Supplemental Figures

Experimental Control
Study or Subgrou Events Total Events
1.1.1 Caucasian
Banz2004 0 0 0 0
Bednarczuk2003 214 3m 199 307 35%
Bicek2009 a0 123 70 M7 27%
Chistyakov2000 72 78 63 93 1.5%
Chistyakov2006 17 139 99 185  2.6%
Dijilali-Saiah1398 a0 73 53 100 24%
Donnher1 997 224 305 190 325 35%
Farraz012 24 55 83 186  25%
Frydeckaz004 66 93 73 105 25%
Ghaderi2006 18 44 54 98 21%
Kalantariz003 69 90 60 90 23%
Koukiz000 37 45 28 43 1.4%
Nakkash-Chmaisse2004 26 34 14 38 1.4%
Fastuszak-Lewandoska2012 13 14 10 20 0.4%
Pastuszak-Lewandoska2013 21 24 40 69 1.0%
Petrone2005 91 150 162 301 33%
Sahin2005 48 77 55 98 25%
Ueda2003 455 657 513 842 40%
Yaidya2003 213 3m 203 3489 36%
Weeramuthumari2011 69 80 51 80 1.9%
Subtotal (95% CI) 2688 3416 45.1%
Total events 1917 2025

Heterogeneity: Tau®= 0.10; Chi*= 46.01, df=18 (F = 0.0003); *= 61%
Testfor overall effect 2= 5.28 (P < 0.00001)

1.1.2 Asian

Akamizu2006 210 222 207 234 21%
Awvata1998 100 111 300 344 22%
Ban2006 159 186 154 178 25%
Bednarczuk2003 262 287 82 95 21%
Cho2006 263 278 447 472 24%
Chong2008 170 177 127 181 1.7%
Guoz2010 78 100 72 100 2.3%
lwarna2005 42 43 166 200 05%
Kimkong2011 110 132 127 183 24%
Kimura2009 353 415 653 795 3E6%
Kinjo2002 112 144 72 M0 27%
Marron1997 27 28 88 94 0.4%
Mochizuki2003 15 16 48 60 0.4%
Nistico1996 0 0 0 0
Parkz2000 92 97 173 1899 1.4%
Wang-L2001 84 a7 52 84 11%
Wang-Pyw2007 193 208 174 182 21%
Wang-5Q2010 85 90 66 90 1.4%
Wang2004 137 148 153 171 1.9%
Weng2005 105 107 99 101 05%
Yanagawald97? 142 153 166 200 21%
Yao2006 111 120 112 123 16%
Yu2006 87 100 72 100 21%
Yu2008 112 125 106 126 2.0%
Yung2002 120 123 135 188 1.1%
Zhang2006 55 56 53 60 04%
Zhao2010 1760 1864 1768 1924  38%
Zhou2003 46 a0 36 50 1.1%
Subtotal (95% CI) 5467 6565 47.9%
Total events 5030 5703

Heterogeneity: Tau®= 0.14; Chi*= 56.28, df= 26 (P = 0.0005); F= 54%
Test for averall effect: Z=5.94 (P = 0.00001)

1.1.3 African

Chenz000 29 44 24 47 1.9%
Hadj-Kacem2001 13 144 175 205 2.6%
Subtotal (95% Cl) 193 252 4.5%
Total events 142 203

Heterageneity: Tau®= 0.34; Chi*= 3.65, df=1 (P = 0.06), F=73%

Testfor overall effect Z=0.41 (P = 0.68)

1.1.4 American

Cury2008 73 116 39 78 2.6%
Subtotal (95% CI) 116 78 2.6%
Total events 73 a9

Heterogeneity: Mot applicable

Testfor overall effect Z=1.78 (F = 0.07)

Total (95% CI) 8464 10311 100.0%

Total events 7162 o970
Heterogeneity: Tau®= 0.13; Chi*= 116.83, df= 48 (P = 0.00001); *= 59%
Testfor overall effect: £2=7.62 (P < 0.00001)

Testfor subaroun differences: Chi®=3.25. df= 3 (P = 0.35). F=7.6%

Odds Ratio

Total Weight M-H, Random, 95% Cl

Not estimable
1.33 [0.95, 1.88]
1.83 [1.06, 3.15]

4.41[1.71,11.42)
3.01[1.72,5.27]
1.83[1.03, 3.62)
1.96 [1.40, 2.75]
0.96 [0.52, 1.76]
0.50 [0.50, 1.63]
0.56 [0.27, 1.16]
1.64 [0.85, 3.17]
2.48 [0.92, 6.56]
5.57 [1.99,15.62]
13.00[1.42,119.07)
5.08 [1.38, 18.64]
1.32 [0.89, 1.97]
1.28 [0.70, 2.38]
1.44[1.16,1.79]
1.74 [1.26, 2.41]
3.57 [1.63, 7.80]
1.73[1.41,2.11]

