[bookmark: _GoBack]Supplementary Figure 1: Results of meta-analysis showing risk imposed by GC alleles and genotypes. Forest plots for alleles (a) GC1S, (b) GC2, and genotypes (c) GC1F/1S, (d) GC1F/2, (e) GC1S/1S, (f) GC1S/2, and (g) GC2/2.  
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Supplementary Figure 2: Funnel plots for GC1F, GC1S, GC2 alleles and GC1F/1F, GC1F/1S, GC1F/2, Gc1S/1S, GC1S/2 and GC2/2 genotypes. 
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(a)
)Supplementary Figure 3: Linkage disequilibrium plots of CEU, GIH, JPT and YRI. (a) Overall LD background around 50kb window on both the sided around rs7041. The blue bar shows the exact location of rs4588 and rs7041, which corresponds with GC-1F, GC-1S and GC-2 alleles. (b) Different haplotypes reconstituted for this region.  
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(g) Assessment of risk for 2/2 genotype

Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.9.1 Asian
Ishii et al 7 63 2 a2 51% 5.00[1.00,24.97] 2001
Luetal 1 69 5 52 3.3% 0.14[0.02,1.22] 2004
Ito et al 2 103 1 a8 2.8% 1.72[0.15,19.33] 2004
Huang et al 2 75 3 69 4.3% 0.60[0.10,3.72] 2007
Shen et al 3 100 16 100 6.7% 0.16[0.05,0.58]) 2010 I —
Lietal 9 116 10 134 8.7% 1.04 [0.41, 2.66] 2014 S
Maheshwari et al 3 50 12 a0 6.3% 0.20[0.05,0.77] 2014 I —
Jung et al 22 203 12 157 10.2% 1.47[0.70,3.07] 2014 I
Azzawi et al 1 a0 7 a0 3.5% 0.13[0.02,1.10] 2017
Subtotal (95% CI) 859 812 51.1% 0.59 [0.26, 1.34] .-
Total events a0 63
Heterogeneity: Tau*=0.94; Chi*=23.93,df=8 (P=0.002); F=67%
Testfor overall effect. Z=1.26 (P=0.21)
1.9.2 Caucasian
Kueppers et al 1 109 5 109 3.4% 0.19[0.02,1.68] 1977
Horne et al g 104 42 413 9.8% 0.74[0.33,1.62] 1980 .
Laufs et al 11 102 14 183 9.5% 1.46 [0.64, 3.35] 2004 B
Kondtina et al 13 131 7 106 8.6% 1.56 [0.60, 4.06) 2006 I
Korytina et al. 10 166 5 130 7.7% 1.60[0.53, 4.81] 2006 N e —
Janssens et al 16 253 13 150 10.0% 0.71[0.33,1.52] 2010 T
Subtotal (95% CI) 865 1091 48.9% 1.00 [0.66, 1.53] <P
Total events 59 86
Heterogeneity: Tau*=0.04; Chi*=5.92, df=8{P =031, F=15%
Test for overall effect. Z=0.01 (P =0.99)
Total (95% CI) 1724 1903 100.0% 0.78 [0.49, 1.23] <P
Total events 109 154
Heterogeneity: Tau®*= 0.39; Chi*= 30.86, df=14 (P = 0.006); F= 55% 001 01 10 100

Testfor overall effect: Z=1.07 (P = 0.28)

Test for subdroup differences: Chif=1.26.df=1 (P=0.26). F=20.7%










(g)	Assessment	of	risk	for	2/2	genotype		
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a. 1F allele
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b. 1S allele
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c. 2 allele
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d. 1F/1F genotype
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e. 1F/1S genotype


image13.emf
f. 1F/2 genotype
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g. 1S/1S genotype
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h. 1S/2 genotype
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i. 2/2 genotype
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(a) Assessment of risk for 1S allele

Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.3.1 Asian
Ishii et al 66 126 22 164 6.7% 710[4.02,12.54]) 2001 —_—
Luetal 34 138 30 104 6.6% 0.81[0.45,1.43] 2004 B
Ito et al 46 206 47 176 7.4% 0.79[0.49,1.26] 2004 T
Shen et al 24 200 23 200 6.4% 1.05[0.57,1.93] 2010 -
Maheshwari et al 41 100 46 100 6.8% 0.82[0.47,1.43] 2014 T
Lietal 61 232 105 268 8.1% 0.55[0.38,0.81] 2014 —
Jung et al 87 406 91 314 8.4% 0.67[0.48,0.94] 2014 —
Azzawi et al 77 160 89 160 7.6% 0.74[0.48,1.15) 2017 T
Subtotal (95% Cl) 1568 1486 58.0% 0.99 [0.60, 1.62] <D
Total events 436 453
Heterogeneity: Tau®= 0.45; Chi*=61.31, df=7 (P < 0.00001); F= 89%
Test for overall effect: Z=0.04 (P=0.97)
1.3.2 Caucasian
Horne et al 127 208 482 826 8.6% 1.121[0.82,1.53] 1980 T
Laufs et al 62 204 113 314 8.1% 0.78[0.53,1.13] 2004 -
Konytina et al. 115 262 92 212 8.2% 1.02[0.71,1.47] 2006 -1
Korytina et al 164 332 124 260 8.5% 1.07 [0.77,1.48] 2006 -
Janssens et al 278 506 181 300 8.7% 0.80[0.60,1.07] 2010 ™
Subtotal (95% Cl) 1512 1912  42.0% 0.95[0.82, 1.10] 4
Total events 746 992
Heterogeneity: Tau*= 0.00; Chi*= 414, df= 4 {(P=0.39); F= 3%
Test for overall effect: Z=0.69 (P =0.49)
Total (95% CI) 3080 3398 100.0% 0.96 [0.74, 1.25] &
Total events 1182 1445
Heterogeneity: Tau*=0.19; Chi*= 65.98, df=12 (P < 0.00001); F=82% 001 01 10 100

