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Abstract; Objective
ductase (MTHFR) and FOLFOX4 adjuvant chemotherapy in postoperative colon cancer patients.

To study the relationship between polymorphism of methylenetetrahydrofolate re-

Methods A total of 76 postoperative colon cancer patients were enrolled and recived six cycles of FOL-
FOX4 adjuvant chemotherapy MTHFR C677T gene polymorphism was detected by pyrophosphoric acid
sequencing method. Results The three allelotypes of the MTHFR-C677T in 76 patients were C/C
47.4%(36/76), T/C40.8%(31/76), T/T 11.8%(9/76). The relapsed cases were 11 in C/C, 13 in T/
C, 9 in T/T. The relapsed rate in T/T was similar to C/C and T/C (P =0. 710). Conclusion There had
no relationship between MTHFR C677T mutation and curative effect of FOLFOX4 adjuvant chemothera-
py in postoperative colon cancer patients.
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BRE B REARRIE WL 1, A8 6 i B g 2 SR AR
YT 9 e 4 e g 1 o R b i A A I 2 o i g
Jigeg B e s BEAR) . H A2 R 12 An A o A i
HZHLL,

&1 76 BIEHERIERBEBEKRFFE

Table 1 76 postoperative colon cancer patient’s basic infor-

mation
Characteristic Number (%)

Age(years)

<50 23(30.3)

=50 53(69.7)
Gender

Male 48(63.2)

Female 28(36. 8)
TNM stage

I 0(0)

1 20(26.3)

I 56(73.7)
Diseased region

The proximal colon 34(44.7)

The distal colon 42(54. 3)
Depth of bowel wall invasion

Mucosa 2 (2.6)

Muscularis 18 (23.7)

Serosa 42 (55.3)

Extraserous 14 (18. 4
Lymph node metastasis

No 20(26. 3)

Yes 56(73.7)
L2 XTIk
1.2.1 DNA #Ht

LB HA AR VI 5~10 pm dHZUR,
AL 5 ml Ep 49, i 1 ml — 58 J14R % 10
S, HIE18 000 r/min B> 2 min, 2 FEWR . 484
LU, Fn 1 ml 100% 2B, P 1R 41 H R iR

18 000 r/min B0 2min, W T4 N R AR O Ep
IR T 37CHE 5~10 min, 2K EEZ WK,
B 180 pul ATL buffer, 8% IR A) s AN 20 1] A
fiti K, IR35I51 56°CMEE 1 h BHLUEM G =%
W90 CHERE 1 h 1500 B850 10 s J7 . 411 200 pl AL
buffer, ¥ ¥ 75 43 18 21, 0 200 pl 2 fE (96% ~
100%0) IR HIR AT 51500 FL 8.0 10 s, /N0 B FE A %
W% 2 QlAamp MinElute A G 7 7E U]
£ 2 mlEp ) .8 000 r/min B> 1 min, 4T
FCA—H0 2 ml B0 9,0 500 1 AW buff-
er,8 000 r/min 8.0 1 min BAE T — T 2
ml B, 500 p] AW2 buffer,8 000 r/min 5
O 1 min, KA F LA —DH 2 ml 08,
14 000 r/min &.0> 3 min, B BRI+, A —1
LB, 5 mlEp &, JinA 20~100 pl ATE, i
AFE<50 pl B, IREE 1 min, 14 000 r/min &
O 1 min, PAGH9 DNA W .
1.2.2 HMFHEH KB PCR 471%

PCR ¥ 345 ¥y i L1 A 55 B, 519751
% MTHFR-C677T-F: Biotin- ACTGTCATC-
CCTATTGGCAGGTTA; MTHFR-C677T-R; CG-
GTGCATGCCTTCACAA,
1.2.3  HAYEEK F Bt PCR =4 s R b 19 2l fk

i Vertex IREIRE 7 28 1R 2] Sepharose beads
(AALER) 5 PR 75 20 A 2l A 2R B i (CREREAS 3
pD R E—4~ Ep & FEai b ER TP A 37 pl 45
B G L (A AR S 2 R PCR AR R —Ff
HETR RS Vertex 1IR5); Pt DL IR S
Prim A PCR 724y (40 pl JZ R ARED L AEREAR 40
pls PCR P2 ¥ % i R IR 27 10 min, PAGERHR4E1L .
Bt 7020 2L 1 X U 78 B FE ROk b, 1Y
AEES AR T2 AVBLCLD PUEH, 43 SR O A 180
ml F2li7K 120 ml 70 %0 2 AR PESR B R P A 5
FIFF R m oK PG vE s Sk 30 s HAas
LA%H] 96 L PCR i, ISR » 1 02 Sk il A A
b5 s RN T 5 s BB T TR BE 10
s3 JEMS R S W AR IE 7 5 W Sk A &
W51 a AR #5380 B Al s 5 A B it 1Y
FESARCAE © P ThermoPlate B HHEHIE S |
J#AE] 80°C 2 min, FR¥8 203 % . 58 B BE B AR
alifk.,
1.2.4  HMFEEHE SNP