2.28[1.13,4.63]
1.33 [0.66, 2.68]
0.96[0.53,1.72]
1.66 [0.81, 3.40]
1.19[0.63, 2.29]
4.591[1.92,10.98]
1.38[0.72, 2.62]
8.60[1.14, 64.67]
1.02 [0.55,1.91]
1.24[0.89,1.71]
1.85[1.06, 3.22]
1.84[0.21,15.97]
3.75(0.45,31.27]
Mot estimable
2.77[1.03,7.44]
17.2315.02,59.12]
1.33[0.65,2.72]
£.181[2.24,17.07]
1.47 [0.67,3.21]
1.06 [0.15, 7.67]
2.64[1.29,5.41]
1.21[0.48, 3.04]
2.60[1.26, 5.39]
1.63[0.77, 3.43]
£.81[2.00,23.27]
7.26 [0.86, 61.06]
1.49[1.16,1.93]
4.47 [1.36, 14.76)]
1.93[1.55, 2.40]

1.39[0.62,3132]
0.53[0.30, 0.94]
0.82[0.32, 2.11]

1.70[0.95, 3.04]
1.70[0.95, 3.04]

1.76 [1.52, 2.03]
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Supplemental Figure 1 Forest plot of the association between a dominant model of A49G

polymorphism and GD.



Odds

Ratio

M-H, Random, 95% Cl

Experimental Control Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI
1.1.1 Caucasian
Ban2004 1] 0 i 0 Mot estimahle
Bednarczuk2003 80 301 60 307 28% 1.49[1.02, 2.18]
Bicek2009 17 123 B 117 1.2% 287 [1.13,7.81]
Chistyakov2000 50 78 30 893 20% 3.75[1.99,7.08]
Chistyakov2006 68 139 39 185 25% 2.85[1.74, 4.66]
Dijilali-Saiah1998 13 73 16 100 1.5% 1.14 [0.51, 2.54]
Danner1997 63 305 41 325 27% 1.80 (117, 2.77]
Farraz012 ] 55 16 186 11% 1.30[0.48, 3.50]
Frydeckaz004 17 98 20 1058  1.7% 0.89 [0.44,1.87]
Ghaderi2006 3 44 3 98 07% 0.82[0.21, 3.26]
Kalantariz003 20 90 7 90 1.3% 3.39[1.35,8.489]
Kouki200o0 8 45 5 43 08% 1.64 [0.48, 5.49]
MNakkash-Chmaisse2004 3 34 0 38 02% 9.56[0.43,171.91]
FPastuszak-Lewandoska2012 7 14 i 20 0.6% 3.00[0.70,12.88]
Pastuszak-Lewandoska2013 12 24 13 B3 1.1% 431 [1.588,11.73]
Petrone2005 23 150 24 301 21% 209 1[1.14, 3.84]
Sahin2005 15 77 7 98 1.2% 315[1.21, 8.16]
Ueda2003 123 657 111 842 34% 1.82[1.15, 2.01]
Yaidya2003 74 301 45 349 28% 220 [1.46,3.31]
Yeeramuthumariz011 32 a0 26 80 1.9% 1.38[0.72, 2.69]
Subtotal (95% CI) 2688 3416 31.7% 1.93[1.59, 2.34]
Total events 634 474
Heterogeneity: Tau®=0.05;, Chi®=27.72, df=18 (P =0.07), F= 35%
Test for overall effect Z=6.75 (P < 0.00001)
1.1.2 Asian
Akamizu2006 112 222 103 234 30% 1.29[0.90, 1.87]
Awata1998 57 111 137 344 27% 1.59 [1.04, 2.45]
Ban2006 147 186 69 179 26% 6.01 [3.78, 9.56]
Bednarczuk2003 134 287 31 95 25% 1.81 [1.11, 2.94]
Cho2006 185 278 245 472 33% 1.17 [0.87, 1.57]
Chong2008 97 177 71 181 27% 1.37 [0.88, 2.11]
Guo2010 26 102 12 100 1.6% 2811118, 5.31]
lwama2005 17 43 78 200 1.8% 1.02[0.52, 2.01]
Kimkang2011 61 132 54 183 25% 1.58 [0.98, 2.54]
Kimura2009 210 415 295 795 35% 1.74 [1.37, 2.21]
Kinjo2002 50 144 26 110 22% 1.72[0.98, 3.00]
Marron1997 16 28 49 94 1.4% 1.22[0.52, 2.87]
Mochizuki2003 10 16 21 60 09% 3.101[0.99, 9.70]
Mistico1 3996 1] a a i} Mot estimable
Parkz2000 57 97 98 199 25% 1.47 [0.90, 2.40]
Wang-L2001 a7 a7 10 84 1.5% 5.48[2.50,12.01]
Wang-PW2007 124 208 97 192 289% 1.45[0.97, 2.158]
Wang-502010 38 90 14 90 1.8% 3.97 [1.96, 8.05]
Wang2004 a7 148 g1 171 27% 1.58 [1.02, 2.47]
Weng2005 78 107 54 101 2.2% 234 [1.31,417]
Yanagawal997 78 153 78 200 28% 1.63 [1.06, 2.49]
Yao2006 58 120 55 123 24% 1.16[0.70,1.92]
Yu2006 51 100 26 100 21% 2.96 [1.63, 5.37]
Yu2008 67 125 46 126 24% 201 [1.21,3.33]
Yung2002 1] 123 76 158 26% 1.25[0.78, 2.00]
Zhang2006 37 56 27 60 1.6% 238112, 5.08]
Zhao2010 1030 1864 945 1924 39% 1.28[1.13,1.45]
Zhouz003 32 50 16 50 1.4% 3.78 [1.65, 8.69]
Subtotal (95% Cl) 5469 6565 63.7% 1.80[1.54, 2.11]
Total events 2932 2814

