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ID OR (95% CI)  Weight
Chen (1996) — 1.02 (0.69, 1.49) 2.38
Ma (1997) —t 1.10 (0.76, 1.60) 2.43
Slattery (1999) — 1.03 (0.89, 1.19)4.44
Ryan (2001) — 2.01 (1.36, 2.96) 2.32
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Plaschke (2003) — 0.85 (0.61, 1.18)2.73
Pufulete (2003) * 0.53(0.19, 1.52) 0.52
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Toffoli (2003) —_— 0.92 (0.63, 1.35)2.41
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Sharp (2008) —_—— 0.91 (0.65, 1.27)2.72
Theodoratou (2008) —_—— 0.95 (0.79, 1.15)4.06
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Naghibalhossaini (2010) s am— 2.76 (1.78, 4.26) 2.04
Van Guelpen (2010) 0.84 (0.58, 1.23)2.41
Ontario (unpubl) - 1.07 (0.90, 1.26)4.23
Overall (I-squared = 65.2%, p = 0.000) T 0.99 (0.92, 1.07) 100.00
NOTE: Weights are from random effects analysis
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MTHFR C677T Additive model: wt/var vs. wt/wt (random model) [ Second graph in white only
populations]
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MTHFR C677T Additive model: var/var vs. wt/wt (random model) [ Second graph in white only
populations]



Stud
ID Y

Chen 51996)
Ma (1997)
Park (199%?
Slattery (1999)
Ryan 01
Chen (2002 0

Keku (A) (2002
Keku (B) (2002

Le Marchand 2002
Le Marchand (B) (2002
Le Marchand (C) (2002

Matsuo (2002
Sachse (2002
Shannon (2002
Plaschke (2003
Pufulete (2003)
Toffoli (2003
Curtin (2004
Kim (2004)
Ulvik (2004)
Yin (2004
Jiang (2005
Landi (2005
Le Marchand (2005)
Matsuo (2005)
Otani (2 055)
Ulrich (200 ()J
Koushi 820 6)
Wang (2 069
Chang (2007)
Curtin ( 007%
Hubner (2007)
Lima (2 07%
Murtaugh (2007)
Osian (2007)
Zeybek (2007)
Cao (2008
Guerreiro (2008)
Kury (2002)
Lightfoot (2008)
Mokarram gOOS)
Sharp (2008)
Theodoratou 62008)
El Awady LZO 9
Gallegos-
Haghighi (2009
IaCQ}Jetta 200
ogel (2009
Eussen (2010)

Fernandez-Peralta (2010)

Hazra (2010
Karpinski (2010)

Naghibalhossaini (2010)

Van Guelpen (2010)
Ontario (unpubl

rreol?al (2009)

—
——
-

—_————

—_——
———
——
——

) -
Overall (I-squared = 41.0%, p = 0.001) 0
NOTE: Weights are from random effects analv't%is

OR (95% Cl)

0.64 (0.35,1.19
.98

I
foc]

a
OO00000000ORO00000HO000000000000000000000000000000000000
ONNWWARORUIDUIWRNBIRONBOUTANDNUINNUI®UITIDO WO MO 0OUTNIA B ik MWD 1w
NRORNNNONONRPONWR WO ONOWHRWOMNNAN®FOORRWONEOOONRNOROIWR
ORONPRORRRERWOIRRONENEWORWROWBRERRPRRROORORBERENRORONRORRERO
O OODWNNONNEUINNOONPWARWOOVORROUIROWRONOOCNNOWONO~NWOOOW
10— OONOUIRWUIINN~NOERBNROCONRIOR"0OWRIENNFEAOSORONONE DR EONN D

%
Weight

1



Study
ID

Chen (1996)

Ma (1997)

Slattery (1999)
Ryan (2001)

Chen (2002)

Keku (A) (2002)

Le Marchand (B) (2002)
Sachse (2002)
Shannon (2002)
Plaschke (2003)
Pufulete (2003)
Toffoli (2003)

Ulvik (2004)

Landi (2005)
Koushik (2006)
Hubner (2007)
Lima (2007)

Osian (2007)
Zeybek (2007)
Guerreiro (2008)
Kury (2008)
Lightfoot (2008)
Mokarram (2008)
Sharp (2008)
Theodoratou (2008)
Gallegos-Arreola (2009)
Haghighi (2009)
lacopetta (2009)

de Vogel (2009)
Eussen (2010)

Fernandez-Peralta (2016}
Hazra (2010)

Karpinski (2010)
Naghibalhossaini (2010)
Van Guelpen (2010)
Ontario (unpubl)

Overall (l-squared =52.2%, p = 0.000)
NOTE: Weights are from random effects analysis

