12
Dukes C #§ 17 1 4 22
SEMRE 7 4 25 36
BEAMAIEA 2 2 12 16
bR AL A A 1 1 5 7
HEAMAIEA 4 1 8 13
IEEFR 1 22 23

2.1 FHITR G A% B MR b o9 Rk 1e4stes Einie
A 28 5 FHIT 2 1 3535 . &0/ b ali s, RIEI S5
K 62.2%, 5SEIFLEEE, 12 GIFkpAE, BRRMEFEE
ORI RIE R R 85 E I Dukes A, BA
C 85 FHIT 25 (A ZR B Lu 6l 53 30 6/11, 5712 F117/22.
S5 E AR FHIT 25 1 Bk 0 38 5 15 5 % I
(62.2% vs 4.4%, X’=25.33, P<0.01), HAH BEHE
5t FHITH A7 AR R i Dukes A+BHIFNT. A1
EFER R C 3k BE M2 R(47.8% vs 77.3%,
X’=4.28, P <0.05).

2.2 FHIT & G4 ARG T o9 &5 18 36 BIZE B g
MR rRAE 7 5 FHIT 2 208 B &k b sk e, RPEAME:
FEEN19.4%, 4 FIFREWRE, 25 FIFREHEME, K
FESE AR R . T AN NSRS A FHIT 2R
235 B FL A 40 90 9 2716, 1/7 F114/13. FHIT 2 F1EA
MR RIS B S B s e B E R
(19.4% vs 62.2%, X’=14.19, P <0.01).FHIT & A
FEIRTELS E A R (R AN LA A F 4 EE AN
R At iR 0 B 25 5(12.5% vs 25.0%, X’=0.84,
P>025), SiE# A BRI B E 22 5(19.4% vs

4.4%, X*=3.51, P>0.05).

3 e

FHIT R @ FHL A 3p14.2, H eDNA 4K 4 1095 bp,
HH 108+, Hrr 5-9 Rt g+, Bkl (3;8)
Sy e B 5 R e X 38, FRABB. FHIT 77/ T R 28
IEEAL T, BN 2R Mg 4 40 FHIT 8 A
W REIREL RS, I ABE FHIT R a7
K, BERIZ B A MR A B i BE IR, 28R A g 41
FIEFIAR SR A0S AT T-RE /1. Capuzzi er al" "%} 55]
B IE TR, 49% B FHIT FEHE 2Rk,
FHIT & F# 85 Lauren 7725, MIRIRIE ., 09000
K, M5 90, ARSI . ik
&, FHIT ZHFRA, FHIT =ik BB 7 TG (Al
A AT FHIT Rk FHIE R Ho er al'*% 48 5] S fiti
A/ NFIE (NSCLO) I 5T 7R, 58.3% FA7E FHIT %
ISERG, DA FHIT ZRfL7E 2 S8 T R AR AR Hi
HEAEH.

FATH TR LSS A EFHITER 1A B 25
Wb el I RIE RN 62.2%, B ST ESMS
4550 Hao et al' "R F S dLEAS I &5 B A B EEAS
iy fgg e FHIT SR8, &3 FHIT 2 B
FERBA RN R 44% TN 1T %. #8BE et al'”"R T K
M 605125 19 FHIT & 2228, KIN55% 45857 FHIT
R B WD EEG , Ui FHIT GRS 7RSS
KA RIEDAEEEERRNI R EA L FHITE
FIRZR IS TE Dukes - HHAL 904 22 2 LA Bk, 12
7~ FHIT 25 A RIB /D 5B AROLEA — B AH G
2, 5Kuwai et al™ 5T 45 SBAR—EL. Mori er al™ %
RT-PCR Jrikxt 62 Bl&5amitoir, RIS i 5
FHIT % 532 i 1138 50%. Luceri et al™E 56 45
B R 29 611(55.18%) F7 7E FHIT &[] i 43124 1y fite
g, B, BUR PHIT B8 F 8 B fn / s 7
SR S 5 iR 1 AR AL

