Supplementary figures 1-12:

The supplementary figures 1-12 depict forest plots for all performed meta-analytic tests on
allelic as well as genotypic level. The study of the total sample or stratification by gender is
indicated in the title of each forest plot. Total events describe numbers of MDD cases and
control subjects with the allele/genotype being analysed. The model used for each analysis is
indicated on top of the diagram (fixed or random).



Case: total sample  Control: total sample Odds Ratio 0Odds Ratio

Study or Subgroup Bvents Total Bvents Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
Kunugi et al. (1996) B9 124 120 242 0.9% 1.28[0.83,1.97] ]

Frisch et al. (1993) T4 126 120 224 09% 1.23[0.79,1.592] b

Frisch et al. {1999 idem 41 T8 G5 120 05% 0.94[053 1.66] I E—
Funke et al. (2005) 35 B0 444 934 06% 1.55[0.91, 263 7

Massat etal (2005) 363 756 5897 1256 52% 1.02[0.851.22] -
Arias et al. {2008) 370 G92 1749 328 24% 0096[0.73,1.258] I
Garriock et al. (2006) 108 212 101 216 1.2% 1.18[0.81,1.73] I —
Serretti et al. (2006) 400 18 137 232 1.9% 0.87[0651.18] I
Baune et al. (2008) 252 a36 4549 1114 39% 1.09[0.89,1.34] -
Huuhka et al. {2008} 116 238 367 T84 20% 1.08[0.81,1.44)] I a—
Zalsman etal. (2008) 291 534 144 292 21% 1.21[0.91,1.62] I —
Pan etal. (2008) 170 340 80 166 1.2% 0.84[058,1.23] — T
Huang (2010) 1142 2428 472 1926 11.8% 087 [0.77, 0.98] —

i etal. (20100 82 196 367 T8 1.7% 0.81[059,1.11] e
Kocabas etal. (2010) 404 798 276 a82 3T% 114092, 1.41] .
Lewis et al. (2010) 15589 3280 1331 2826 16.5% 1.041[0.94 1.18] -
Rietschel et al. {2010) 655 11594 1192 2580 89% 1.02[0.89,117] -
Baosker etal. (2011 1523 3352 15498 3504 18.7% 087 [0.88 1.07] -

Calati etal. (2011) a4 168 302 a78 1.4% 0.91[0.651.29 I —
Dernirkan etal. (2011) 160 356 aza 1830 32% 0.89[079,1.24] —_—r
Kahli etal. {2011} B03 1280 481 1084 B4% 1.12[0.95 1.31] T
Saronen etal. (2011) 254 a34 11563 2584 48% 1.13[0.93,1.36] T
Total (95% CI) 18010 24190 100.0% 1.01[0.97, 1.05] [ ]

Total events AEa5 11364

Heterogeneity, Chif= 2241, df= 21 (P=0.28), F= 6% D!S D!? 1!5 ﬁ

Testfor overall effect: Z=0.51 (P=0.61) Favours case Favours control

Supplementary figure 1: Forest plot - total sample Val vs. Met

Events: Val allele

Case:total sample  Control: total sample Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C1
Kunugi et al. (1996 19 H 29 549 0.9% 1.64[068 3.97] ’
Frisch et al. (19993) 19 27 34 G0 0.8% 1.82[0.69, 4.80] >
Frisch et al. (1993) idem ] 14 14 23 0.4% O086[0.22 3.31] ¢ *
Funke etal (200%) 0 0 i} 0 Mot estimahle
Massat etal. (2005) 0 0 0 0 Mot estirnable
Arias et al. {2008) 103 182 449 a3 27% 080[0531.53] I E—
Garriock et al. (2006) 35 it} 23 a3 1.4% 1.38[0.67,2.89]
Serretti et al. (2006) 111 181 44 67 22% 0.83[0.46,1.49 e E—
Eaune et al. (2008) 55 126 112 282 41% 1.18[0.77,1.80] I —
Huuhka et al. {2008} 25 53 31 187 20% 1.17[063, 2.15] ——
Zalsman etal. (2008) BE 108 35 71 20% 1.62[0.88 2.96) I
Pan etal. (2009) 43 36 23 39 1.3% 070([0.32,1.50] ¢
Huang (2010) 280 G32 236 463 128% 077 [0.60,0497] —
i etal. (20100 14 44 g2 186 18% 05890029119 41—
Kocabas etal. (2010) 90 175 68 151 39% 1.29[0.84, 2.00]  E—
Lewis et al. (201 0) 358 782 321 724 180% 1.06([0.87, 1.30] I
Rietschel et al. {2010} 125 297 271 G45 95% 1.03[0.78,1.37] —
Bosker etal. (20113 3349 851 356 B66 200% 085[0.78,1.15] ——
Calati etal. (2011} 19 38 74 145 1.5% 0.84[041,1.71]
Dermirkan etal. (2011) 33 34 187 461 3.3% 0.895[0.59,1.53] I E—
Kahlietal. {2011} 147 N 104 2649 B.9% 1.27[0.91,1.76] B
Saronen etal. (20113 a5 123 254 647 4.9% 1.25[0.85,1.89] N —
Total (95% CI) 4228 5481 100.0% 1.02[0.93, 1.11] &
Total events 1944 2402
Heterogeneity: Chif= 2047, di=18{(P=037) F=T% D!S D!? 1!5 ﬁ

