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[#E) By THEPEA MLHL EH Val384Asp s X RN MBE R HHEERL. Hk
EHENBABRPSRHER 2B AXBBEEE 2B ATBEZ I AAREREOARERES
#0268 £ A S A 40 A 2 40 DNAR AR & B4 R MY 1 hMLH1 #E 5 12 4H 8B T H3F
4} DNA H Bt (217 bp), ¥ RO G354 I , DNA W F IR E , M7 Val384 Asp 2k (H B 78 [0 F it
PO R 6.34% EH AR Vald84Asp, R BB B E M E B EZ B Val384Asp HIH6 i
SERABHEERASRIT¥EL(P<0.05), REE<ASIHRBBREN<SOSHWERRED,
Val384Asp AR S E R ABMKERARITFBEX(P<0.01) MALRERENTEREE D
Val384Asp M I RS IEH AWMERSAT. &8 Val384Asp 8 X RBE NP EA hMLHL EH b
H—AEEME BRRBENMEERESBREE, TENTFEAE BERE, R RKR T HiE M
B AR AR
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[ Abstract] Objective To investigate the association of genetic polymorphism Val384Asp in hMLH1
gene with the risk of colorectal, gastric, esophageal and breast carcinomas. Methods A case-control study
was taken to investigate the role of Val384Asp in hMLHI gene in developing these four carcinomas. 233
colorectal, 273 gastric, 90 esophageal and 111 breast cancer patients were included,as well as 268 heathy
individual served as controls. Peripheral white blood cell DNA was obtained from all subjects. hMLHI gene
Val384Asp was analysed using a PCR-based DHPLC while the existence of Val384Asp were verified by
DNA sequencing. Results 6.34% of the heathy individuals were identified as Val384Asp carriers and
significant differences existing between colorectal cancer patients or gastreic cancer patients and controls,
especially between younge aged patients and controls. Conclusion Determination of Val384Asp in hMLH1
gene single nucleotide polymorphism seemed to be suitable for identifying individuals with increased risk of
gastrointestinal cancer in the Chinese population.
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REHMBEHERAERETEEXMR, 858
Val384Asp (IR AR 7 — & & E L% m hMLHI B
B azh 88, N 3 — # % ¥ hMLHL % K
Val384Asp MR EH % E H, RAT B2 W T
Val384Asp 2 HRA KR B % R EBE =FFHL
E i 88 01 2L R bR o B AR R L o
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1. W5 REA FR B HE A2k 707 Bl AE B &, 1
v 233 Bl KGR E , B 139 4 .4 94 B, i 23~
77 %, FHER (52.85+13.76) %273 B E A
H,5 188 #il . % 85 B, F k4 28~79 &, FHE K
(57.03+£10.08) ;111 BIFLIRERE, B 3 #l. &
108 B, 4F 328 ~78 & ;90 MR BWEHE , B 51 #.
% 39 B, S 40~78 &, F I FE# (62.16 £ 8.69)
%, BHBSNE AR, ¥ MIZE DNA, JBAE bR
P57 = PAD Xl A 5 A 5 S T K
A IR R 7E TR B B bn As 2 v A AL 3% B O 4R A B
5 i 43 s X BE ZH 2 B X4 b AH TR] 4F 8 4 R B RC R L
FIER LA, SR ZETmMERR,

2. REMER N (PCR) 519 F %) . Lif 5 -aca
gac ttt gct acc agg act tg -3 ’ ,—F% 5’—tgt ctt atc ctc
tgt gac aat gg-3" o Y WML F hMLHL B H 5 12
NEFLEHANBEZSE 2B TFAREERB
% 1251 fUpdist, K217 bp, 25 ul PCR R MK R,
H 8 50~ 100 ng 2 H 4 DNA, 0.2 mmol/L. dNTP,
EF#H3I#4%0.5 ymol/L,2 U Taq DNA B4 B,
PT-200 6 B 3~ 3% {1 38 & 44 : 94°C B # 5 min,
94T 20 s,57°C20 s,72C 30 5,35 MPE3F,72C E K
10 min,94C 2 ¥4 min, #% 0. 1°C /s FBEE T MR B
% 25C ,ACRF. 1.5%BRASHH 5B ea ki il o

3. A8k B %R A 23 (DHPLC) 43 #7 : PCR 7= 4
E# F % B 4 H7 &, DHPLC (WAVE X% £,
Transgenomic) 3§71 ; BEIK #E A & 58 pl, HEIRS59.2TC,
WA 0.1 mol/L N-=Z 3 Z. Bt (TEAA, & #7
AYMAFWERSENZE, B #EO0.9 ml/min,
260 nm#SME I .