Test for overall effect: Z=0.29{P=0.77)
Test for subdroup differences: Chi*=0.03. df=1{(P=087. F=0%









(a)	Assessment	of	risk	for	1S	allele		
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(b) Assessment of risk for 2 allele

Cases Control Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.4.1 Asian
Ishii et al 13 126 20 164 4.6% 0.83[0.40,1.74] 2001 T
Ito et al 40 206 42 176 7.5% 0.77[0.47,1.25) 2004 T
Luetal 27 138 32 104 6.1% 0.55[0.30,0.99] 2004 -
Shen et al 10 200 22 200 4.3% 0.43[0.20,0.92] 2010 R
Jung et al 132 406 91 314 10.4% 1.18[0.86,1.63] 2014 T
Lietal 77 232 74 268 9.2% 1.30[0.89,1.91] 2014 ™
Maheshwari et al 29 100 39 100 6.1% 0.64[0.35,1.158) 2014 N
Azzawi et al 27 160 33 160 6.4% 0.78[0.44,1.37] 2017 T
Subtotal (95% Cl) 1568 1486 54.6% 0.82[0.63, 1.07] &
Total events 355 353
Heterogeneity: Tau®*= 0.07; Chi*=14.61, df=7 (P=0.04); F=52%
Test for overall effect. Z=1.43 (P=0.159)
1.4.2 Caucasian
Horne et al 42 208 243 826 9.4% 0.61[0.42,0.88] 1990 —_
Laufs et al 31 204 51 366 7.6% 1.11[0.68,1.79] 2004 .
Kondina et al. 80 262 48 22 8.7% 1.50[0.99, 2.28] 2006 ™
Kondina et al 89 332 67 260 9.5% 1.06[0.73,1.53] 2006 i
Janssens etal 141 506 78 300 10.3% 1.16[0.84, 1.61] 2010 T
Subtotal (95% Cl) 1512 1964 45.4% 1.04[0.77, 1.39]
Total events 383 484
Heterogeneity: Tau®*= 0.07; Chi*=11.62, df=4 (P=0.02); F= 66%
Test for overall effect. Z=0.24 (P=10.81)
Total (95% CI) 3080 3450 100.0% 0.92[0.76, 1.11] ¢
Total events 738 837

i 2 — . = - — — R - ! 1 1 ]
Heterogeneity: Tau®= 0.07; Chi®= 27.23, df=12 (P=0.007); F= 56% 01 0 10 100

Test for overall effect. Z=090(P=0.37)

Test for subdaroun differences: Chif=1.28 df=1{(P=026) IF= 21 8%










(b)	Assessment	of	risk	for	2	allele	
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(c) Assessment of risk for 1F/1S genotype

Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.5.1 Asian
Ishii et al 15 63 27 a2 6.6% 0.64 [0.30,1.33] 2001 B
Ito et al 29 103 27 a8 7.7% 0.89[0.47,1.65] 2004 T
Luetal 15 69 16 52 5.9% 0.63[0.27,1.42] 2004 B
Huang et al 21 75 18 69 6.6% 1.10[0.53, 2.30] 2007 T
Shen et al 20 100 26 100 7.3% 0.71[0.37,1.38] 2010 B
Lietal 19 116 32 134 7.6% 0.62[0.33,117] 2014 T
Jung et al 41 203 13 157 7.3% 2.80[1.44, 544] 2014 —
Maheshwari et al 10 a0 ] a0 4.1% 1.83[0.61,5.50] 2014 I
Azzawi et al 23 a0 20 a0 6.9% 1.21 [0.60, 2.44] 2017 -1
Subtotal (95% CI) 859 812 59.9% 0.99[0.70, 1.40] &
Total events 193 185
Heterogeneity: Tau*=0.15; Chi*=16.78, df=8 (P =0.03); F=52%
Test for overall effect: Z=0.07 (P = 0.94)
1.5.2 Caucasian
Horne et al 24 104 66 413 8.7% 1.58[0.93, 2.67] 1990 I
Laufs et al 11 102 24 183 6.4% 0.80[0.37,1.71] 2004
Konytina et al 31 166 29 130 8.3% 0.80[0.45,1.41] 20086 T
Kontina et al. 26 131 39 106 8.1% 0.43[0.24,0.76] 2006 —_
Janssens et al 35 253 29 150 8.6% 0.67[0.39,1.15] 2010 T
Subtotal (95% CI) 756 982 40.1% 0.79[0.50, 1.22] <
Total events 127 187
Heterogeneity: Tau*=0.16; Chi*=11.31, df=4 (P=0.02); F=65%
Test for overall effect: Z=1.07 (P=0.28)
Total (95% Cl) 1615 1794 100.0% 0.90 [0.69, 1.18] ¢