Testfor overall effect £2=035(FP=073) Favours case Favours control

Supplementary figure 2: Forest plot -total sample Val/Val vs. Met/Met

Events: Val/Val genotype



Case:total sample  Control: total sample Odds Ratio Odds Ratio
Study or Subgroup Bvents Total Bvents Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
kunuoi et al. (1996} N a0 g2 91 11% 076037, 1.87]
Frizch et al. {1599) 36 a5 a2 a6 1.2% 1.24[061,2.481]
Frizch et al. {15899) idem 25 33 ar 51 06% 1.18([043 3.23] *
Funke etal (2004) 0 0 i} 0 Mot estimahle
Maszat et al (2005) 0 0 i} 0 Mot estimable
Arias et al. (2008} 164 267 =R 130 1% 096063 1.48] - T
Garriock et al. {2006} 38 T3 aa 78 13% 044[023,088 +—————
Serretti et al. (2006) 178 2849 LE] 93 26% 1.44[0.90 2.31] ]
Baune et al. {2008} 142 187 i7h 38r 4.0% 1.058([072 1.44] I —
Huuhlka et al. (20083 lal3] a1 2045 286 21%  1.04[0621.77] I
Zalsman etal (2008) 159 225 7a 110 24% 1120069, 1.84] ]
Fan atal. (2009) a4 127 44 G¥ 1.8% 1.02[0.485 1.491]
Huang (2010} f82 862 500 T3E 131% 093[079 1.21] —
i etal (20100 a4 it 203 284 1.4% 1.86([0.82 298] ]
kocabas et al. 2010 224 14 140 208 4.0%  1.21[0831.77] e —
Lewis etal (2010} 943 120 B89 1010 17T % 1100092 1.31] T
Rietschel et al {2010) 305 430 650 921 Q1% 1.02[0.781.31] I —
Bosker et al. (2011} 845 1184 886 1242 187% 1.00[0.84 1.15] —
Calati etal. (2011) 45 lila] 144 223 1E%  1.33[0.73 247 —
Demirkan et al. (2011} 44 127 454 fd1 A1% 117076, 1.81] I
kohli et al. (2011} 309 455 273 arr B.5% 0.80([0.599 1.08] 7T
Soranen etal. (2011) 144 1949 G445 284 49% 1.03[073 148 [ —
Total (95% CI) 6313 7921 100.0% 1.03[0.96, 1.11] »
Total events 4365 5149
Heterogeneity, Chif=18.75, di= 13 (P=067), F=0% D!S D!? 1!5 ﬁ

Testfor overall effect: Z=0.79 (P =0.43)