——

%
OR(95% Cl)  Weight

0.64 (0.35, 1.19) 1.99
0.55 (0.31, 0.98) 2.20
0.81 (0.65, 1.02) 5.00
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0.64 (0.41, 1.00) 2.93
0.73 (0.59, 0.91) 5.11
0.91 (0.62, 1.34) 3.41
0.74 (0.50, 1.10) 3.39
0.88 (0.73, 1.07) 5.36
1.55 (0.80, 3.02) 1.78
2.03 (0.49, 8.48) 0.49
1.34 (0.51, 3.49) 0.99
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1.00 (0.78, 1.28) 4.76
1.34 (0.89, 2.02) 3.26
0.35 (0.13, 0.94) 0.91
0.74 (0.44, 1.26) 2.44
0.96 (0.73, 1.27) 4.48
2.03 (1.30, 3.16) 2.99
0.82 (0.53, 1.25) 3.13
0.91 (0.67, 1.23) 4.17
0.78 (0.56, 1.08) 3.98
1.01 (0.82, 1.25) 5.17
0.15 (0.03, 0.70) 0.42
0.79 (0.47, 1.32) 2.49
0.79 (0.37, 1.69) 1.44
0.82 (0.32, 2.09) 1.02
0.43 (0.20, 0.91) 1.48
0.92 (0.72, 1.18) 4.77
0.92 (0.83, 1.02) 100.00
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MTHFR C677T Recessive model: var/var vs. wt/wt & wt/var (random model) [Second graph in
white only populations]
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ID OR (95% Cl)  Weight
Chen Eg1996) _— 0.93 (0.64, 1.33)1.38
Ma (199 _— 0.96 (0.67, 1.36)1.43
Park (19993 —_— 0.91 (0.64, 1.30)1.41
Slattery (1999) - 0.99 (0.86, 1.13)3.46
Ryan (2001 N —— 1.91(1.31,2.77)1.31
Chen (2002 —_— 0.96 (0.67, 1.36)1.43
Keku (A) (2002 —_—— 1.10(0.83, 1.46)1.92
Keku (B) (2002 —_— 0.94 (0.62, 1.44)1.11
Le Marchand 2002 —— 0.83(0.61,1.12)1.74
Le Marchand (B) (2002 —_— 0.79(0.51, 1.24)1.01
Le Marchand (C) (2002 : * 1.14(0.61, 2.11)0.58
Matsuo (2002 —— 1.34(0.85, 2.11)0.98
Sachse (2002 —— 0.89(0.70, 1.14)2.28
Shannon (2002 — 0.80 (0.65, 0.99)2.61
Plaschke (2003 —_— 0.88 (0.64, 1.20)1.67
Pufulete (2003) - 0.88(0.37,2.11)0.31
Toffoli (2003 — 0.83 (0.58, 1.19)1.40
Curtin (2004 — 0.98 (0.86, 1.11)3.53
Kim (2004) —_— 1.07(0.73, 1.56)1.30
Ulvik %2004) —— 0.95 (0.85, 1.07)3.71
Yin (2004 —r 0.85 (0.69, 1.06)2.57
Jiang (2005 —_— 0.95(0.62, 1.44)1.12
Landi (2005 —_— 0.95 (0.69, 1.30)1.64
Le Marchand (2005) —— 1.02(0.87, 1.21)3.15
Matsuo (2005) _.__‘T_ 0.85 (0.64, 1.13)1.86
Otani (2 Osg 0.69 (0.41, 1.16)0.79
U|I’ICh 200 —— 0.99 (0.86, 1.14)3.41
Koushik (2006) 0.89 (0.69, 1.15)2.16
Wang (2 ; 1.24(0.77, 1.99)0.93
Chang (2007) 1.16(0.78, 1.72)1.20
Curtin (2007) — 0.92(0.78, 1.07)3.22
Hubner (2007) —— 0.98 (0.87, 1.11)3.66
Lima (200 % _—— 1.36 (0.86, 2.14)0.98
Murtau h(g 007) — 1.00(0.82, 1.21)2.80
Osian (2007 T > 1.92 (0.95, 3.88)0.47
Zeybek 82007) — 1,51 (0.78, 2.92)0.53
Cao (2008 —_— 0.92 (0.67, 1.26)1.65
Guerrelro 2008) —_— 0.79(0.53,1.17)1.21
Kury (2008) — 0.93(0.78,1.10)3.04
Lightfoot (2008) -_— 0.89 (0.70, 1.14)2.28
Mokarram (2008) i’— 1.33(0.77, 2.28)0.74
Sharp (2008) 0.87(0.63, 1.19)1.65
Theodoratou (()2008) — 0.95 (0.80, 1.13)2.98
El Awady i * > 2.75(1.19, 6.37)0.34
Gallegos rreola (2009) —_— 1.03(0.70, 1.50)1.28
Haghighi (2009 —_— ! 0.42(0.29, 0.61)1.34
lacopetta (2009) — 0.99 (0.82, 1.19)2.87
de Vogel (2009) — 1.11(0.93, 1.33)2.98
Eussen (2010) —— 1.02(0.89, 1.16)3.49
Fernandez Peralta (2010) —_— 0.45 (0.27, 0.76)0.80
Hazra (201 8 —_— 1.01(0.72, 1.41)1.53
Karpinski (2010) | 1.56 (1.00, 2.42)1.03
Naghibalhossaini (2010) : —_— 2.52(1.65, 3.84)1.11
Van Guelpen (2010) 0.75(0.52, 1.07)1.40
Ontario (unpubl) —— 1.04 (0.89, 1.22)3.18
Overall (I-squared = 48.4%, p = 0.000) i 0.97 (0.93, 1.02)100.00
NOTE: Weights are from random effects analysi
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0.93 (0.64, 1.33)2.28
0.96 (0.67, 1.36)2.36
0.99 (0.86, 1.13) 4.65
1.91 (1.31,2.77)2.19
0.96 (0.67, 1.36)2.36
1.10 (0.83, 1.46)3.00
0.79 (0.51, 1.24) 1.75
0.89 (0.70, 1.14) 3.43
0.80 (0.65, 0.99)3.79
0.88 (0.64, 1.20)2.68
0.88 (0.37, 2.11) 0.59
0.83 (0.58, 1.19) 2.32
0.95 (0.85, 1.07) 4.88
0.95 (0.69, 1.30)2.64
0.89 (0.69, 1.15)3.30
0.98 (0.87, 1.11) 4.83
1.36 (0.86, 2.14) 1.69
1.92 (0.95, 3.88)0.86
1.51 (0.78, 2.92)0.96
0.79 (0.53, 1.17) 2.04
0.93 (0.78, 1.10)4.24
0.89 (0.70, 1.14)3.43
1.33(0.77, 2.28)1.31
0.87 (0.63, 1.19) 2.65
0.95 (0.80, 1.13)4.19
1.03 (0.70, 1.50) 2.14
0.42 (0.29, 0.61)2.22
0.99 (0.82, 1.19) 4.07
1.11 (0.93, 1.33)4.19
1.02 (0.89, 1.16)4.68
0.45 (0.27, 0.76) 1.42
1.01 (0.72, 1.41)2.49
1.56 (1.00, 2.42)1.77
2.52 (1.65, 3.84) 1.89
0.75 (0.52, 1.07)2.31
1.04 (0.89, 1.22)4.39
0.98 (0.91, 1.05) 100.00