4.DNA K% 43 ¥t : DHPLC 43 #7 Bl &
HHAREE PCR =Y HENF

5.8 %4 M. £ 42 E bMLHL 2 R
Val384Asp B E BRI M E M EEAMERN LK, XA
Epi Info 6.0% /4 , Mantel-Haenszel y* i F1 R BE
7o

s R

1.DHPLC #I DNA F 34 #r . i 5 REH,
268 ZIEH XS 17 ZHARFENREIER , HHF
B e 7Y I F 27/233 B0 K B o R E \33/273 B g
BEIIIIHARBRER 80 FINTHEERE
(F1.% 1), DNAFFIHEH, X—REERY
HIRE BT hMLHL 2 FE 1151 MR EFE R L
HHRME BB (T>A) (AR, FRZRETLY
3B MEBFREHEAR(Va) BIRL AR (Asp)

4% X 538 (GTT—>GAT, Val384Asp) o
8

3

RAE (mV)
o'—Nw&u-cs\)oe\gs [ — B W B

0.55

1 2 3 4 5 6 71
YRS (min)
a B 274 8 DHPLC Ei¥%, 5 b B4 & DHPLC E#H H, 7
6.02 mint B F 48> B ,S. 66 minkb B — R AT 7K Ve bk
E1 hMLH1 #£F4% 12 4} 8 F DHPLC &%

#1  URRPE R E AP hMLHL #H Val384Asp B E R

PR BAM L
FiA  Val384Asp HER
a5 BB Valap  VallVal P{ OR{H(95%CI)
bug:iiil 268 17(6.34) 251(93.66) 1.00

KGR EE 233 27(11.6)  206(88.4) 0.039" 1.94(0.98~3.83)
HWEE 273 33(12.1) 240(87.9) 0.021* 2.03(1.06~3.91)
AEBEE 9 8(8.89) 82(91.11) 0.41  1.44(0.55~3.70)
AAERAE 111 7(6.31)  104(95.69) 0.99  0.99(0.36~2.64)

*» P<O.O5; BB/ AHEERAY, FESABRE IR
(%)

2.RHEMNER
(1) % iy J8 38 2L 0 DR 0 R Ay s A e ) - Y
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ol e 8 B8 2 4 B IF %o HE 4H 2K I R L AR R 4 Y
BIA RSO, & HZ RIS AR5/ BRI
¥B N, KA Val384Asp HE B HHMERNE 1,
ZUBEARRUNM RN MEHESEISHEZ Y
EER ZHEESEMNERESHANIAYHE
Hardy-Weinberg 4 , & HAE M BB B IR FE,

(2) D i B F Val384Asp HE B R 5 IE
EXROLE: SREVERGEREMEBRERE
H1,Val384Asp B RS RE = F X AR, WE =
RAEESIT2BEX(P<0.05);ERHEEREETP,
Val384Asp HH A F B & FIEH AR, HES I
FE N MAL RIS B & Val384Asp [ BRI M 5%
BABLES.

BG)EHEMEEESAGWHBR L LR
PLas B aA KB, 50 5 A BRmEE
o (RIS AR R IR 2 ] Val384Asp E RIS K, &
RE~ABRHEMERE UGS, KEH Val384Asp
EEBBRES TIEMBH, WEZRERFELIT
2EY(P<0.05)(F2),

R2 H4AKEBBHEMNERSE hMLHL ZH Val384Asp

P B R A 4 6] AR
= Val384Asp £ H #
A EIG;&F Val/Asp  Val/Val P ORMEOG%CD
KiniEE
<45 % 63 12(19.1) 51(80.9) 0.036* 2.28(0.97~5.34)
>45% 170 15(8.8) 155(91.2)
HHEE
<50 % 60 12(20.0) 48(80.0) 0.040* 2.14(0.96—~4.74)
=50% 213 21(9.8) 192(90.2)

x P<0.05; 4% S 5108 X 5 0 R BB, 155 0 508 0 4 R
H (%)

G BEBEMBRESHAE SN EA
Val384Asp HF A A FMBH A IFERRIF, 4
3R B W 18 bR MR A 5 X R4 Val384Asp FALEEEH
PRWER, ERER, <45 F WK KBS
M<S0 B HIEEE B BEHE T, Val384Asp FEH
BERSMBAME, ZFERKITFERE X (P<0.01),
MAE=45 FHKBEBN=>50 SHEREAEE P,
Val384Asp &N EFME 5% MAM L £ 7 L5t
28 Y (P>0.05)(F%3),

12
Foh e o R A R BIS FSR R RIS ST B VKRS
W% SRR SR, o AL N R TR A R

KESBRP, RHAEZ G H R 28 K G M
HEREPHAENEABREBIENR, 2RI
BFTe,
%3 H4AEEHENESE hMLHL EH Val384Asp
SR FFES E R B

SUERHE

A ———
415 384Asp 384val P
PECEOT (%)

xof B4 268 3.17 96.83 1.00
KpBaE
<45% 63 9.52 90.48
=45% 170  4.41 95.59

ERiT Ak
<50% 60 10.00 90.00 - 0.0010* 3.39(1.47~7.75)
=504 213 4.93 95.07 0.1600 1.58(0.79~3.19)