Supplementary figure 3: Forest plot - total sample Val/Met vs. Val/Val

Events: Val/Met genotype

Favours case Favours control

Case:total sample  Control: total sample 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight N, Random, 95% CI IV, Random, 95% CI
kunugi et al. {1996) H 43 62 y2 1.6% 1.25 [0.86, 2.77]
Frisch et al. {19394) 36 14 a2 Ta 1.3% 225092 553 -+
Frisch et al. {19949) iderm 25 31 ar 46 0.8% 1.01[0.32,3.20] # +
Funke et al. {200%5) i} 0 0 i} Mot estimahble
Massat et al. (2005) a a 1] a Mat estimakle
Arias et al. (2008) 164 243 a1 114 3.8% 0.87 [0.54,1.41] e E—
Garriock et al. (2008) 38 71 a5 g5 24% 063033120 ¥———
Serretti et al. (2006) 1748 248 49 T2 29% 119 [0.68, 2.10] —
Baune et al. (2008 142 213 75 4445 5.9% 1.24 [0.88,1.74] -
Huuhka et al. {2008) B& 94 208 I 35% 1.22[0.74, 2.01] I B —
Zalsman etal (2008) 1449 201 78 111 3.3% 1.82[1.08, 3.07] S —
Pan etal (2008) a4 127 44 1] 272% 0.71[0.36,1.40] I
Huang (2010} ag2 934 500 vir 9.7% 0.7a[0.61, 0.82] I
Il et al. (20100 a4 a4 203 30r 35% 0.82[0.56,1.53] e E—
kocabas etal (2010) 224 3049 140 223 5.4% 1.56 [1.08, 2.26] -
Lewis etal (2010) 243 1267 £a9 1092 10.9% 116 [0.98,1.38] T
Rietschel et al. (20100 304 472 ga0 1024 9.0% 1.08[0.84 1.32] -
Bosker et al. {2011} a4a 1357 886 1396 11.4% 0.85[0.81,1.11] -
Calati etal. 2011) 46 G5 144 210 26% 1.11 [0.6D, 2.04] E—
Demirkan etal. (20113 94 145 454 728 5.4% 1.1 [0.7F, 1.61] T
kahlietal (2011) 3049 483 273 438 7.8% 1.01 [0.78,1.327] o —
Saranen etal {20113 144 212 645 1038 5.6% 1.29[0.94,1.77] T
Total (95% CI) 6653 8598 100.0% 1.07 [0.96, 1.20] »
Total events 4369 55149
Heterageneity: Tau®= 0.02; Chi®= 32.66, df= 18 {P=0.03); F=41% s o7 15 4

Testfor averall effect Z=1.28 (P=0.20)

Supplementary figure 4: Forest plot — total sample Val/Met vs. Met/Met

Events:Val/Met genotype

Favours case Favours control



Case: female sample

Control: female sample

Odds Ratio

0Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kunugi et al. {1996) ] 0 1] 0 Mot estimahle

Frisch etal {1959 43 78 G2 106 0.8% 087048 1.487] I
Frisch etal. {19849 idem 34 a1 46 86 0.8% 0.492[0.49 1.76]

Funke et al. {2005} 0 0 1] 0 Mot estimahle

Massat et al. (2005} 0 0 1] 0 Mot estimahle

Arias et al. (2006) 0 0 1] 0 Mot estimahle

Garriock et al. {2006) 69 140 ag 134 1.4% 1.27[0.79, 2.09] ]

Serretti et al. {2008) 0 0 1] 0 Mot estimahle

Baune et al. (2008) 1] a a a Mat estimable

Huuhlka et al. {2008) 63 130 168 348 2.0% 1.061[0.71,1.549] e R—
Zalsman etal {2008) 1849 386 G 138 21%  1.23[0.831.83] =

Pan etal {2009 106 224 67 122 1.6% 074047 1.149] —
Huang §2010) GEZ 1416 458 890 11.9% 0.83([0.70,0.99] -

i etal. (2010 49 116 204 428 1.9% 0.80[0.53 1.2 —
Kocabas etal (20100 284 574 180 392 49% 1.19[0.92 1.54] T
Lewis etal. (2010 1108 22492 818 1690 204% 1.001[0.88, 1.13] -
Rietschel et al. (2010} 348 7ra 5649 1272 10.0% 1.07[0.90,1.28] -
Bosker etal (20113 1063 2356 984 MBE 2345% 0599[0.88 1.11] —
Calati et al. (20117 a2 114 184 332 1.8% 0BT [0.44 1.03] r
Dernirkan et al. (20113 "y 266 358 THE 41% 086073 1.27] — T
Kahli et al. (20113 325 5as 7 a95 G.7% 1.07[0.86 1.34] -1
Soronen etal (2011) 186 390 642 1426 G.4% 1.11[0.89 1.349] -
Total (95% CI) 9976 10934 100.0% 0.99[0.94, 1.05] [

Total events 4713 5134

Heterogeneity: Chi*=17.20, df= 18 (P = 0.31), F=13% P e 4

Testfor averall effect Z= 027 (F=0.79)

Supplementary figure 5: Forest plot — female sample Val vs.