Heterogeneity: Tau®= 0.10; Chi*= 8456, df= 26 (P = 0.00001); F=69%

Test for overall effect: Z=7.35 (P < 0.00001)

1.1.3 African

Chenz000 4 49
Hadj-Kacem2001 50 144
Subtotal (95% Cl) 193
Total events a4

5
85

90

47
205
252

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 {P=0.99); F= 0%

Testfor overall effect Z2=1.34 (F=0.18)

1.1.4 American

Cury2008 14 116
Subtotal (95% CI) 116
Total events 14

Heterogeneity: Mot applicahle
Test for overall effect: 2= 0.85 (P = 0.40)

Total {95% CI) 8466
Total events 3634

7

3390

78
78

0.7%
27%
3.4%

1.2%
1.2%

10311 100.0%

Heterogeneity: Tau®= 0.10; Chi*= 129.67, df= 48 (P = 0.00001); F= 63%

Testfor overall effect: Z=9.18 (P =< 0.00001)

Testfor subaroun differences: Chi*=16.73. df= 3 (P = 0.0008). F=821%

0.75[0.19, 2.97]
0.75[0.48,1.17]
0.75[0.49, 1.14]

1.51[0.58, 3.88]
1.51[0.58, 3.88]

1.79[1.58, 2.02]
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Supplemental Figure 2 Forest plot of the association between a recessive model of A49G

polymorphism and GD.

Experimental Control Odds Ratio Odds Ratio
Study or Subgrou Events  Total Events Total Weight M-H. Fixed, 95% CI M-H. Fixed, 95% CI
1.1.1 Caucasian
Bicek2009 15 66 B 53 31% 2.30[0.83,6.43] 7
Dallos2008 13 29 3138 3.5% 283[1.23 6.52]
Donner! 997 16 34 68 251 51% 2.39[1.15, 4.96] -
Farra2012 B 42 16 1149 4.3% 1.07[0.39, 2.95] - 1
Ghaderi2006 B 25 g 52 2.4% 1.74[0.53, 5.69] ]
Kouki2000 3 10 i 20 1.4% 1.29[0.24, 6.96] ]
Kucharskaz009 N 60 15 ar 5.3% 1.57 [0.68, 3.59] I
Pastuszak-Lewandoska2012 6 9 g 15 0.7% 4.00[0.69, 23.09 ]
Pastuszak-Lewandoska2013 14 17 13 42 0.8% 10.41[2.55, 42.56]
Petrane2001 16 74 25 163 T.3% 1.52[0.76, 3.06] T
Sahin2009 21 106 7 a0 4.5% 1.52[0.60, 3.85] -1
Ueda2003 33 91 111 440 14.5% 1.69[1.05 2.72] —
Subtotal (95% CI) 563 1381 52.9% 1.92 [1.50, 2.46] L 2
Total events 180 310
Heterogeneity: Chi*=10.21, df=11 {P=0.51), F=0%
Testfar overall effect: Z= 523 (P = 0.00001)
1.1.2 Asian
Akamizu2006 B9 78 103 130 5.3% 2.01[0.89, 453)] T
Awata1998 45 51 170 228 4.4% 2.56[1.04,6.31]
Ban2005 77 84 95 108 41% 1.62[0.62, 4.22] -
Ban2006 T4 91 69 94 T.6% 1.58[0.78,3.17] T
Park2000 45 58 98 124 8.3% 0.92[0.43,1.95] - T
Terauchi2003 30 33 36 a7 1.4% 5.83[1.58 21.47]
Tomoyose2002 62 74 62 112 4.8% 417[2.02 8.47] -
Ying2012 46 97 17 G 6.3% 260[1.32,513] -
Yu2008 41 46 46 66 2.4%  3.57[1.23,10.36]
Zhou2003 24 3z 16 30 2.5% 263 [0.90, 7.69] b
Subtotal (95% CI) 644 1016  47.1%  2.29[1.76, 2.98] L
Total events 513 712
Heterogeneity: Chi*=12.88, df=9(P=017), F=30%
Testfar overall effect: Z= 618 (P = 0.00001)
Total (95% Cl) 1207 2397 100.0% 2.10[1.75, 2.51]  J
Total events 693 1022 ) ) ) )
Heterageneity: Chi®= 23.86, df=21 (P =0.30), F=12% '0.01 Df1 1'0 100'