NOTE: Weights are from random effects analvsifl!>

1

MTHFR C677T Dominant model: wt/var & var/var vs. wt/wt & wt/var (random model)
[Second graph in white only populations]



Study
ID

Chen (2002)

Keku (A) (2002)

Keku (B) (2002)

Le Marchand (A) (2002)
Le Marchand (B) (2002)
Le Marchand (C) (2002)
Matsuo (2002)
Plaschke (2003)
Pufulete (2003)

Toffoli (2003)

Curtin (2004)

Yin (2004)

Jiang (2005)

Landi (2005)

Matsuo (2005)

Otani (2005)

Ulrich (2005)

Koushik (2006)

Wang (2006)

Chang (2007)

Curtin (2007)

Lima (2007)

Murtaugh (2007)

Osian (2007)

Cao (2008)

Kury (2008)

Lightfoot (2008)

Sharp (2008)
Theodoratou (2008)

El Awady (2009)

de Vogel (2009)
Eussen (2010)
Fernandez-Peralta (2010)
Hazra (2010)
Naghibalhossaini (2010)
Van Guelpen (2010)
Ontario (unpubl)

Overall (I-squared =0.0%, p = 0.768)
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Study
ID

Chen (2002)

Keku (A) (2002)

Le Marchand (A) (2002)
Plaschke (2003)
Pufulete (2003)
Toffoli (2003)

Landi (2005)
Koushik (2006)
Lima (2007)

Osian (2007)

Kury (2008)
Lightfoot (2008)
Sharp (2008)
Theodoratou (2008)
de Vogel (2009)
Eussen (2010)

%
OR (95% Cl) Weight

0.99 (0.69, 1.42)67
0.85 (0.63, 1.14)32
0.88 (0.64, 1.23)63
0.94 (0.68, 1.38121
1.13 (0.45, 2.85)38
1.16 (0.82, 1.62)61
1.03 (0.75, 1.4339
1.26 (0.97, 1.64)38
0.85 (0.51, 1.4)49
1.59 (0.79, 3.19)56
1.16 (0.97, 1.39)89
0.96 (0.75, 1.24)46
1.19 (0.85, 1.62)68
0.95 (0.79, 1.140.28
0.87 (0.72, 1.08)92
1.04 (0.90, 1.19)6.56