HAE L FHIT 545 H RS R WA 4L, &
TSR R R4S B s FHIT B A R 1 19.4%, 5
Hao et al "534 5228, {H{XTF Morikawa er al™'
IR FTah B, YEMLAIBT S, 47% 45 B B g f7/E FHIT
SRR, SR MLALE A AR T 5. Saitoh et al ™Rl
211 5 R (CHE rh 22.7% g Jid F- U1 AL YRS FHIT 4 1 4%
ISTEOL, KBTI FA R B FHIT 238 A B Bk T
EIRE R/ N RS A e, FHITTE I rh 385 8% 8
R Pt —2b 8

4 ZEE

1 Corbin S, Neilly ME, Espinosa R 3rd, Davis EM, McKeithan
TW, Le Beau MM. Identification of unstable sequences within
the common fragile site at 3p14.2: implications for the mecha-
nism of deletions within fragile histidine triad gene/common
fragile site at 3p14.2 in tumors. Cancer Res 2002;62:3477-3484



1966 ISSN 1009-3079 CN 14-1260/R

BRENBE 200488158 F12%8 £8H

2 Becker NA, Thorland EC, Denison SR, Phillips LA, Smith DI.
Evidence that instability within the FRA3B region extends
four megabases. Oncogene 2002;21:8713-8722

3 Kuroki T, Trapasso F, Yendamuri S, Matsuyama A, Alder H,
Mori M, Croce CM. Allele loss and promoter hypermethylation
of VHL, RAR-beta, RASSF1A, and FHIT tumor suppressor
genes on chromosome 3p in esophageal squamous cell
carcinoma. Cancer Res 2003;63:3724-3728

4 Skopelitou AS, Mitselou A, Katsanos KH, Alexopoulou V,
Tsianos EV. Immunohistochemical expression of Fhit protein
in Helicobacter pylori related chronic gastritis, gastric precan-
cerous lesions and gastric carcinoma: correlation with con-
ventional clinicopathologic parameters. Eur J Gastroenterol
Hepatol 2003;15:515-523

5 Kuwai T, Tanaka S, Kaio E, Hiyama T, Ito M, Kitadai Y,
Sumii M, Yoshihara M, Haruma K, Chayama K. Clinical sig-
nificance of Fhit expression in development of colorectal car-
cinoma of various macroscopic types. Int J Mol Med 2003;12:
437-442

6 Andachi H, Yashima K, Koda M, Kawaguchi K, Kitamura A,
Hosoda A, Kishimoto Y, Shiota G, Ito H, Makino M, Kaibara
N, Kawasaki H, Murawaki Y. Reduced Fhit expression is as-
sociated with mismatch repair deficiency in human advanced
colorectal carcinoma. Br J Cancer 2002;87:441-445

7 Mady HH, Melhem MF. FHIT protein expression and its rela-
tion to apoptosis, tumor histologic grade and prognosis in
colorectal adenocarcinoma: an immunohistochemical and
image analysis study. Clin Exp Metastasis 2002;19:351-358

B SRUFEE, TJRSER, WRIEE, Z4THR, X4, SUEE, 27, TEL X
IR, B IEbR R hMSH2 . FHIT ZEA R R S
M. JEdE 2003;22:571-574

9 Yendamuri S, Kuroki T, Trapasso F, Henry AC, Dumon KR,
Huebner K, Williams NN, Kaiser LR, Croce CM. WW domain
containing oxidoreductase gene expression is altered in non-
small cell lung cancer. Cancer Res 2003;63:878-881

10 Zhao P, Song X, Nin YY, Lu YL, Li XH. Loss of fragile histidine
triad protein in human hepatocellular carcinoma. World J
Gastroenterol 2003;9:1216-1219

11 Huang LW, Chao SL, Chen TJ. Reduced Fhit expression in
cervical carcinoma: correlation with tumor progression and
poor prognosis. Gynecol Oncol 2003;90:331-337

12 Yang Q, Nakamura Y, Nakamura M, Yoshimura G, Suzuma
T, Umemura T, Mori I, Sakurai T, Kakudo K. Loss of Msh2 is
not associated with FHIT deletion in breast carcinomas. Anti-
cancer Res 2002;22:2591-2595

13  Tsujiuchi T, Sasaki Y, Kubozoe T, Konishi Y, Tsutsumi M.

Alterations in the Fhit gene in pancreatic duct adenocarcino-
mas induced by N-nitrosobis (2-oxopropyl) amine in hamsters.
Mol Carcinog 2003;36:60-66