Testfar overall effect: Z=8.11 (P = 0.00001)

Test for subaroun differences: Chi*= 0.91. df=1 (F = 0.34). = 0% Favours [experimental] Favours [control

Supplemental Figure 3 Forest plot of the association between an additive model of A49G

polymorphism and HT.



Experimental

Study or Subgrou
1.1.1 Caucasian

Bicek2009 61
Dallos2008 47
Donner1997 55
Farra2012 a7
Ghaderi2006 18
Koukizo0o 11
Kucharska2009 7
Pastuszak-Lewandoska2012 25
Pastuszak-Lewandoska2013 22
Petrone2001 68
Sahin2009 112
Ueda2003 152

Subtotal (95% Cl)

Total events 6749

Heterogeneity: Tau®= 0.16; Chi*= 31.79, df=11 {P = 0.0008);

Testfor overall effect: Z=1.88 (P = 0.06)

1.1.2 Asian

Akamizu2008 130
Awvatal998 g2
Ban2005 126
Ban2006 166
Parkz000 97
Terauchi2003 67
Tomoyose2002 131
Ying2012 98
Yu2008 75
Zhouz003 38
Subtotal (95% CI)

Total events 1011

112

138
88
133
183
110
70
143
150
a0
46
1142

Control

70
122
283

1500

1472

17
230
466
186
a8
43
101
20
69
301
a8
842
2571

234
425
179
179
159
105
199
120
126
a0
1776

6.0%
5.2%
5.7%
5.8%
4.4%
27%
51%
1.8%
2.2%
6.8%
6.2%
7.5%
59.3%

65%

4.2%
3.7%
34%
5.0%
46%
2.3%
4.9%
6.2%
1%
32%
40.7%

Heterogeneity: Tau®=0.02; Chi*=1019, df=9(F=034), F=12%
Test for overall effect: 2= 4.96 (P = 0.00001)

Total (95% CI)

Total events 1690

2204

2872

4347

100.0%

Heterogeneity: Tau®= 0,14, Chi*= 48.70, df= 21 (P = 0.0008), F=57%

Test for averall effect: Z=4.01 (P = 0.0001)

Testfor suboroun differences: Chi*= 3.31.df=1 (P=0.07). F= 69.8%

Odds Ratio

Events Total Events Total Weight M-H. Random,95% CI

0.80 [0.48, 1.36]
260 [1.39, 4.85]
1.98[1.12,3.47)
1.28[0.74,2.19]
0.77 [0.36, 1.65]
0.84[0.27, 2.62)
0.66 [0.36, 1.29]
8.33[1.89, 36.76]
5.32[1.45, 19.46]
0.99 [0.65, 1.51]
1.03 [0.63, 1.68]
166 [1.21, 2.34]
1.34[0.99, 1.80]

1.8 [0.86, 4.13]
2.16 [0.90, 5.18]
1.53[0.60, 3.80]
1.59[0.82, 3.05]
1.46[0.71, 2.88]
5.56 [1.60,18.52]
3.66 [1.87, 7.18]
1.34 [0.82, 2.20]
2.83[1.02, 7.88]
1.85 [0.69, 4.83]
1.93[1.49, 2.51]

1.57 [1.26, 1.96]

Odds Ratio
M-H. Random, 95% CI
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Supplemental Figure 4 Forest plot of the association between a dominant model of A49G

polymorphism and HT.
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Experimental Control Odds Ratio Odds Ratio

Study or Subgrou Events  Total Events Total Weight M-H, Random. 95% CI M-H, Random, 95% CI
1.1.1 Caucasian