Fernandez-Peralta (2010) ) 0.82 (0.48, 1.38)39
Hazra (2010) — 1.22 (0.86, 1.72)57
Naghibalhossaini (2010) : 1.27 (0.76, 2.14)14
Van Guelpen (2010) —_— 1.45 (0.99, 2.14)91
Ontario (unpubl) _—— 0.95 (0.80, 1.13)1.58
Overall (I-squared = 0.9%, p = 0.447) 1.02 (0.96, 1.084)00.00

|

II

1

MTHFR A1298C Additive model: wt/var vs. wt/wt (fixed model) [Second graph in white only
populations]



Study
1D

Chen (2002)

Keku (A) (2002)

Keku (B) (2002)

Le Marchand (A) (2002)
Le Marchand (B) (2002)
Le Marchand (C) (2002)
Matsuo (2002)
Plaschke (2003)
Pufulete (2003)

Toffoli (2003)

Curtin (2004)

Yin (2004)

Jiang (2005)

Landi (2005)

Matsuo (2005)

Otani (2005)

Ulrich (2005)

Koushik (2006)

Wang (2006)

Chang (2007)

Curtin (2007)

Lima (2007)

Murtaugh (2007)

Osian (2007)

Cao (2008)

Kury (2008)

Lightfoot (2008)

Sharp (2008)
Theodoratou (2008)

El Awady (2009)

de Vogel (2009)
Eussen (2010)
Fernandez-Peralta (2010)
Hazra (2010)
Naghibalhossaini (2010)
Van Guelpen (2010)
Ontario (unpubl)

%
OR (95% Cl)  Weight

0.86 (0.45, 1.63)1.40
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Study
ID

Chen (2002)

Keku (A) (2002)

Le Marchand (A) (2002)
Plaschke (2003)
Pufulete (2003)

Toffoli (2003)

Landi (2005)

Koushik (2006)

Lima (2007)

Osian (2007)

Kury (2008)

Lightfoot (2008)

Sharp (2008)
Theodoratou (2008)

de Vogel (2009)
Eussen (2010)
Fernandez-Peralta (2010)
Hazra (2010)
Naghibalhossaini (2010)
Van Guelpen (2010)
Ontario (unpubl)

Overall (I-squared = 14.0%, p = 0.276) T

%
OR (95% CI)  Weight

0.86 (0.45, 1.632.45
0.47 (0.28, 0.805.27
0.79 (0.35, 1.80)L.55
0.81 (0.48, 1.388.68
1.96 (0.30, 12.80)17
1.09 (0.59, 2.002.40
1.02 (0.56, 1.88p.45
0.98 (0.63, 1.534.74
1.05 (0.40, 2.80D.93
4.97 (0.53, 46.68)10
1.26 (0.94, 1.70p.23
1.54 (1.01, 2.364.09
0.81 (0.49, 1.354.07
1.03 (0.76, 1.39)10.01
1.05 (0.81, 1.36)13.18
1.06 (0.85, 1.32)17.76
2.04 (0.40, 10.48)27
0.78 (0.42, 1.47R.75
1.13 (0.51, 2.53)1.33
1.54 (0.88, 2.702.26
0.87 (0.65, 1.17)11.30
1.02 (0.93, 1.12).00.00

I
1

MTHFR A1298C Additive model: var/var vs. wt/wt (random model) [ Second graph in white only
populations]
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Fernandez-Peralta (2010)
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Overall (I-squared = 14.5%, p = 0.224)
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Study %

ID OR (95% CI)  Weight
Chen (2002) — 0.86 (0.46, 1.59p.41
Keku (A) (2002) — | 0.51 (0.30, 0.85)4.98
Le Marchand (A) (2002) 0.83 (0.37, 1.88)..39
Plaschke (2003) — 0.84 (0.51, 1.388.61
Pufulete (2003) f—e 1.87 (0.30, 11.80)16
Toffoli (2003) —=— 1.01 (0.57, 1.81p.45
Landi (2005) — 1.01 (0.56, 1.82p.35

Koushik (2006) 0.87 (0.57, 1.345.08

———
Lima (2007) _i‘_ 1.11 (0.42, 2.92D.83
Osian (2007) . 4.06 (0.44, 37.38)10
—_—
—_—

