Supplementary Information

Table S1. Baseline characteristics of the studies included in the meta-analysis.

Country Genotyping Mean Age Source of BMI

Author (Year) [Ref.] (Ethnicity) Method (Cases/Controls) Controls Diagnose Criteria (Cases; Controls) SNPs Studied
Thawnashom et al. Thailand 31.5(25.1-56.2);
- >
(2005) [4] (Asian) PCR-RFLP 40/38 HB BMI > 25 21.8 (18.52-24.97) * MTHFR C677T
. Italy 341+7.1; MTHFR C677T,;
T .2 . PCR-RFLP 43, 2 HB BMI > y ’
erruzzi et al: 2007) 5] 1 casian) ¢ 3:3/35 230 24+18" MTRR A66G
Lewis et al. (2008) [6]* - nelish TagMan 68.8° PB BMI > 30 None MTHFR C677T
(Caucasian)
Lewis et al. (2008) [6]®  Lnelish TagMan 28:5 PB BMI > 30 None MTHFR C677T
(Caucasian) (Young women)
Enelish 9.9¢ Females:
Lewis et al. (2008) [6] © (Ca ga fan) TaqMan ( Childr 0 PB BMI > 23.46 None MTHFR C677T
Heas © Males: BMI > 23.39
. d Danish .
Lewis et al. (2008) [6] . PCR-RFLP 57.6 PB BMI > 30 None MTHFR C677T
(Caucasian)
. Saudi Arabia 27+9.8;
>
Settin et al. (2009) [7] (Asian) TagMan 27/24 HB BMI > 25 24488 " MTHFR C677T
:l: .
Bazzaz et al. (2010) [8]  Iran (Asian) PCR-RFLP 44.8/41.6 HB BMI > 30 ;jggi 23;’# MTHFR C677T
— > 970
Gara et al. (2011) [9] Tuglsla Pyrosequencing 4.6-14.3/NA HB BMI 9.7 & None MTHFR C677T
(African) percentile
Chauhan et al. . . GoldenGate
64 °¢ >
(2012) [10] India (Asian) assay 44-64 PB BMI > 23 None MTHFR C677T
. China 26.48 +2.59;
- >
Yin et al. (2012) [11] (Asian) PCR-RFLP 41.25/41.48 PB BMI > 24 2193+ 1.68 " MTHFR C677T
Tabassum et al. . . GoldenGate 25.85(23.97-28.97); MTHFR C677T,
I A 13.00/14. PB BMI > 2
(2012) [12] ndia (Asian) assay 3.00/14.00 =25 17.58 (15.86-19.44) * MTRR A66G

Abbreviation: MTHFR, methylenetetrahydrofolate reductase; MTRR, methionine synthase reductase; PCR-RFLP, polymerase chain reaction-restriction fragment length
polymorphism; HB, hospital based; PB, population based; BMI, body mass index; NA, not available; * BWHHS cohort study; ® ALSPAC women cohort study; ¢ ALSPAC
children cohort study; ¢ CCHS cohort study; ¢ The mean age of all subjects; * Data are presented as the median (25th—75th); # Data are presented as the mean + SD.



Name Year OR (95% CI) Weight

Thawnashom et al.[4] 2005 —O—E— 0.73 (0.34, 1.56) 2.28
Terruzzi et al. [5] 2007 i + 1.57 (0.52, 4.74) 0.79
Lewis et al. [6] 2008 —— 1.16 (0.92, 1.46) 19.02
Lewis et al [6] 2008 —a—— 0.91 (0.64, 1.28) 10.44
Lewis et al [6] 2008 —0— 0.95 (0.62, 1.45) 6.67
Lewis et al [6] 2008 —— 0.90 (0.73, 1.11) 2779
Settin et al. [7] 2009 0.85(0.24, 3.03) 0.77
Bazzaz et al [8] 2010 1.91 (0.79, 4.62) 0.97
Gara et al.[9] 2011 1.45(0.12, 17.04) 0.16
Chauhan et al [10] 2012 1.43 (0.77, 2.66) 2.55
Yin et al [11] 2012 1.11 (0.77, 1.61) 7.91
Tabassum et al. [12] 2012 1.19 (0.67,2.11) 3.12
Present study 2014 1.14 (0.89, 1.46) 17.52
Overall (I-squared = 0.0%, p = 0.728) 1.05 (0.94, 1.16) 100.00
I I
0.0587 17