* o B R R R A T R, 7 LA AR o L B O
B, BRI AR A R b o B, T LM A S TR O, B
o I 4 41 4 50 5 A 36 0 BB AT LB P<0..01

DHPLC RiITEXEN —TH FEEE TR &
FHER, EPCRRMELKTHEEIRZEN R
TR, R R A7 A R AR, W 78 A TE AR 4 B 09 B
H, YATF—F B RE TR, I ALK B
B B 7 30 S AR S R AE R T IR A BB 45 4 TE
BEETUHRSBEHBRERT, A& LRATUE
JX T3k ,7E DHPLC E i FE B—F ¥ Ui %,
BREREMVERE SN AR, PR ENER,
58 R A& £ AR i RFLP.SSCP.CSGE %
ARAFH ,DHPLC B AZERMFEE , HHEE, B3k
R, B MRS mERE B R E0E, A
EREBE TP EEEZHMABEE"",

BIEYRARERESEMBEEAENFERH,
AR RH DNA Hi45 2 & R 59 R =4 ) B #%
BHE, P DNA RE ST FREEREFBEEY
BRAEERTEHNEE DNARGLRBZ —, BEKNF
TER4E B 18 B & 48 (DNA mismatch repair system,
MMR) A %% 5 14 #b 18 & 55 B /9 DNA 43 F, fRiE &
EY RN EREMBEN, B BRERTEHN 4,
hMLH1 EFEERENEREE RSN EEHR
4y, B R FESRAHE R KW R G, JRA
SR P 2 LR LA AR i R R R AR

AR PR hMLHL 2 H 5054 b 878 , 384 7 49
BEARENTEAMEXMNTERH—MRFMNE,E
HKIRZEWREASHEEEAN BT LKRE., HbPHE
FIBE RO R MR L ER TR 2B X Fh
MR, A RE A A =Y A2 MR AR

OR fE(95% CI)

3.21(1.40~7.33)
1.41(0.66~3.01)

0.0018"
0.3400
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AF | A T 5% i 3 35 1R A 5 43 T R, 58 LA X 2 8 1 2
L BE 7 B, BB RO RUBS 1 K, R R BUR A
£ Sy H hMLH1 3K Val384Asp 9% B 2
R, RN K TRUEBE MRS, LR oHT
Val384Asp F & %I 7E PO Ff il 8 B R AR o

et BRA AR, AR B Val384Asp HIFF
T HEMBERBEAN 3%, B4 6% KA
Ze4 K Val384Asp, HE B i iE W& B &+
Val384Asp HIR B 5 X A NBEZ A2 RFFEL
H2EE X (P<0.05), RHAE<45 ¥ HIRE K E
<50 % BRI B B H B, Val384Asp MK H 3
S BAABZEAZERFEZITEE X (PL
0.01);MAE=45 S KRBWM =50 FHBRBEE
W, Val384Asp FIK B 53 A ABMHILEE R
(P>0.05), Giit¥athdB/RIBTEM 45 54
MABmEZEAML S0 % AN EREREZN,
Val384Asp I BRI R EZ R R HFEETERE X
(P<0.05),

BRZHEEM ABEIRFERZNEW, RE
KGEBAERBRETREREIER , HERERG
BRRTRERA N EE BENRS, ARE
KB K2 AR AT, U R 2B A N R R E KM
B KBBHIKELZ R, KEXBRERERY, BN
KBS RER KI0~55 F,35 FUTHRE L
12% ,MBKE KX ERERERHIS5~70 8,35 %

DTFREERUT. CEARBERERERRS

G P HE 0 K 8 % A IR SR AT, AT AT B AR
ZgiﬁﬁMﬁAﬁ*ﬂ@ﬁ%*ﬁﬂj Val384Asp §9
A LB RERRITAN, FETH
E A Val384Asp AR EE—ERE L ¥ W3]
REBHEHERER.

ERERBE T, Va384Asp WRELRKEET
EFMB EEET¥EL, MELRERE P, H
BERSEENRBHEALLTESR. SHREREEKHE
HEMEARE, LRARERTEHATRE. EX
R 2R B G e R T IRE, TR EE S LB
EEINE, AREEMERNNFET BEARER
FIEL IR B E b Val384Asp Y348 3K 3% & 1 R
Ao

Val384Asp % X REENAREA hMLH1 EH
EH - 2B E RPE ARG EME BEH—1

w5 RE R, WA B AR E B E MRS
NTBE I 5 B AR 1 4
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