Bicekz2009 15 112 6 M7 3% 2.86 [1.07, 7.66]

Dallos2008 13 63 31 230 45% 1.67 [0.81,3.42)] T
Donner! 997 16 73 B8 466 52% 1.64[0.89, 3.03] T
Farra2012 [ 73 16 186  31% 0.95[0.36, 2.54] I
Ghaderi2006 [ 37 8 98 25% 2.18[0.70,6.77] —
Kouki2000 3 18 5 43 15% 1.52[0.32,7.17] —
Kucharska2009 31 100 15 10 47% 2.58[1.29,5.15] -
Pastuszak-Lewandoska2012 3] 28 ] 20 1.9% 0.82[0.21,3.19] —
Pastuszak-Lewandoska2013 14 25 13 63 3.0% 5.48[2.03,14.81]

Petrone2001 16 126 25 3Mm 48% 1.61[0.83,3.12) T
Sahin2009 21 197 7 0 Mot estimahle

Ueda2003 33 210 111 842 68% 1.23[0.81,1.87] T
Subtotal (95% CI) 1062 2473 41.2% 1.73[1.32,2.27] <
Total events 180 30

Heterogeneity: Tau®*=0.04; Chi*=1276, df=10(FP =024}, F= 22%
Testfar overall effect: Z= 3.96 (P = 0.0001)

1.1.2 Asian

Akamizu2 006 63 139 103 234 69% 1.26[0.82,1.91] T
Favatal 998 45 88 170 425  65% 1.57 [0.99, 2.44] —
Ean2005 77 133 95 179 6.6% 1.22[0.77,1.91] T
Ban2006 T4 183 9 179  BE% 1.08[0.71, 1.66] -
Park2000 45 110 98 159  6I1% 0.43[0.26, 0.71] I
Terauchiz003 30 70 36 105 A1% 1.44[0.77, 2.69] I
Tomoyose2002 62 143 62 189 GE% 1.69[1.08, 2.64] —
Ying2012 46 150 17 120 51% 268 [1.44, 4.98] —
Yu2008 41 a0 46 126 5.6% 1.83[1.04,3.23] —
Zhouz003 24 46 16 30 33% 0.95 [0.38, 2.40] I
Subtotal (95% CI) 1142 1756 58.8% 1.29 [0.96, 1.72] »

Total events 513 712

Heterogeneity: Tau®= 0,15, Chi*= 28.86, df= 9 (P = 0.0007); F= 69%

Testfar overall effect: Z=1.69 (P = 0.09)

Total (95% Cl) 2204 4229 100.0% 1.46 [1.19, 1.81] *

Total events 693 1022

Heterageneity: Tau®= 0.12; Chi*= 45.40, df= 20 (P = 0.0010); F= 56% =nm 051 110 mu‘

Test for averall effect: Z= 3.57 (F = 0.0004)

Favours [experimental] Favo ontrol
Testfor subaroun differences: Chi*= 212, df= 1 (P= 0.15). F= 52.8% avours [experimental] - Favours [control

Supplemental Figure 5 Forest plot of the association between a recessive model of A49G

polymorphism and HT.



Experimental Control

Odds Ratio

Study or Subgroup  Events  Total Fvents Total Weight M-H. Fixed, 95% Cl

1.1.1 Caucasian

Banz004 0 a I a
Bednarczuk 2006 140 167 110 182 6.0%
Bicekz009 a0 GE 30 6 2.5%
Chistiakov 2006 61 ar 33 96  3.0%
Frydecka 2006 aT 47 41 59 2.5%
Ghaderi2006 7 22 20 49 27%
Petrone2005 45 71 B9 152  521%
Uedaz003 267 387 240 428 176%
Subtotal (95% CI) 817 0992 39.5%
Total events BOT 543

Heterogeneity: Chi*=10.65, df= 6 (P=0.10); F= 44%

Testfor overall effect 2= 7.84 (P = 0.00001)

1.1.2 Asian

Akamizu2006 140 145 113 128 1.3%
Ban 2006 198 206 95 109  1.5%
Banz005 91 93 95 109 0.6%
Cho2006 194 20 334 M7 2T%
Chong2008 125 128 g8 100  1.0%
Hiromatsu 2006 180 191 45 85 1.3%
Ikegami2006 130 142 3095 432 53%
Kimkong2011 78 36 32 94 2.3%
Kimura2008 267 288 T35 819 BA%
Qu2014 1989 2103 1550 1686 299%
Tai2008 136 141 372 404 22%
Wang 2006 106 112 a1 98 1.5%
Wang-PWw2007 138 143 126 134 1.4%
Weng2008 78 a0 54 56 0.5%
Subtotal (95% CI) 4060 4572 60.5%
Total events 38a0 4164