14  Sukosd F, Kuroda N, Beothe T, Kaur AP, Kovacs G. Deletion
of chromosome 3p14.2-p25 involving the VHL and FHIT genes
in conventional renal cell carcinoma. Cancer Res 2003;63:455-457

15 Su T, Suzui M, Wang L, Lin CS, Xing WQ, Weinstein IB.
Deletion of histidine triad nucleotide-binding protein 1/PKC-
interacting protein in mice enhances cell growth and
carcinogenesis. Proc Natl Acad Sci USA 2003;100:7824-7829

16 Hao XP, Willis JE, Pretlow TG, Rao JS, MacLennan GT, Talbot
IC, Pretlow TP. Loss of fragile histidine triad expression in
colorectal carcinomas and premalignant lesions. Cancer Res
2000;60:18-21

17  Capuzzi D, Santoro E, Hauck WW, Kovatich AJ, Rosato FE,
Baffa R, Huebner K, McCue PA. Fhit expression in gastric
adenocarcinoma: correlation with disease stage and survival.
Cancer 2000;88:24-34

18 Ho WL, Chang JW, Tseng RC, Chen JT, Chen CY, Jou YS,
Wang YC. Loss of heterozygosity at loci of candidate tumor
suppressor genes in microdissected primary non-small cell
lung cancer. Cancer Detect Prev 2002;26:343-349

19 ®Uf B, SR, o, 255, ZAa. & EEEtas
RZBRAREOREEERIY. piEmEFE 2002;,31:124-127

20 Kuwai T, Tanaka S, Kaio E, Hiyama T, Ito M, Kitadai Y,
Sumii M, Yoshihara M, Haruma K, Chayama K. Clinical sig-
nificance of Fhit expression in development of colorectal car-
cinoma of various macroscopic types. Int J Mol Med 2003;12:
437-442

21 Mori M, Mimori K, Masuda T, Yoshinaga K, Yamashita K,
Matsuyama A, Inoue H. Absence of Msh2 protein expression
is associated with alteration in the FHIT locus and Fhit pro-
tein expression in colorectal carcinoma. Cancer Res 2001;61:
7379-7382

22 Luceri C, Guglielmi F, De Filippo C, Caderni G, Mini E, Biggeri
A, Napoli C, Tonelli F, Cianchi F, Dolara P. Clinicopathologic
features and FHIT gene expression in sporadic colorectal
adenocarcinomas. Scand J Gastroenterol 2000;35:637-641

23  Morikawa H, Nakagawa Y, Hashimoto K, Niki M, Egashira Y,
Hirata I, Katsu K, Akao Y. Frequent altered expression of
fragile histidine triad protein in human colorectal adenomas.
Biochem Biophys Res Commun 2000;278:205-210

24 Saitoh Y, Waxman I, West AB, Popnikolov NK, Gatalica Z,
Watari J, Obara T, Kohgo Y, Pasricha PJ. Prevalence and dis-
tinctive biologic feasures of flat colorectal adenomas in North
American population. Gastroenterology 2002;122:839-840

ISSN 1009-3079 CN 14-1260/R 2004 1EFAL A H 57 5 s 2 2e 5 4t

IEE NG RARMEIMEFRIERE

FREF, NEE, KEH, LB, ZHER

R, XE AL, WM, TR, THEN, TEHARMAES ZFEX
R BRI AR IT-EB M AT 400042

T H e A XUELE, 400042, SRTHATRE 10 S, PEARBNZE
E=EERZANERFEIIMIIARIEEIAEL. 1bh57268@163.com
B35 023-68757248

WisBHE3: 2004-05-12  EZHHER: 2004-06-17

fii %2
B8Y: #T1EE A E R4 (intestinal epithelial cells,

[EC)HIr 8. RFMNEFRTT i, AT 1IEC LU 5 IEC A
FPI RIS A AR

TOVE: IEF A5 A S AR A I SR
Ji 10 em BIZEIZEAER, BEE T TR RIS A TR
RiHH S 8 IEC, $MPT & 2RI IBC AR E R )
DMEM Br32 N, AR TEC FlSCeT 42 Rz a) 4 52