Figure S1. Forest plot of the association between the MTHFR C677T polymorphism and
being overweight/obesity in the recessive model (TT vs. CT + CC).
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Name Year OR (95% CI) Weight

Thawnashom et al.[4] 2005 +

0.73 (0.34, 1.56) 0.88

1
i
1
Terruzzi et al. [5] 2007 : + 1.35 (0.60, 3.02) 0.58
.
1

Lewis et al. [6] 2008 1 B 1.23 (1.06, 1.44) 16.57
Lewis et al. [6] 2008 —O—E 0.94 (0.75, 1.16) 9.88
Lewis et al . [6] 2008 —‘—l': 0.81(0.62, 1.05) 7.06
Lewis et al. [6] 2008 —— 1.08 (0.96, 1.22) 30.12
Settin et al.[7] 2009 0.74 (0.43, 1.26) 1.76
Bazzaz et al.[8] 2010 0.82(0.48, 1.40) 1.69
Gara et al.[9] 2011 0.74 (0.24, 2.23) 0.42

Chauhan et al.[10] 2012 1.02 (0.79, 1.32) 6.57

Yin etal.[11] 2012 1.04 (0.86, 1.26) 11.92
Tabassum et al.[12] 2012 1.32 (1.04, 1.68) 6.46
Present study 2014 0.96 (0.73, 1.26) 6.10

Overall (I-squared = 30.5%, p= 0.140) 1.06 (0.99, 1.13)  100.00

T
0.245

Figure S2. Forest plot of the association between the MTHFR C677T polymorphism and
being overweight/obesity in the dominant model (TT + CT vs. CC).



%

Name Year OR (95% CI) Weight

Thawnashom et al.[4] 2005 —O—E— 0.73 (0.34, 1.56) 2.68
Terruzzi et al. [S] 2007 E + 1.87(0.53, 6.55) 0.64
Lewis et al. [6] 2008 —— 1.28 (1.00, 1.64) 18.55
Lewis et al. [6] 2008 _— 0.88 (0.61, 1.27) 11.25
Lewis et al. [6] 2008 —O—l:— 0.85(0.55, 1.32) 7.79
Lewis et al. [6] 2008 — 0.94 (0.76, 1.18) 28.85
Settin et al. [7] 2009 +—t 0.78 (0.22, 2.79) 0.93
Bazzaz et al. [8] 2010 —J:—O_ 1.65 (0.67, 4.09) 1.20
Gara et al. [9] 2011 E * 1.20 (0.09, 15.20) 0.19
Chauhan et al. [10] 2012 —4:—0— 1.42 (0.75, 2.66) 293
Yinet al. [11] 2012 —0— 1.13 (0.77, 1.65) 8.62
Tabassum et al. [12] 2012 —H—O— 1.29(0.72,2.31) 3.41
Present study 2014 —_— 1.07 (0.78, 1.46) 12.96
Overall (I-squared = 0.0%, p = 0.660) 1.06 (0.94, 1.18) 100.00

i

1

|

T 5 1
0.0658 1 15.2

Figure S3. Forest plot of the association between the MTHFR C677T polymorphism and
being overweight/obesity in the homozygous codominant model (TT vs. CC).
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Name Year OR (95% CI) Weight
I i
Terruzzi et al. 5] 2007 L. 127 (0.56,2.89)  0.64
I
Lewis et al.[6] 2008 —_— 122(1.04, 1.44) 1647
1
Lewis et al. [6] 2008 — 0.95 (0.76, 1.19) 9.81
1
Lewis et al. [6] 2008 —0—‘-: 0.80 (0.60, 1.05) 7.04
Lewis et al.[6] 2008 == 1.11 (0.98, 1.26) 30.15
Settin et al. [7] 2009 + : 0.73 (0.42, 1.29) 1.79
1
Bazzaz et al. [8] 2010 - L 0.67 (0.37,1.22) 1.74
1
Gara et al. [9] 2011 L 0.70 (0.23, 2.17) 0.46
Chauhan et al. [10] 2012 —— 0.98 (0.75, 1.28) 6.88
Yin et al. [11] 2012 —_— 1.03 (0.84, 1.25) 12.36
Tabassum et al. [12] 2012 —— 1.32(1.03, 1.70) 6.53
1
Present study 2014 —_— 0.91 (0.68, 1.21) 6.14
1
Thawnashom et al.[4] 2005 . (Excluded) 0.00
Overall (I-squared =37.0%, p=0.095) ® 1.06 (0.99, 1.13) 100.00
I
I
I
1
1