Kury (2008) 1.18 (0.89, 1.57p.33
Lightfoot (2008) 1.57 (1.05, 2.37B.97
Sharp (2008) 0.75 (0.46, 1.20%.39
Theodoratou (2008) 1.06 (0.79, 1.41p.79

de Vogel (2009) —— 1.12 (0.88, 1.43113.07
Eussen (2010) —— 1.04 (0.84, 1.291.7.88
Fernandez-Peralta (2010) 2.21 (0.44, 11.18)24
Hazra (2010) — 0.71 (0.39, 1.31p.93
Naghibalhossaini (2010) — 0.99 (0.47, 2.10)..49
Van Guelpen (2010) e 1.27 (0.75, 2.14p.64
Ontario (unpubl) —— 0.89 (0.67, 1.18)10.91
Overall (I-squared = 9.9%, p = 0.330) T 1.01 (0.92, 1.11)1.00.00

T

1

MTHFR A1298C Recessive model: var/var vs. wt/wt & wt/var (fixed model) [Second graph in
white only populations]



Study
ID

Chen (2002)

Keku (A) (2002)

Keku (B) (2002)

Le Marchand (A) (2002)
Le Marchand (B) (2002)
Le Marchand (C) (2002)
Matsuo (2002)
Plaschke (2003)
Pufulete (2003)

Toffoli (2003)

Curtin (2004)

Yin (2004)

Jiang (2005)

Landi (2005)

Matsuo (2005)

Otani (2005)

Ulrich (2005)

Koushik (2006)

Wang (2006)

Chang (2007)

Curtin (2007)

Lima (2007)

Murtaugh (2007)

Osian (2007)

Cao (2008)

Kury (2008)

Lightfoot (2008)

Sharp (2008)
Theodoratou (2008)

El Awady (2009)

de Vogel (2009)
Eussen (2010)
Fernandez-Peralta (2010)
Hazra (2010)
Naghibalhossaini (2010)
Van Guelpen (2010)
Ontario (unpubl)

Overall (I-squared =1.0%, p = 0.452)
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Study
ID

%
OR (95% CI) Weight

Chen (2002) —_— 0.97 (0.69, 1.3263
Keku (A) (2002) —_— 0.76 (0.58, 1.04)48
Le Marchand (A) (2002) —0—1:— 0.87 (0.64, 1.18)50
Plaschke (2003) — 0.92 (0.67, 1.29)26
Pufulete (2003) — 1.22 (0.50, 2.98)36
Toffoli (2003) —_—f 1.15 (0.82, 1.6R)58
Landi (2005) — 1.03 (0.76, 1.4@)33
Koushik (2006) T 1.21 (0.94, 1.5%)45
Lima (2007) — 0.88 (0.55, 1.41)48
Osian (2007) : > 1.72 (0.87, 3.40)51
Kury (2008) fr—— 1.18 (1.00, 1.48)86
Lightfoot (2008) S 1.05 (0.83, 1.34)23
Sharp (2008) —_—t— 1.09 (0.79, 1.5@) 86
Theodoratou (2008) - o 0.96 (0.81, 1.19)0.18
de Vogel (2009) — 0.92 (0.77, 1.1@0.11
Eussen (2010) — 1.04 (0.91, 1.195.64
Fernandez-Peralta (2010) — 0.87 (0.52, 1.49)26
Hazra (2010) — 1.13 (0.81, 1.5& 61
Naghibalhossaini (2010) : 1.24 (0.76, 2.04)13
Van Guelpen (2010) [ G E—— 1.47 (1.02, 2.12)92
Ontario (unpubl) —_— 0.94 (0.79, 1.1a1.62
Overall (I-squared = 8.3%, p = 0.351) T} 1.02 (0.97, 1.084)00.00

|

T

1

MTHFR A1298C Dominant model: wt/var & var/var vs. wt/wt & wt/var (fixed model) [Second
graph in white only populations]