Events:Val allele

Case; female sample

Control; female sample

Met

Odds Ratio

Favours case Favours control

Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
kunugi et al. {(1998) 0 i i} i Mot estimahle
Frisch etal {1959 11 18 22 35 1.0% 0493[0.28 24949
Frisch etal. {19589 idem 3 11 10 17 0.6% 084[018 3.88] *
Funke et al. {200%5) 0 i i} i Mot estimahle
Massat et al. {20048) 0 i i} i Mot estimahle
Arias etal. (2008) 0 i i} i Mot estimahle
Garriock et al. (2008) 22 45 13 35 1.6% 1.62[06E 3.949) *
Serretti et al. (2008) 0 i i} i Mot estimahle
Baune et al. (2008) 0 i i} i Mot estimahle
Huuhka etal {2008) 15 32 38 ar 20% 1.14[050 257
Zalsman etal {2008} 40 g4 16 35 20% 1EB4[07F2 377 *
Pan etal {2009) 26 58 149 32 17% 056023133 +¥——————
Huang 20100 165 376 107 201 11.2% 0.69([0.49 0487] [ —
Mietal (20100 q a7 49 108 1.7% 060[0.25 1.46] +
Kocabas et al (20100 GO 118 45 106 48% 1.40[0.83 2.38] ]
Lewis etal. (2010 243 544 203 433 208% 089076 1.27] —
Rietschel et al. (2010} 20 187 122 KR 8% 1.16[0.80, 1.67] I e —
Bosker etal {20113 244 g03 220 A40  238% 089([0.78 1.29] —
Calati et al. (20117 11 a7 an a2 1.7% 044018107 ————
Demirkan et al. (2011 25 a3 a1 202 41% 0910481, 1.61] e
Kahli etal. (20113 T4 177 it 163 2% 113[0731.73] e E—
Saronen etal (20113 40 84 147 365 G.1% 1.21[0.76 1.93] ) e —
Total (95% CI) 2447 2752 100.0% 0.98[0.88, 1.11] L 2
Total events 1086 1210
H¥s - —_ —_ LR = 1 1 1 1
Heterogeneity, Chi*=16.70, df =19 (F =034, P=10% DTS DTT 175 ﬁ

Test for overall effect £= 026 (F=0.280) Favours case Favours control

Supplementary figure 6: Forest plot — female sample Val/Val vs. Met/Met

Events:Val/Val genotype



Case: female sample  Control: female sample Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kunugi et al. {1996) ] 0 1] 0 Mot estimahle
Frisch etal {1959 il 32 18 40 1.1% 2.33[0.89 6.04] - —*
Frisch etal. {19849 idem 22 28 26 36 0.8% 1.41[0.44, 4.480] *
Funke et al. {2005} 0 0 1] 0 Mot estimahle
Massat et al. (2005} 0 0 1] 0 Mot estimahle
Arias et al. (2006) 0 0 1] 0 Mot estimahle
Garriock et al. {2006) 25 a7 3z 45 1.4% 046019109 ¥
Serretti et al. {2008) 0 0 1] 0 Mot estimahle
Baune et al. (2008) 1] a a a Mat estimable
Huuhlka et al. {2008) 33 LR yz 130 2.0% 0.911[0.44, 1.86]
Zalsman etal {2008) 1049 148 34 a0 2.2% 1.28[0.64, 2.87] I
Pan etal {2009 a4 g0 29 48 1.9% 1.36[0.65, 2.86]
Huang §2010) 332 497 244 341 12.2% 0.85([0.66 1.8 T
i etal. (2010 i 40 106 145 1.6% 1.59[0.70, 3.60] »
Kocabas etal (20100 164 228 40 135 4.9% 1.41[0.89, 2.24] N —
Lewis etal. (2010 602 fetata) 412 G615 21.2% 1.17([0.94,1.47] T
Rietschel et al. (2010} 198 278 325 447 Y.5% 093067 1.30] .
Bosker etal (20113 ars 818 544 TE4  225% 085[0.77,1.18] —.
Calati et al. (20117 30 41 a4 134 1.8% 1.62[07F5 3457 I B ——
Dernirkan et al. (20113 67 g2 196 7T 3.8% 1.11[0.65 1.88] R
Kahli et al. (20113 167 246 135 203 G.7% 1.06[0.7F2 1.58 I e—
Soronen etal (2011) 106 146 348 485 G.2% 1.12[074 1.69] e
Total (95% CI) 3627 3925 100.0% 1.06[0.96, 1.18] &>
Total events 2541 2714
Heterogeneity: Chi®=14.76, df= 158 (P = 0.47), F= 0% P e 4