W IR oA sl hr ) sk PCR 7™ 9% ] £E
BRI ¥ AL (PyroMark ID) , 7£ SNP £ AR T #24%
ARERAE U0 W 43 S A U A & MTHFR 2 [ SNP
iRl
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ARG MT ARG 250 5 & 8k T i J 53
FET IR [E]
L4 gtk

KA SPSS15. 0 GeitFAFiE 47 53 B s AN [F) 1A
RIS R BRI LR o K S 47 43 » P<<0. 05
T 22 A G2 0 S o B g T7 R8ORE DG R R Al
JH Cox [ F#AY,

H#HR

2.1 MTHFR-C677T 3 L840

XF 76 ) 10, I B9 25 i 98 /8 35 /9 MTHFR-
Co77T AT T AEBE BRI e, 1E ) 51 1% 310
ACTGTCATCCCTATTGGCAGGTTA, X [71 5] )
P CGGTGCATGCCTTCACAA, I ¥ 5| 415
it CGTGATGATGAAATCG, AYE i IE
514 . K SNP 7 &5k B4 ¥ 51 A/GCTC-
CCGC P45 5 5 B 3 b 45 {7 5k PR AR, L9 PR A %
43R C/C 47.4%(36/76), T/C 40. 8% (31/76) ,
T/T 11.8%9/76)  WLIE 1,

O C/C 47.4%
H T/C 40.8%

BAT/T11.8%

1 MTHFR-C677T ERSAR 5 E
Figure 1 Frequency distribution of MTHFR-C677T gene

2.2 MTHFR-C677T %45 545
BIES 7 I7A 5E FR

MTHFR-C677T 2878, C/C L 36 {4 h &
KA1, T/C HFR 31 il & 13 i, T/T N
A9 flp A % 2 4, T/ T SR AL & R/ C/C
+ T/C JLHA (22, 2% vs. 35.8%) fHEE R T 5
R X (P=0.710), W3 2,
2.3 il FOLFOX 4% Bh ALYy 97 siop S I

Cox fAY LRI ZR 73 AT 45 R B7n . TNM 430
RERIR B 5 45 W95 FOLFOX 4% Bh 4k y7 97 306
Koo TIPS AER R EEERAL . MTHFR-C677T A&
Z M 5455 FOLFOX 44 B by 72 %, W
%2,

VEPRFRL N R 0T A o it 24 8 AR 64T Cox
R Z R T, Cox BRI Z K ZE #T i . TNM

Ji FOLFOX4 #j

SRS I i FOLFOX 44 By k777 &0 7. 1
PRUE . 1 fi BE R T JEE 73 AN FOLFOX 44 B it
I7 B IR T A ST FRN  2R L W3R 3.

R 2 L5R7%E FOLFOX 48 B LT T BB R E X Cox AL
AESHER
Table 2 Single factor analysis results of FOLFOX4 adjuvant

treatment by Cox model

Partial

. Standard ~ Value  Dominance
Variable i(e)i;feisc?;r: error of P ratio

(B) (SE) (sig.) [Exp(B)]
Sexuality 0.189 0. 301 0.527 1.209
Age =0.328 0. 257 0.176 0. 645
Diseased region -0.678 0. 345 0. 059 0. 568
TNM stage 0. 834 0.231 0. 000 2.534
Bowel wall invasion (. 562 0. 225 0.013 1. 754
MTHFR-C677T 0. 236 0. 318 0. 467 1. 253

R 3 LERH%E FOLFOX4 HWBLIT T MEXE R Cox L Z
EOMER
Table 3 Multi factor analysis result by of FOLFOX4 adjuvant

treatment Cox model

. Pimil o Standard ~ Value  Dominance
Variable cZifEisc?e(r)lt error of P ratio

(B) (SE) (sig.) [Exp(B)]
Bowel wall invasion =0, 213 0.137 0. 097 0. 745
TNM stage 0. 673 0. 285 0. 026 1. 823