0.226 1 4.42

Figure S4. Forest plot of the association between the MTHFR C677T polymorphism and
being overweight/obesity in the heterozygous codominant model (CT vs. CC).
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Name Year OR (95% CI) Weight

1
Terruzzi et al. [5] 2007 | : +- 1.23 (0.75, 2.02) 0.93
1

Lewis et al. [6] 2008 L 1.16 (1.04, 1.30) 17.82
1
Lewis et al. [6] 2008 —_ 0.94 (0.80, 1.11) 10.01
1
Lewis et al. [6] 2008 —*—l—r 0.87 (0.71, 1.07) 6.76
Lewis et al. [6] 2008 —— 1.02 (0.94, 1.12) 30.04
Settin et al. [7] 2009 = i ; 0.79 (0.50, 1.24) 1.34
1
Bazzaz et al. [8] 2010 + 1.01 (0.66, 1.55) 1.37
1
Gara et al. [9] 2011 —1 0.88 (0.38, 2.03) 0.38
1
Chauhan et al. [10] 2012 —_— 1.06 (0.85, 1.32) 5.18
Yin et al. [11] 2012 —_— 1.04 (0.90, 1.21) 11.34
Tabassum et al.[12] 2012 — 1.25 (1.02, 1.54) 5.15
1
Present study 2014 —_— 1.04 (0.89, 1.22) 9.67
Overall (I-squared = 16.3%, p = 0.284) 1.05 (1.00, 1.10) 100.00
1
1
l
T ™ T
0.379 1 2.64

Figure SS. Forest plot of the association between the MTHFR C677T polymorphism and
being overweight/obesity in the allelic model (T vs. C).



Funnel plot with pseudo 95% confidence limits

Funnel plot with pseudo 95% confidence limits
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Figure S6. Funnel plot analysis on the detection of publication bias in the meta-analysis of
the associations between MTHFR polymorphisms and being overweight/obesity:
(A) recessive model; (B) dominant model; (C) homozygous codominant model;
(D) heterozygous codominant model; (E) allelic model.
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Name Year

Terruzzi et al.[5] 2007

Tabassum et al.[12] 2012

Present study 2013

Overall (I-squared = 11.0%, p = 0.325)

NOTE: Weights are from random effects analysis

OR (95% CI)

0.21 (0.01, 5.37)

1.20 (0.91, 1.58)

0.89 (0.56, 1.39)

1.08 (0.82, 1.41)
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Figure S7. Forest plot of the association between the MTRR A66G polymorphism and being

overweight/obesity in the recessive model (TT vs. CT + CC).

Name Year

Terruzzi et al. (5] 2007

Tabassum et al.[12] 2012

Present study 2013

Overall (I-squared =56.3%, p=10.101)

NOTE: Weights are from random effects analysis
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Figure S8. Forest plot of the association between the MTRR A66G polymorphism and being

overweight/obesity in the dominant model (TT + CT vs. CC).
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Name Year OR (95% CI) Weight
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Tabassum et al.[12] 2012 — 1.39(1.00, 1.94) 58.05
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Figure S9. Forest plot of the association between the MTRR A66G polymorphism and being
overweight/obesity in the homozygous codominant model (TT vs. CC).
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Name Year OR (95% CI) Weight
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Terruzzi et al.[5] 2007 : > 2.42(1.16, 5.04) 12.90
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Figure S10. Forest plot of the association between the MTRR A66G polymorphism and
being overweight/obesity in the heterozygous codominant model (CT vs. CC).
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Name Year OR (95% CI) Weight
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Figure S11. Forest plot of the association between the MTRR A66G polymorphism and
being overweight/obesity in the allelic model (T vs. C).