Heterogeneity: Chi*= 2066, df=13 (F = 0.08), F= 37%

Testfor averall effect Z=6.42 (P =< 0.00001)

Total (95% CI) 4877 5564 100.0%

Total events 4457 4707
Heterogeneity: Chi*= 34.68, df= 20 (F = 0.02); F= 42%
Test for overall effect: 2= 9.96 (P = 0.00001)

Odds Ratio
M-H, Fixed, 95% Cl

Mot estimable
1.9 [1.15, 3.41]
2.71 [1.25, 5.84]
4.45 [2.40, 8.35]
1.62 [0.67, 3.96]
0.65 [0.23, 1.96]
208117, 3.71]
2.32[1.71, 3.16]
2.27 [1.85, 2.79]

2720131, 10.54]
3.65 [1.48, 5.99]
B.71 [1.48, 30.33]
1.08 [0.42, 2.75]
4.26[1.33, 13.65]
3.64 [1.45, 9.09]
1.01 [0.51, 2.00]
1.43 [0.55, 3.68]
1.45 [0.88, 2.39]
1.53[1.18, 1.99]
2.34 [0.89, 6.13]
2.8301.49,10.34]
1.99 [0.65, 6.09]
1.44 [0.20, 10.57]
1.79[1.50, 2.14]

1.98 [1.73, 2.27]

Testfor subaroun differences: Chi®= 2.96. df=1 (P =0.09). = 66.3%

*

i

0.0m

04
Favours [experimental]

10
Favours [control]

Supplemental Figure 6 Forest plot of the association between an additive model of CT60

polymorphism and GD.
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Experimental

Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% CI

1.1.1 Caucasian

Banz2004 ]
Bednarczuk 2006 257
Bicek2009 107
Chistiakov 2006 113
Frydecka 2006 a8
Ghaderi2006 28
Petrone2005 124
Uedaz003 568

Subtotal (95% Cly

Total events 1285

Control

1442

am
823
1891

Heterogeneity: Chi®=8.54, df= 6 (P = 0.20); F= 30%
Test for averall effect: £=6.55 (P = 0.00001)

1.1.2 Asian

Akamizu2006 210
Ban 2006 294
Banz005 129
Cho2006 7
Chong2008 173
Hiromatsu 2006 276
Ikegami2006 2m
Kimkong2011 124
Kimura2008 394
Quz014 2476
Taiz008 184
VWang 2006 136
YWang-PYW2007 184
YWeng2005 105
Subtotal (95% CI)

Total events 5187

2148
30z
131
278
177
287
213
132
415
2590
189
142
189
107
5367

192
165
164
4549
139
84
674
141
1291
2024
588
153
183
99

6322

207
179
179
472
151
948
714
153
1335
2160
620
171
192
101
6730

Heterogeneity: Chi®= 16.95, df= 13 {F = 0.20); F= 23%
Test for averall effect: £=5.39 (P = 0.00001)

Total (95% CI)

Total events 6442

6862

TTE4

6.3%
3.2%
4.3%
2.2%
3.9%
f.6%
20.4%
46.8%

1.2%
1.4%
0.6%
2.3%
0.9%
1.3%
4. 6%
2.1%
7.9%
25.6%
1.9%
1.5%
1.3%
0.5%
53.2%

8621 100.0%

Heterogeneity: Chi*= 26.60, df= 20 (P = 0.149), F= 25%
Test for overall effect: £=8.42 (P = 0.00001)

Testfor subaroun differences: Chi*= 092 df=1 (P=0.34). F=0%

Odds Ratio

Odds Ratio
M-H, Fixed, 95% CI

Mot estimable
1.56 [0.93, 2.61]
1.91 [0.97, 3.78]
2.96[1.75, 5.07]
1.95 [0.86, 4.54]
0.77 [0.36, 1.66]
1.82[1.11, 2.87]
1.87 [1.42, 2.46]
1.84[1.53, 2.21]

3.26[1.17, 9.20]
312[1.28, 7.59]
5.47 [1.22, 24.51]
1.10[0.43, 2.78]
3730118, 11.83]
2.85[1.21,7.14]
0.91 [0.47, 1.74]
1.32[0.52, 3.33]
1.26 [0.77, 2.06]
1.46[1.13,1.88]
2.00[0.77, 5.21]
2.67 [1.03, 5.81]
1.81 [0.60, 5.50]
1.06 [0.15, 7.67]
1.62 [1.36, 1.94]

1.72[1.52, 1.96]

¢
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Supplemental Figure 7 Forest plot of the association between a dominant model of CT60

polymorphism and GD.
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Experimental Control

