%15 B 3 M P E S RILA R E Vol. 15 No.3
2013 4E3 H Chin J Contemp Pediatr Mar. 2013

DOI:10.7499/j. issn. 1008 —8830.2013. 03. 009

trexate, MTX) JZH0 I FRACH 25 1), K0 H 2 e

W - IEIRITTE

v Pl U8 0 e T i A JL MTHER JE P 25 & 4F
55K S0 VP S W W g ) L L 1) O B

HEW EWA KOL LRH FRW BAZ de TH
i

(ELEFREINTILVEER 1. JURBRH; 2. fhh, & EI] 518026)

(# ZE] BR BT H LY S BRI 5 (MTHER ) PRS2 22 25 M 0T 2ot bk 4 40 0 £ 1 ( ALL)
AU F R FR RS (HD-MTX) Ak J5 35 Bl SR 52 . 77 3% r“FH RT-PCR-7E 1 45h 32 68 Jie HL Wk 25 & DNA
A % 52 ] ALL f JL MTHFR C677T .A1298C F1 G1793A 3k [ BUFEAT RN . 32 W [ 7 0 S B9 BT 3 B0 B 1
H 72 bR if (NCI-CTC) %} 78 )L HD-MTX {57 5 A R R 58— 455 MTHFR 1298AC PRI AL B L& A= i/
M/ i RS s AA TS T 13,7 £5(OR =13.7,95% CI = 1. 18 ~159. 36 ,P =0.036) , MTHFR C677T FI G1793A
F LR R KA A2 HD-MTX ALJT R R ML 22 A2 X (P >0.05), £i8 MTHFR A1298C £ &1 Bk
5 ALL )L HD-MTX fbJ7 J5 8 R R W ARG [ FEHRILREF,2013,15(3) :201 —206]

[X # W] THILPUS RN ; A% TR 2 A SOk A0 (i 5 B S Ens s BRI RO 5 JLEE

Relationship between the methylenetetrahydrofolate reductase gene polymorphism
and adverse reactions of high-dose methotrexate in children with acute lymphocytic
leukemia
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Abstract: Objective  To study the association between methylenetetrahydrofolate reductase ( MTHFR ) gene
polymorphisms and toxicities after high-dose methotrexate (HD-MTX) infusion in children with acute lymphocytic leukemia
(ALL).Methods MTHFR variants in 52 children with ALL were determined by reverse transcriptase-polymerase chain
reaction-denaturing gradient gel electrophoresis and sequencing. Toxicities of children who received HD-MTX chemotherapy
were evaluated according to the National Cancer Institute-Common Toxicity Criteria ( NCI-CTC). Results The children
carrying MTHFR 1298 AC had a higher risk of developing thrombocytopenia compared with the carriers of the 1298 AA
genotype (OR =13. 7, 95% CI = 1. 18 - 159. 36, P = 0. 036). There was no significant difference in HD-MTX
chemotherapy-related adverse effects between the patients with different MTHFR C677T or G1793A genotypes. Conclusions

MTHFR A1298C polymorohism may associate with the toxicity of HD-MTX chemotherapy in children with ALL.
[ Chin J Contemp Pediatr, 2013, 15(3) :201 —206 |
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18 5, e B 13 5], 22 5 ], P34 5.8 £3.3 &5
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1.3.1 RNA 323 % cDNA %%  ZRBEE2p
PRZE 53 WAL IFAE A FROL Wb A0 2015 R 2, 4
UCRIR I ALL 88 LAEAR ST B A 1wy b B8 LB 18
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1.3.2 PCR#¥% /8 MTHFR mRNA f§3L 551
(L PR 5 5. NM_005957. 4) #3851 4K
cDNA it X FE A J B : 1 i 5'-GGCCGAGCGTTCT-
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PCR 705l 3 55 3 4> SNPs 3L | B, R BEXT 5
Pirdy 5" s i - 40 bp 245 & & GC Y Bt (GC
), C677T(1s1801133) : i 5'-GC J&-AGCACATC-
CGAAGTGAGTTTG-3', TFii5'- GGCGGCAAGTGAT-
GCCCATGTC-3';A1298C (1s1801131) ;|37 5'-GCCTG
GGGAGCTGAAGGACTACT-3', T ¥ 5'-GC 3-GT-
CACTTTGTGACCATTCCG-3"; G1793A ( 1-s2274976 ) ;
% 5'-GC Je-GCCCGCATCATCCAGC-CCACCGTA-
3", F i 5’-CCAGGTTGACCAGGAAGTA-GT-3', GC
e 5'- GCCCGCCCCCGCCGCCCTGCCC-GCGCCCCG
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JIa A PR AN > 2T AR MR REATH COTTT Rl GI793A 4% 5 [N A Je /E 45 26 1k )7
WA Iy 42 B (81% ) .29 i (56% ) A1 9 Bl BpRlSN 22 5 oG i # X (P >0.05) ;1298 AC
(17% ), KA NP REE R0 3 A0 8 Wl S i 45 SRR AR /RO 1 IR 52 AA BB 7 R 4
12 41 (23% ) (14 {51 (27% ) F1 19 1 (37% ). #  # 713.7 5 (OR =13.7, 95% CI1. 18 ~159. 36,
— 5 Hr MTHFR £ 2E N AL HD-MTX fLr AR P=0.036) . W#&1~3,

- 203 -



515 B3 W PHESRILALE Vol. 15 No. 3
2013 423 H Chin J Contemp Pediatr Mar. 2013
1 COTIT LS & &S HD-MTX IfKREXEFE F2 A128CHLmsAtEE HD-MTX IFRiEXEE
BB [(#(%)] REHSH  (#(%)]
C677T A1298C
Al SR 1% X’ P Al S 1% X’ PfE
cC CT T AA AC cC
R A > 42 23(55) 12(29) 7(17) 0.734 0.693 PRI AN 42 28(67) 10(24) 4(10) 1.211 0.546
JiiEARs =1 29 15(52)  7(24)  7(24) 2.705 0.259 JiiEARs =1 20 21(72) 5(17) 3(10) 1.663 0.435
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%4 FEMIX GAFES5 HD-MTX EHRBLERREHGSH  [61(%) ]
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A, A ST 45 R R 1298AC/CC LR % s 1k
MTX Ak 57 M K75 B S 7 5 XU A e A5 A
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RER) R A % 35 e, 1% 07 5 J2 i Rady 45
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FLIEL R 1298 37 5748 S 75, 677T 748 5148 MTH-
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ZHEFE(PFRENT) AR5 5 8
JOE (s HAE [ BB 5T )RR BRAEA 7 S AT
¥t MTHFR C677T ., A1298C F11 G1793A &-1vi
JEIENRIAE MTX B AR R 2.0 o/m® (FRfGAL
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