Testfor averall effect Z=113 (F = 0.26)

Supplementary figure 7: Forest plot - female sample Val/Met vs. Val/Val

Events:Val/Met genotype

Favours case Favours control

Case:female sample  Control: female sample Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kunugi et al. (1996) 0 1] 0 0 Mot estimahble
Frisch etal. {15949 21 28 18 31 1.9% 2171071, 6.60 — T ———*
Frisch etal. {1999} idem 22 ar 26 33 5% 1.18[0.33, 4.26] + +
Funke etal. (2005) 0 1] 0 0 Mot estimahble
Massat et al. (2005) 0 ] 0 0 Mot estimahble
Arias etal. (2008) 0 1] 0 0 Mot estimable
Garriock etal. (2008 245 L 3z 54 34% 0.75100.34, 1.64]
Serretti et al. (2006) 0 1] 0 0 Mot estimable
Baune et al. (2008) 0 1] 0 0 Mot estimable
Huuhka et al. (2008) 33 50 92 141 4.2% 1.03[0.52, 2.04] —
Zalsman etal (2008) 109 138 34 53 41% 210101.08, 4.21] _—
Pan etal (2009 a4 86 iz 42 34% 0.76[0.34, 1.66]
Huang (20100 332 543 244 33E 0 9.8% 0.61 [0.45, 0.81] e
i et al. (20100 il 449 106 165 4.4% 0.96 [0.49, 1.86] —
Kocabas etal (20100 1649 227 a0 1451 7% 1.97 [1.27, 3.07] EEE—
Leawis et al. (20100 g0z 593 412 642 11.4% 1.151[0.93,1.43] T
Rietschel et al (2010} 1498 3045 324 a14 97% 1.08[0.80, 1.45] I
Bosker et al (20113 574 934 544 864 11.9% 094078, 1.14] —
Calati et al. (20113 kil L1 a4 116 3.8% 071034148 ———————1
Dermirkan etal. (2011} 67 108 1496 M7 B9% 1.01 [0.64, 1.58] e E—
kaohli et al. {20113 167 2648 139 230 84% 1.20[0.83,1.77] ]
Soronen et al. (20113 106 144 348 66 8.1% 1.36[0.93, 1.98] T
Total (95% Cl) 3902 4257 100.0% 1.07 [0.91, 1.27] S
Total events 2541 2714
Heterageneity: Tau®= 0.05, Chi®= 3359, df=15 (P = 0004}, F=55% DIS DIF‘ 155 é

Testfor overall effect: Z=0.84 (P = 0.40)

Supplementary figure 8: Forest plot — female sample Val/Met vs. Met/Met

Events:Val/Met genotype

Favours case Favours control



Case: male sample  Control: male sample Odds Ratio Odids Ratio
Study or Subgroup Events Total Bvents Total Weight I, Fixed, 95% CI I, Fixed, 95% C1
Kunugi et al. {1936) 0 i i} 0 Mot estimahle
Frizch et al. {1999) il 48 a8 118 1.1% 1.89[0.94, 3.77] ———————+
Frizch et al. {1999) idem ¥ 12 18 kr ] 0.3% 1.11[0.29, 419 ¢ s
Funke et al. {2005) 0 i] i} 0 Mot estirmable
Massatet al. (2005 0 i] i} 0 Mot estimable
Arias et al. (2008) 0 i] i} 0 Mot estimable
Garriock et al. (2008) 39 T2 43 g2 1.3% 1.07[0.57, 2.02]
Serretti et al. (2006 0 i] i} 0 Mot estimable
Baune et al. (2008) 0 i] i} 0 Mot estimable
Huuhlea et al. (2008 53 108 1949 426 3.0% 1.101[0.72,1.68] — 1
Zalgman etal (2008) 102 1748 Ta 144 2.8% 1.271[0.83,1.97]
Pan et al. (2005 G4 116 23 44 1.1% 1.121[0.56, 2.29]
Huang (2010 480 1012 514 1036 17.7% 0920077, 1.09 — T
i etal (2010) 33 a0 163 350 2.2% 0.811[0.458 1.3 —
locabas etal. (20100 114 224 96 180 3.6% 1.03[0.70,1.52] — T
Lewis et al. (20100 451 958 513 1136 17.9% 1.08[091,1.28] e
Rietschel et al. (2010) 1ar 424 623 1318 111% 0497078 1.21] T
Boskeretal (2011} 460 1036 614 1336 200% 0.94[0.80,1.11] —
Calatietal. (20113 32 54 1148 246 1.5% 1.581[0.87, 2.87]
Cemirkan et al. (2011} 43 90 470 1034 2.9% 1.101[0.71,1.69] — 1
kohli et al. (20113 278 ga2 210 488 9.2% 117 [0.92,1.49] =
Soronen et al. (20113 68 144 511 1148 4.4% 1.131[0.80,1.60] T
Total (95% CI) 5148 9150 100.0% 1.03[0.986, 1.11] L 3
Total events 24453 4353

