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Abgtract :Objective  To investigate the relationship of mismatch repair (MMR) proteins expression to
drug resistance of gastrointestina tract. Methods Immunohistochemistry and immunocytochemistry
were used to detect the expressonsof hMSH2 and hML H1 in 5 gastric carcinomas, 18 intestina carcino-
mas and B GC823 , BGC823/ cDDP; M TT essay was used to detect the res stance of carcinoma tissues and
the cell lines above to cDDP, 5-Fu, VCR, MMC. Results The ratesof hMSH2 in carcinoma tissues and
their surrounding tissues were 74 % and 59 % respectively. There was no significant difference between
them, and it was significantly coincidence between them. The rates of hML H1 in carcinoma tissues and
their surrounding tissues were 57 % and 23 % respectively. There was sgnificantly difference between
them. The rate of MMR protein expression in carcinomas high resistant to 5 Fu was sgnificantly lower
than that in carcinomas middle and low resistance to 5-Fu. HMSH2 expresson of B GC823/ cDDP was
weaker than that of B GC823, and the former was more resstant to cDDP, 5 Fu, VCR than the latter.
Conclusion The situation of MM R function may be related to individual genetic background and decrea
sng of MMR protein expresson may take part in intrinsc res stance to 5- Fu and multidrug res stance of
gastrointestinal carcinomas.

Key words:Mismatch repair protein; Intrinsc drug resistance; Gastrointestinal carcinoma

( ) 5 18 B GC823

B GC823/ cDDP MTT 2 5 Fu
hM SH2 (74 %) (59 %) ,
; hML H1 (57 %) (23 %) 5 Fu
hMSH2 (BGC823) ,
hML H1 2 cDDP 5 Fu VCR
, 3.93 1.87 2.03 ;
5 Fu
:R735;R735.3%4 A :1000-8578 (2006) 07-0496-03
0 11
20 90 , ,
DNA

hMSH2 hML H1

:2005-07-25; :12005-12-26
1116023 ,

(1977-) , , , 1.1
2000 2003



2006 33 7

23 5
, 18 14 , 9
(58.6£13.2)
, ( ) ( ),
10 % : , :
HE
. 2h
(MTT )
B GC823
, , B GC823/ cD-
DP
1.2
1.2.1
hM SH2 CALBI-
OCHEM ( 1 50) ; hML H1
PHARMIN GEN (
1 50) ,SP DAB
,PBS
, 5
, >10 %,
: hM SH2
hML H1
1.2.2 MTT
(cDDP) 5-Fu
(VCR) (MMC) 4
10
3amm® , ,
x10°  /ml, 96 (
woul/ il o I/
) ( wopl/
wopl/ ) ( 201/ ), 3
, 5 %CO. ,37
48h, MTT ull ),
4h, DMSO(10Qu 1/ ), ,
& =570nm) (A )
; =(1- A /A ) %
100 % ) :
<30 %; >30%, <50%;

794
=50 %
1.2.3
B GC-823 B GCG-823/ cDDP
,PBS 2 , , 4
30min, SP ,
, 1.2.1
1.2.4 MTT cDDP 5 Fu
VCR
B GC-823 B GC
823/ cDDP, 3x10° /mi
cDDP 5 Fu
VCR wl
1.2.2 (1Cs0) B GC823/ cD-
DP 5Fu , = 1Gso (BGC
823)/ 1Cs0 (B GG-823/ cDDP)
1.2.5
X? ,  SPSS
10.0
2
2.1 hMSH2 hM-
L H1
hMSH2 74 % (17/
23) 59 %(13/ 22)
(P>0.05) , (P<0.05) ,
1; hML H1 57 %
(13/23) 23 %(5/ 22)
(P<0.05)
1 hM SH2
+
+ 13 16
0 6 6
13 22
X?=11.917,P=0.001
2.2
23 5-Fu
1391 8
378 ; 13 17 6 14
5-Fu
(P<0.05),



894 2006 33 7
(P>0.05) , 2 ol
2
MTT
hMSH2  hM-
5 Fu
L H1
1 9 8 1 1 5-Fu
8 5 3 3 7 5 8 7 ,
13 12 17 16 6 6 14 11 .
P 0.218 0.015 0. 330 0.786 ,
2.3 5-Fu
hMSH2 hML H1 5-Fu )
B GC823/cDDP B (GC823 ,AM SH2
B GC823/ cDDP B GC823/ cDDP
B GC823 ,hML H1 2 cDDP , 5Fu VCR ,
hM SH2
B GC823/cDDP  cDDP 5Fu VCR B GC823
3.93 1.87 2.03,
B GC823
3 )
hM SH2
hMutSo  hMutSB ,
;hML H1
hMutLa  hMutLB , :
[1] Schofidd MJ, Hseh P. DNA mismatch repar: molecular
(2.3] mechani sms and biological function[J]. Annu Rev Microbiol ,

(Hereditary Non
Polyposis Colon Cancer , HNPCC)

(4] hMSH2  hML H1 5
18
,hM SH2
hM SH2
: hML H1

(2]

(3]

[4]

[5]

[6]

2003, 57: 579-608.

Genschel J, Bazemore LR, Modrich P. Human exonuclease |
isrequired for 50 and 30 mismatch repair[J]. J Biol Chem,
2002, 277(15) :13302-13311.

Raschle M, Marra G, NystronmrLahti M, et a. Identification
of hMutL beta, a heterodimer of hML H1 and hPMS1[J]. J
Biol Chem, 1999, 274(45) :32368-32375.

Bignami M, Casoreli |, Karran P. Mismatch repair and re-
goonse to DNA-damaging antitumour therapies[J]. Eur J
cancer , 2003, 39(15) : 2142-2149.

Fedier A, Fink D. Mutationsin DNA mismatch repair genes:
implications for DNA damage sgnaing and drug senstivity
[J]. Int J Oncol , 2004, 24(4) : 1039-1047.

Aebi S, Kurdi-Haidar B, Gordon R, et al. Lossof DNA mis
match repair in acquired resstance to cigplatin[J]. Cancer
Res, 1996, 56(13) : 3087-3090.