3 g

AR RBYFER 99. 9 %6 #BJ&AH R f4 , {H 78 7 51)
AN 100 B AE 2 5 RN G Z 5
(genetic polymorphism) , H i 3= B2 i) & B R
2451 (single nucleotide polymorphhism, SNPs)
SNPs {7 7E T 284~ K 2l v, 3R A0 328 &F 100
AN 1A AT AR E
HEAE 30 J7/> SNPs,

45 H e B HE N I T A R AIAE TR
JEEE 3 B FE B P 5 R AR SEFE T R AR
247, BHE LIRS, T AT 45 i 95 0 A %
BEHT T B Hrh R S5 5l BIIGIT R B S W Jes i ST %
PE AR K ST ik, B MOSAIC i 36 25 & 1
FOLFOX4 J7 22 m 1 115 1045 e A s il B
I IbRUE T 2. ARWF SRR A FOLFOX4 % Bl
I T HATIRIT . W RE S T 5-9UR W E
IR T AN B YDA =R 258

A5 R MTHFR C677T £ 25 MMl FOL-
FOX4 i Bl A T7 10 45 I 388 97 30 G & L 45 SR R W
MTHFR C677T SR 5K C/C 47. 4% (36/
76),T/C 40.8%(31/76),T/T 11.8%(9/76) , 1fii



* 598 -

FDIEBRBHHFR 2013 T35 40 555 6 £

PN i AT B A A T A 3 s P MTHFR
677 KRR R 435k C/C 33. 6% (37/110),C/T
47.3%(52/110) F1 T/T 19.1% (21/110), 4347 4
A —E 25 AT e 5 FEAS A [A] LA K b A W) AH
Ko JrEOTH AW % MTHER 677 C 464
B EE 3 R KRS TAY MTHER 677 C 44
HHHEH C/C+ T/C vs. T/T, 35.8% ws.
22, 2%, P=0.710) 4K T T/T LK B —E BJ7
RO X — A 5 g2 2 A58 A [R) S (H AE A
g oI W ge e 22 5, 1 H Cox AL LA 2 43
Hr MTHFR-C677T 5 3 4F T A= 47 3 J0 B I AH ¢
PR ATRE SHEAR TN B AHC, ik —L9 ROFoER
LT B .

AWFFE R FATA LLE 2 MTHFR-C677T ()%
Ko A A% 5 N B BEAR R R AT — 8 22 5 X AT
HE 5 BUA B0 S AR s 1 B DT AR 25 5 e A A
A 5 PRI 22 53 @ A T[] ) s 3835t 4% 22 15 e AN S AH
() o AR 280 B A A A 1% v ) N A G R DR 5% AR 67 A
F14) 35 R 3 A W38 i B8 R KRS W5 e b sl T Ry )
R SERIESE . 5 R0 JLA ) e A DG oY
AHEE, MTHEFR-CO77T Wy EAL B 5
[FIZEBFES R W& 396 A e 5 E R g . Ho2
ZREAGIEE L. XS FHREEA G, AR
55 BRAT 0 259 356 DX A0 2 A 5 AN ) A )
K Z2 250 S B ALY 7 880 (3 AR J00 A A7 580 A DG 1
FIRGE 0 AT A TAR A V) o 4 485 i R & 3 AR o A=
FERIR T R ARG AL, A B St 2
28 5t 20 R A 12 T I R] (1Y A A7 B 7 5
L AR SE SR s 40 2L B DNA i BE A F 5
JUT# R ANE AR AR B DNA,

J38b s Cox BAYHL K 3R 43 B 45 338 R : TNM
o3 RERE R B 5 45 i FOLFOX4 4 Bh ik y7
MITTRCA DG MR AR R 7 5 FOLFOX4
AT B A5 I T OC G . Cox BRI Z I R 40t
25 iR 0 I T 4555 8% . Dukes 43 2 FOLFOX4 %
AT B0 235 1 e 7 500 ST 500 R 2% T i B 92 i
JEARE KRR O . WA & BRI
FEHITROHIC R 2 DT DA T B T B A5 45 SR 1Y)
TR

i 5% & BAE B AHE Y, FOLFOX 44 B fb 7
IRITEE A 3 AR EARRAEE 702, th T REVTETE
PRI, B ETA AR 2] 2 92 1 S A AE I R £ s . R Ik
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