Heterogeneity, Chif=12.00, df=15 (P = 0E68); F=0%
Testfor overall effect: Z=0.73 (P = 0.4E)

Supplementary figure 9: Forest plot — Male sample Val vs. Met

Events:Val allele

1 1
05 o7

—
148 2

Favours case Favours control

Case: male sample  Control: male sample Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kunugi et al. {1996} 0 0 i} i} Mot estimable
Frisch et al. (1999) a q 12 25 0.5% 8.67[0.94, 79.96] D —
Frisch et al. (1999) idem 2 3 4 G 0.3% 1.00[0.05 1891] 4 »
Funke et al. (200%) 0 0 i} i} Mot estimable
Massat et al. (2005) 0 0 i} i} Mot estimable
Arias etal. (Z008) 0 0 i} i} Mot estimable
Garriock et al. (2008} 13 23 10 18 1.5% 1.04[0.30,3.60] 4 »
Serretti et al. {2006} 0 0 i} i} Mot estimable
Baune etal. (2008) 0 0 i} i} Mot estimable
Huuhka etal. {2008) 10 b 43 100 26%  1.21[047 310 *
Falsman etal (2008) 26 38 18 36 26% 1.79[07F0, 4.85] *
Fan et al. (2008} 17 8 4 7 0B8% 1.1B[022 6.21] ¢ *
Huang (2010} 114 pelati 1249 262 191% 084 [060,1.18] .
Wi etal 2010 A 17 33 Ta 18% 0A7[0181.77] ¢
Kocahas etal (2010} 30 ar 23 45 37% 106 (049 2.37]
Lewis et al. {2010) 104 238 118 281 18.9% 116[0.82 1.64] N
Rietschel et al. (2010} 45 1048 1449 334 11.6% 083[060,1.45] S E—
Boskeretal (2011} 95 248 136 326 200% 087 [06Z1.27] — 7
Calatietal (20113 a 11 28 63 11% 313[0.76,12.88] — T *
Cemirkan et al. (2011} a 18 106 2549 25% 11a[044 307 >
Kohli et al. {2011 it 154 36 106 3.7% 1.54[0492 2.47] I e —
Soranen et al. {2011 15 34 107 282 4.4% 1.29[063, 2.65]
Total (95% CI) 1261 2238 100.0% 1.05[0.90, 1.22] <%
Total events a70 958
Heterogeneity: Chi®=14.10, df=15 (P =0482) F=0% P T 3

Tastfor overall effect 2= 0.61 (F = 0.54)