Odds Ratio

Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI
1.1.1 Caucasian

Ban2004 1] 0 ] 1] Mat estimahble
Bednarczuk 2006 140 284 110 298  57% 1.66[1.19,2.31]
Bicek2z009 50 123 300 117 32% 1.99[1.15, 3.44]
Chistiakov 2006 61 139 33 185 36% 2.89[1.74,4.81]
Frydecka 2006 37 98 41 98 31% 0.84 [0.48, 1.50]
Ghaderi2006 7 43 20 99 1.4% 0.77[0.30,1.98]
Petrone2005 45 150 69 301 4.3% 1.44[0.93,2.24]
Uedaz003 267 658 2400 823 T7% 1.66 [1.34, 2.08]
Subtotal {95% CI) 1495 1891  29.0% 1.58 [1.24, 2.03]
Total events BOT 543

Heterogeneity: Tau®= 0.05; Chi*=13.20, df= 6 (P =0.04); F=55%
Test for overall effect 2= 363 (P =0.0003)

1.1.2 Asian

Akamizu2006 140 215 113 207 449%
Ban 2006 198 302 95 179  51%
Ban2005 91 131 95 179 39%
Cho2008 194 278 334 472 549%
Chong2008 125 177 88 1581 4.1%
Hiromatsu 2006 180 287 45 95  4.0%
Ikegamiz006 130 213 395 715 B.O0%
Kimkong2011 78 132 82 153  4.0%
Kimuraz009 267 415 735 1335 T.5%
Quz014 1989 2580 1550 2160 9.2%
Tai2008 136 189 372 620 5.4%
VWang 2006 106 142 81 171 3.8%
Wang-PW2007 138 189 125 192 4.3%
YWeng2005 78 107 54 101 3.0%
Subtotal {95% CI) 5367 6730 71.0%
Total events 3850 4164

Heterogeneity: Tau®= 0.03; Chi*= 28.68, df=13 (P = 0.007), F= 55%
Test for overall effect: Z=6.17 (P = 0.00001)

Total (95% CI) 8621 100.0%
Tatal events 4457 4707

Heterogeneity: Tau®= 0.04; Chi®= 43.89, df= 20 (P = 0.002), F= 54%
Test for overall effect: £=7.34 {F = 0.00001)

Testfor subaroun differences: Chi*=0.02. df=1 (P = 0.88). F=0%

6862

1.55 [1.05, 2.30]
1.68 [1.15, 2.45]
2.01 [1.25, 3.23]
0.85 [0.69, 1.32]
1.72[1.09, 2.72]
1.87 [1.17, 2.94]
1.27 [0.93,1.73]
1.25 [0.78, 2.00]
1.47 [1.17,1.84]
1.30[1.14, 1.48]
1.71 [1.20, 2.44]
3.27 [2.02, 5.30]
1.45 [0.94, 2.25]
234 [1.31,4.17]
1.55 [1.35, 1.78]

1.56 [1.39, 1.76]

Odds

Ratio

M-H, Random, 95% CI

°|i*|'+'*H'HI

0+i|'||}

0.01

04
Favours [experimental]

10
Favours [contral]

Supplemental Figure 8 Forest plot of the association between a recessive model of CT60

polymorphism and GD.

Experimental Control

Odds Ratio

Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI
1.1.1 Caucasian

Bicek2009 37 60 30 56 13.6% 1.39 [0.67, 2.92)
Dallos2008 31 35 20 45 107% 9.69[2.93, 32.03]
Ghaderi2006 ] 19 20 49 11.4% 1.05[0.36, 3.09]
Uedaz2003 85 115 111 440 15.1% 8.401[5.26,13.42]
Subtotal {95% CI) 229 590 50.8% 3.33[1.04, 10.67]
Total events 161 181

Heterogeneity: Tau®=1.21; Chi*= 25.05, df= 3 (P < 0.0001); F= 88%
Test for overall effect: 2= 2.02 {F = 0.04)

1.1.2 Asian

Akamizu2006 84 91 103 130 12.7%
Ban 2006 103 113 95 109 12.8%
Ban2005 77 84 95 109 12.2%
lkegamiz006 83 87 395 432 11.5%
Subtotal {95% CI) 375 780 49.2%
Total events 347 688

Heterogeneity: Tau®= 0.00; Chi*=1.61, df= 3 {F = 0.66);, F= 0%
Test for overall effect: 2= 2.88 (P =0.004)

Total (95% CI)
Total events 408 a69

Heterogeneity: Tau®= 0.70; Chi*= 3417, df=7 (P < 0.0001); F= 80%
Test for overall effect: 2= 2.81 (F =0.005)