Study

%

NOTE: Weights are from random effects analysis

ID OR (95% ClI) Weight
i
Le Marchand (2002) f 0.99 (0.77,1.28) 4.70
Matsuo (2002) i 1.03(0.66,1.61) 1.52
Ulvik (2004) —0—5—- 0.90 (0.79, 1.02) 19.14
Matsuo (2005) ; 0.96 (0.70, 1.30) 3.28
Koushik (2006) E 1.21(0.92,1.58) 3.80
Curtin (2007) ‘:——0— 1.12 (0.95, 1.33) 10.04
Guerreiro (2008) € E 0.86 (0.55, 1.33) 1.69
Kury (2008) —0—5—— 0.91 (0.75, 1.09) 9.09
Kury (2008) —0—5—— 0.91 (0.75, 1.09) 9.09
Steck (2008) E 0.99 (0.79, 1.24) 5.86
Theodoratou (2008) —i——’— 1.10(0.91,1.32) 8.21
de Vogel (2009) : 1.00(0.82,1.21) 8.13
Eussen (2010) —0—E~ 0.84 (0.72,0.97) 15.46
Overall (I-squared = 12.3%, p = 0.321) ¢> 0.96 (0.91, 1.02) 100.00
i
1
MTR A2756G Additive model: wt/var vs. wt/wt (fixed model)
Study %
ID OR (95% CI) Weight
Le Marchand (2002) 0.87 (0.45,1.69) 6.13
Matsuo (2002) 1.44(0.43,4.87) 2.45
Ulvik (2004) —_— 0.63 (0.46, 0.88) 11.60
Matsuo (2005) 1.69 (0.86, 3.33) 5.91
Koushik (2006) —_— 1.32(0.75,2.34) 7.28
Curtin (2007) —_— 0.86 (0.57, 1.28) 10.05
Guerreiro (2008) 0.99 (0.24, 4.05) 1.91
Kury (2008) —_— 0.67 (0.41, 1.09) 8.57
Kury (2008) —_— 0.67 (0.41, 1.09) 8.57
Steck (2008) 1.43(0.83,2.44) 7.73
Theodoratou (2008) —_—1 1.30(0.79, 2.12) 8.42
de Vogel (2009) _— 1.58 (1.07, 2.34) 10.22
Eussen (2010) —_— 0.99 (0.70, 1.40) 11.15
Overall (I-squared =52.0%, p = 0.015) 1.01 (0.82, 1.24) 100.00

1
1

MTR A2756G Additive model: var/var vs. wt/wt (random model)



Study

%

ID OR (95% CI) Weight
1
Le Marchand (2002) ] 0.88 (0.46, 1.69) 6.00
Matsuo (2002) : > 1.43 (0.43, 4.77) 2.35
Ulvik (2004) —_— i 0.66 (0.48,0.91) 11.81
Matsuo (2005) : 1.72 (0.88, 3.36) 5.81
Koushik (2006) —i—o— 1.24 (0.71,2.18) 7.24
Curtin (2007) —O—i— 0.82 (0.55, 1.22) 10.14
Guerreiro (2008) : 1.04 (0.26, 4.20) 1.81
Kury (2008) —0—5— 0.69 (0.43, 1.11) 8.54
Kury (2008) —O—i— 0.69 (0.43, 1.11) 8.54
Steck (2008) —5—0— 1.43(0.84,2.43) 7.70
Theodoratou (2008) —5—0— 1.26 (0.77, 2.05) 8.39
de Vogel (2009) i—o— 1.58 (1.07, 2.34) 10.35
Eussen (2010) —_— 1.05 (0.74, 1.47) 11.33
Overall (l-squared = 49.3%, p = 0.022) i 1.01 (0.83, 1.24) 100.00
NOTE: Weights are from random effects analy is
1
MTR A2756G Recessive model: var/var vs. wt/wt & wt/var (random model)
Study %
ID OR (95% ClI) Weight
i
Le Marchand (2002) ] 0.98 (0.77,1.25) 4.71
Matsuo (2002) i 1.06 (0.69, 1.63) 1.47
Ulvik (2004) —O—i- 0.87 (0.76,0.98) 19.41
Matsuo (2005) E 1.02 (0.76,1.37) 3.21
Koushik (2006) E 1.22(0.95,1.58) 3.85
Curtin (2007) —E——O— 1.09 (0.93,1.28) 10.19
Guerreiro (2008) E 0.87 (0.56, 1.33) 1.64
Kury (2008) —0—5—— 0.88 (0.73, 1.05) 9.17
Kury (2008) —0—5—— 0.88 (0.73, 1.05) 9.17
Steck (2008) E 1.03(0.83,1.28) 5.71
Theodoratou (2008) —E——O— 1.11 (0.93,1.34) 8.02
de Vogel (2009) —i——o— 1.06 (0.89, 1.28) 8.12
Eussen (2010) —O—E- 0.85 (0.74,0.98) 15.34
Overall (I-squared = 31.8%, p = 0.128) <i>> 0.96 (0.91, 1.01) 100.00
i

MTR A2756G Dominant model: wt/var & var/var vs. wt/wt & wt/var (fixed model)



Study %
ID OR (95% Cl)  Weight

Le Marchand (2002)

Matsuo (2002) *
Otani (2005) - > 1.18 (0.73,1.91) 2.74
Koushik (2006) - 0.79 (0.57, 1.09) 7.33
Kury (2008) —_— 1.00 (0.82, 1.22)17.54

- 1.18 (0.92, 1.51) 10.47
0.84 (0.54, 1.32) 3.81

Steck (2008) : - 1.09 (0.85, 1.40) 10.75
Theodoratou (2008) —+—§-— 0.94 (0.74, 1.18)12.98

i
de Vogel (2009) — 1.09 (0.87, 1.38)12.18
Eussen (2010) —+—} 0.84 (0.70, 1.01) 22.20
Overall (I-squared = 14.6%, p = 0.312) :> 0.98 (0.90, 1.07) 100.00

i

i

1

MTRR A66G Additive model: wt/var vs. wt/wt (fixed model)