Supplementary figure 10: Forest plot - Male sample Val/Val vs. Met/Met

Events:Val/Val genotype

Favours case Favours control



Case: male sample  Control: male sample Odds Ratio Odids Ratio
Study or Subgroup Events Total Bvents Total Weight I, Fixed, 95% CI I, Fixed, 95% C1
Kunugi et al. {1936) 0 i i} 0 Mot estimahle
Frizch et al. {1999) 14 23 34 45 1.5% 066(0.22 195 4
Frizch et al. {1999) idem 3 5 11 15 0.4% 055[0.07 4506 * s
Funke et al. {2005) 0 i] i} 0 Mot estirmable
Massatet al. (2005 0 i] i} 0 Mot estimable
Arias et al. (2008) 0 i] i} 0 Mot estimable
Garriock et al. (2008) 13 26 23 33 158% 043[015127) ¥~——————1—
Serretti et al. (2006 0 i] i} 0 Mot estimable
Baune et al. (2008) 0 i] i} 0 Mot estimable
Huuhlea et al. (2008 33 43 113 156 2.8% 1.26[0.87,2.77]
Zalgman etal (2008) a0 TE 41 o] 34% 0.891[0.43,1.83]
Pan et al. (2005 30 a7 15 18 11% 047[013,1.65] *
Huang (2010 250 365 256 385 18.9% 1.101[0.81,1.49] —
i etal (2010) 23 28 a7 130 1.6% 1.56[0.55, 4.45] *
locabas etal. (20100 55 a5 a0 T3 4.0% 0.841[0.43, 1.64] -1
Lewis et al. (20100 241 346 i 395 17.8% 0.931[0.71,1.34] —
Rietschel et al. (2010) 1ar 152 325 474 111% 1.091[0.73,1.62] T
Boskeretal (2011} 270 365 142 478 18.8% 1.131[0.83, 1.594] -t
Calatietal. (20113 16 24 6a a8 1.9% 087 [0.37, 2.52]
Cemirkan et al. (2011} 27 35 258 364 26% 1.39[0.61, 3.14] *
kohli et al. (20113 142 210 138 174 81% 0541[0.34,087] ——————
Soronen et al. (20113 38 53 297 404 4.3% 0.91[0.48 1.73] 7
Total (95% CI) 1883 3295 100.0% 0.97[0.85, 1.11] <4
Total events 1313 2337
Heterogeneity, Chif=1416, df=15{F=051); F=0% D!S D!? 1!5 é

Testfor overall effect: Z=0.39(F =070}

Supplementary figure 11: Forest plot — male sample Val/Met vs. Val/Val

Events: Val/Met genotype

Favours case Favours control

Case: male sample  Control: male sample Odds Ratio Odids Ratio
Study or Subgroup Events Total Bvents Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kunugi et al. {1996 0 0 i} i} Mot estimable
Frizch et al. (1939) 15 16 34 47 0.3% 5.74[0.69, 47.91] ’
Frizch et al. (1939) idem 3 4 11 13 0.2% 0550004 827 ¢ *
Funke et al. (2005) 0 0 i} i} Mot estimable
Massat et al. (2005 0 0 i} i} Mot estimable
Arias etal. (2008) 0 0 i} i} Mot estimable
Garriock et al. (2008 13 23 23 H 1.1%  0.45[0.14,1.43] ¢
Serretti et al. (2006 0 0 i} i} Mot estimable
Baune etal. (2008) 0 0 i} i} Mot estimable
Huuhka etal. {2008) 33 44 113 170 2% 181007, 3.1 »
Falsman etal (2008) A0 63 41 LE] 2%  1.59[06Y, 3.6E6] »
Pan et al. (2008} 30 41 15 18 0B8% 055[013 225 ¢
Huang (2010} &0 381 256 389 ATA% 082[0BY9 1.24] —
Wi etal 20100 23 35 qr 142 5% 089[041,1.94]
Kocahas etal (2010} a5 a2 a0 T2 33%  080[0451.77] ——
Lewis et al. {2010) 241 74 e 450 18.7%  1.13[0.85 1.40] —
Rietschel et al. (2010) 107 167 324 A0 11.4%  1.02[071,1.46] e
Boskeretal (2011} 270 423 342 32 214%  083[07F51.28] —
Calatietal {20113 16 18 a1l 44 0.9% 3020821113 N
Ciemirkan et al. (2011} a7 ar 258 411 7%  1B0[07FS, 3.40] B—
Kohli et al. {2011 142 228 138 208 98% 084[0a7 1.24] .
Soranen et al. {2011) 38 ar 247 472 445% 113[066 2.11] e B
Total (95% CI) 2004 3617 100.0% 1.02 [0.91, 1.16] o
Total events 1313 2337
Heterogeneity: Chi*=14.14, df=15{F=0452); F=0% 0!5 D!.‘r‘ 1!5 ﬁ

Testfor owerall effect: Z=0.39(F =070}

Supplementary figure 12: Forest plot — male sample Val/Met vs. Met/Met

Events:Val/Met genotype

Favours case Favours control