Test for subaroun differences: Chi*= 0.66. df=1 (P = 0.42). F=0%

604 1370 100.0%

3.15[1.30, 7.58]
1.62 [0.64, 3.58]
1.62[0.62, 4.22)
1.94 [0.67, 5.60]
1.98[1.24, 3.15]

2.58[1.33,5.01]

Odds

Ratio

M-H, Random, 95% CI
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Supplemental Figure 9 Forest plot of the association between an additive model of CT60

polymorphism and HT.
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Experimental Control

Odds Ratio

Study or Subgroup  Events  Total Fvents Total Weight BM-H. Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

1.1.1 Caucasian

Bicek2009 aa 112 91 17 14T% 1.11 [0.58, 2.08] -

Dallos2008 a4 63 To 95 9.6% .27 [1.73,16.00]

Ghaderi2006 25 36 7o 93 12.4% 0.94 [0.41, 2.16] -1

Uedaz003 180 220 513 842 17.3% 4.06([2.70,6.13] =

Subtotal (95% Cl 431 1153 54.1% 2.13[0.90, 5.08] ""

Total events 363 744

Heterogeneity: Tau®= 0.64; Chi*=19.02, df=3 (P=0.0003); F= 84%

Test for overall effect Z=1.71 (F=0.09)

1.1.2 Asian

Alkamizu2006 128 134 207 234 121% 2.39[1.01, 5.64] -

Ban 2006 173 183 168 179 123% 1.47[0.63, 3.40] -1

Banz2005 126 133 168 179 11.3% 1.563 [0.60, 3.90] [

Ikegami2006 128 132 678 715 102% 1.75[0.61, 4.98] -

Subtotal (95% Ch 583 1307  45.9% 1.75[1.11, 2.77] ‘

Total events 455 1214

Heterogeneity: Tau®=0.00; Chi*=0.74, df= 3 (P=0.86), F= 0%

Testfor overall effect £=2.42 (P=0.02)

Total (95% Cly 1014 2460 100.0% 1.95[1.20, 3.15] "

Total events 915 1859

Heterogeneity: Tau®= 0.31; Chi*= 21.44, df = 7 (P = 0.003); F= 67% f f f !

Test fu?uvergll Bffect 2= zlﬂ = D'DDTI) ( ' D.mFa\rour': ?él]erimental] Favours [CU:ﬂDrDU o

Test for subaroun differences: Chi*= 0.15. df=1 (P = 0.70). F= 0% s ‘ b
Supplemental Figure 10 Forest plot of the association between a dominant model of

CT60 polymorphism and HT.
Experimental Control Odds Ratio Odds Ratio

Study or Subgroup  Events  Total Events Total WWeight M-H, RBandom, 95% CI M-H, Random, 95% CI

1.1.1 Caucasian

Bicek2009 ar 112 o 117 120% 1.43[0.81, 2.54] T

Dallos2008 N 63 20 95 10.7% 3.63[1.81, 7.30] -

Ghaderiz006 a 36 20 99  B.6% 1.13[0.45, 2.88] -1

Uedaz003 84 220 111 842 144% 4.15[2.96, 5.81] —

Subtotal (95% Clj 431 1153 45.7% 2.35[1.22, 4.52] -

Total events 161 181

Heterageneity: Tau®= 0.34, Chi*=14.62, df= 3 (P = 0.002); F=79%

Test for overall effect: Z= 257 (P =0.01)

1.1.2 Asian

Akamizu2006 a4 135 103 234 135% 2.09[1.36, 3.23] -

Ban 2006 103 183 95 179 136% 1.14[0.75,1.72] T

Ban2004 7T 133 95 179 133% 1.22[0.77,1.91] T

lkegami2006 a3 132 385 T1a 13.89% 1.37[0.84, 2.01] T

Subtotal (95% CI) 583 1307 54.3% 1.41[1.08, 1.83] 4

Total events 347 688

Heterogeneity: Tau®= 0.03, Chi*= 466, df=3 (F=0.20), F= 36%

Test for overall effect: Z= 257 (P =0.01)

Total (95% CI) 1014 2460 100.0% 1.79[1.20, 2.67] '.’

Total events a08 264

Heterageneity: Tau®= 0.26; Chi*= 38,77, df= 7 (P = 0.00001); F=82% IIJ.U1 Df1 1'0 100

Test for overall effect: Z=2.87 (F=0.004)

Testfor subaroun differences: Ghit= 2,03, df= 1 (P = 0.1 5). F= 50.9% Favours [experimental]

Favours [cantrol]

Supplemental Figure 11 Forest plot of the association between a recessive model of CT60

polymorphism and HT.
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