Study %
ID OR (95% CI)  Weight

*

Matsuo (2002) > 2.68 (1.31, 5.51)1.13
Otani (2005) = 0.79 (0.27, 2.29)1.00

Le Marchand (2002) —=— 1.36 (0.95, 1.96)6.29
1
1
1
1
1
|
]

Koushik (2006) —*—IE— 0.94 (0.67, 1.33)8.37
Kury (2008) —_— 1.04 (0.81, 1.33)15.99
Steck (2008) —:I+— 1.04 (0.78, 1.40)10.83
Theodoratou (2008) - 1.02 (0.80, 1.31)15.58
de Vogel (2009) —I+— 1.02 (0.79, 1.31)15.46
Eussen (2010) n 0.94 (0.77, 1.15)25.35
Overall (I-squared = 23.4%, p = 0.235) 1.04 (0.94, 1.14)100.00

i

i

I:

1

MTRR A66G Additive model: var/var vs. wt/wt (fixed model)



Study

Le Marchand (2002)
Matsuo (2002)

Otani (2005)
Koushik (2006)

Kury (2008)

Steck (2008)
Theodoratou (2008)
de Vogel (2009)
Eussen (2010)

A\

Overall (I-squared = 29.1%, p = 0.186)

%
OR (95% Cl)  Weight

1.25 (0.89, 1.75)4.89
2.91 (1.46, 5.79)0.76
0.74 (0.26, 2.10)0.70
1.10 (0.84, 1.44)8.22
1.04 (0.84, 1.28)14.07
0.99 (0.77, 1.28)9.49
1.07 (0.89, 1.29)17.45
0.95 (0.79, 1.15)18.37
1.06 (0.91, 1.24)26.06
1.06 (0.98, 1.14)100.00

Study

Le Marchand (2002)
Matsuo (2002)

Otani (2005)
Koushik (2006)

Kury (2008)

Steck (2008)
Theodoratou (2008)
de Vogel (2009)
Eussen (2010)

Overall (I-squared = 0.0%, p = 0.515) <

;

9

&

b

—_—

_““v_r“%_“ -

A\

MTRR A66G Recessive moddl: var/var vs. wt/wt & wt/var (fixed model)

%
OR (95% Cl)  Weight

1.22 (0.97, 1.54)10.29
1.06 (0.70, 1.60)3.47
1.13 (0.71, 1.79)2.71
0.85 (0.63, 1.15)7.30
1.01 (0.84, 1.22)17.45
1.07 (0.85, 1.35)11.20
0.97 (0.78, 1.21)13.02
1.06 (0.85, 1.32)12.54
0.88 (0.74, 1.04)22.04
1.00 (0.93, 1.09)100.00

I

MTRR A66G Dominant model: wt/var & var/var vs. wt/wt & wt/var (fixed model)



Study

%

ID OR (95% Cl) Weight
Chen (2003) —i’-— 0.94 (0.67, 1.33) 8.09
Ulrich (2005) _._ 0.86 (0.74,1.01) 42.14
Matsuo (2005) —‘—*— 1.04 (0.76,1.44) 8.78
Curtin (2007) — 0.83(0.70,0.98) 36.71
Karpinski (2010) € ] 0.52 (0.30,0.92) 4.29
Overall (I-squared = 18.2%, p = 0.299) @ 0.86 (0.77,0.95) 100.00
1
Study %
ID OR (95% CI)  Weight
Chen (2003) —~— 0.94 (0.67, 1.338.87
Ulrich (2005) —— 0.86 (0.74, 1.0146.19
Curtin (2007) — 0.83 (0.70, 0.98)10.24
Karpinski (2010) < 0.52 (0.30, 0.921.70
Overall (I-squared =9.1%, p = 0.347<> 0.84 (0.75, 0.93)100.00
1

TSTSER Additive model: wt/var vs. wt/wt (fixed model) [Second graph in white only

populations]



Study %

ID OR(95%Cl)  Weight
Chen (2003) — 0.70 (0.45, 1.08) 9.30
Ulrich (2005) —— 0.88 (0.73, 1.07) 44.82
Matsuo (2005) € : 0.54 (0.19, 1.60) 2.03
Curtin (2007) - 0.86 (0.70, 1.05) 38.92

Karpinski (2010) * 0.46 (0.24, 0.89) 4.92

Overall (I-squared = 16.7%, p = 0.308) @ 0.83(0.73,0.94) 100.00
1

Study %

D OR (95% Cl)  Weight

Chen (2003) —— 0.70 (0.45, 1.08)9.50

Ulrich (2005) —— 0.88 (0.73, 1.07)45.75

Curtin (2007) — T 0.86 (0.70, 1.05)39.73

Karpinski (2010) € 0.46 (0.24, 0.89)5.02

Overall (I-squared = 28.6%, p = o.241)<> 0.84 (0.74, 0.95)100.00
1

TSTSER Additive model: var/var vs. wt/wt (fixed model) [Second graph in white only
populationsg]



Study %

ID OR(95% Cl)  Weight
Chen (2003) —+—L— 0.73 (0.50, 1.07) 9.46
Ulrich (2005) — 0.97 (0.83, 1.14) 45.55

Matsuo (2005) € - 0.54 (0.18, 1.58) 1.61

Curtin (2007) — 0.97 (0.81, 1.15) 38.61

Karpinski (2010) —_— 0.72(0.42,1.22) 4.78

Overall (l-squared = 0.0%, p = 0.410) @ 0.93 (0.83, 1.03) 100.00
1

Study %

ID OR (95% CI)  Weight

Chen (2003) 0.73 (0.50, 1.07)9.61

Ulrich (2005) _.|_ 0.97 (0.83, 1.14%46.29

Curtin (2007) —_— 0.97 (0.81, 1.1539.24

Karpinski (2010) 0.72 (0.42, 1.22%.85

Overall (I-squared = 0.0%, p = 0.397 P 0.93 (0.84, 1.04)100.00

TSTSER Recessive model: var/var vs. wt/wt & wt/var (fixed model) [Second graph in white only
populations]



Study

%

ID OR (95% Cl) Weight

Chen (2003) —‘0— 0.86 (0.62,1.19) 8.38

Ulrich (2005) -/ 0.87 (0.75,1.01) 42.16

Matsuo (2005) +— 0.99 (0.73,1.36) 8.46

Curtin (2007) e 0.84 (0.71,0.98) 36.72

Karpinski (2010) < : 0.50 (0.30, 0.86) 4.28

Overall (I-squared = 15.8%, p = 0.314) @ 0.85 (0.77,0.94) 100.00
1

Study %

ID OR (95% Cl)  Weight

Chen (2003)
Ulrich (2005)
Curtin (2007)

Karpinski (2010)

Vi 1
\ |

Overall (I-squared =19.9%, p = 0.290)<>

0.86 (0.62, 1.19)9.16
0.87 (0.75, 1.01)46.05
0.84 (0.71, 0.98)40.11
0.50 (0.30, 0.86)4.68

0.84 (0.76, 0.93)100.00

TSTSER Dominant model: wt/var & var/var vs. wt/wt & wt/var (random model)
[Second graph in white only populations]



Study

%

ID OR (95% CI) Weight
Chen (2003) 0.96 (0.69, 1.32) 8.87
Ulrich (2005) — 0.97 (0.85,1.12)  46.55
Curtin (2007) — 0.92 (0.79,1.07)  40.66
Karpinski (2010) > 1.27 (0.81,2.00) 3.92
Overall (I-squared =0.0%, p = 0.616) <E> 0.96 (0.88,1.06) 100.00

1

TS TS1494DEL 6 Additive model: wt/var vs. wt/wt (fixed model)
Study %
ID OR (95% Cl) Weight
Chen (2003) i 0.86(0.53,1.39) 10.99
Ulrich (2005) —_ T 1.08 (0.87,1.35) 46.33
Curtin (2007) —_— 1.00 (0.79, 1.27)  40.36
Karpinski (2010) 1.16 (0.44,3.05) 2.32
Overall (l-squared = 0.0%, p = 0.841) 1.03(0.88,1.19) 100.00

&

TS TS1494DEL 6 Additive model: var/var vs. wt/wt (fixed model)



Study

%

ID OR (95% Cl) Weight
Chen (2003) 3 0.88 (0.56,1.38) 11.14
Ulrich (2005) —_— 1.09 (0.89, 1.35)  46.70
Curtin (2007) _— 1.04 (0.83,1.31) 39.81
Karpinski (2010) ; 1.04 (0.41,2.65) 2.36
Overall (l-squared = 0.0%, p = 0.862) <& 1.05(0.91,1.21) 100.00

1

TS TS1494DEL 6 Recessive model: var/var vs. wt/wt & wt/var (fixed model)
Study %
ID OR (95% Cl) Weight
Chen (2003) ; 0.94(0.69,1.27)  9.20
Ulrich (2005) — 1.00(0.87, 1.14)  46.39
Curtin (2007) — 0.94(0.81,1.08) 40.64
Karpinski (2010) : 1.26 (0.81,1.95) 3.76
Overall (I-squared =0.0%, p = 0.624) <[> 0.98 (0.89, 1.07) 100.00

TS TS1494DEL 6 Dominant model:

wt/var & var/var vs. wt/wt & wt/var (fixed model)