Total events

320
Heterogeneity: Tau®=0.14; Chi*= 29.35, df=13 (P = 0.006); IF= 56%
Test for overall effect Z=0.76 (P = 0.45)

Test for subdroup differences: Chi*f=064. df=1{(P=042) F=0%
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(c)	Assessment	of	risk	for	1F/1S	genotype		
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(d) Assessment of risk for 1F/2 genotype

Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.6.1 Asian
Ishii et al 16 63 18 82 9.2% 1.21[0.56, 2.62] 2001 -
Ito et al 25 103 30 88 105% 0.62[0.33,1.16] 2004 5
Luetal 16 69 14 52 8.8% 0.82[0.36,1.88] 2004 —
Huang et al 18 75 20 69 9.5% 0.77[0.37,1.63] 2007 —
Shen et al 22 100 29 100 10.4% 0.69[0.36,1.31] 2010 —
Maheshwari et al 8 a0 4] a0 6.2% 1.71[0.52, 5.66] 2014 —
Jung et al 7203 13 157 7.9% 0.40[0.15,1.02] 2014
Azzawi et al 9 a0 6 a0 6.9% 1.56 [0.53, 4.62] 2017 —
Subtotal (95% Cl) 743 678 69.3% 0.80 [0.60, 1.06] L
Total events 121 135
Heterogeneity: Tau*=0.00; Chi*=7.13,df=7 {(P=042); F=2%
Test for overall effect. Z=1.54 (P=0.12)
1.6.2 Caucasian
Horne et al 3 104 25 1089 6.0% 0.10[0.03,0.34] 1990 —_—
Laufs et al 5 102 8 183 6.5% 1.13[0.36, 3.54] 2004 —
Korytina et al. 25 13 9 106 8.9% 254 [1.13,5.71] 2006 I
Korytina et al 20 166 12 130 9.4% 1.35[0.63, 2.87] 2006 -
Subtotal (95% Cl) 503 528 30.7% 0.84 [0.25, 2.86] -~
Total events 53 54
Heterogeneity: Tau*=1.30; Chi*=19.66, df= 3 (P =0.0002); F=85%
Test for overall effect: Z=0.28 (P=0.78)
Total (95% CI) 1246 1206 100.0% 0.87 [0.59, 1.29] <o
Total events 174 189
Heterogeneity: Tau®= 0.28; Chi*=27.70, df=11 (P = 0.004); F=60% 001 0 10 100

Test for overall effect: Z=0.70 (P = 0.48)
Test for subdgroup differences: Chi*r=0.01.df=1{P=094), F=0%










(d)	Assessment	of	risk	for	1F/2	genotype		
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(e) Assessment of risk for 1S/1S genotype

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
1.7.1 Asian
Ishii et al 1 63 4] 82 2.4% 0.25[0.03,2.18] 2001
Ito et al 3 103 4] 88 2.9% 0.50[0.12,215] 2004 —
Luetal 4] 69 3 52 1.8% 1.281[0.29,5.60] 2004 E—
Huang et al 2 75 3 69 1.7% 0.60[0.10,3.72] 2007
Shen et al 7 100 4 100 2.1% 1.81[0.51,6.38] 2010 ]
Maheshwari et al 8 a0 15 a0 7.1% 0.44[017,117] 2014 E—
Jung et al 56 203 33 157 151% 1.431[0.88, 2.34] 2014 ™™
Azzawi et al 19 a0 28 80 12.0% 0.581[0.29,1.15] 2017 —_—
Subtotal (95% CI) 743 678 45.1%  0.91[0.66, 1.24] <
Total events 101 96
Heterogeneity: Chi*=10.58, df=7 (P=0.16); F= 34%
Test for overall effect: Z=0.61 (P=0.54)
1.7.2 Caucasian
Horne et al 40 104 141 413 19.6% 1.21[0.77,1.88] 1990 N
Laufs et al 39 102 68 183 16.9% 1.05[0.64,1.72] 2004 -
Kongtina et al. 30 1A 14 106 6.7% 1.895[0.97,3.91] 20086 |
Konytina et al 42 166 25 130 11.8% 1.421[0.81, 2.49] 20086 T
Subtotal (95% CI) 503 832 54.9% 1.29 [1.00, 1.68] L 2
Total events 151 248
Heterogeneity: Chi*=2.25,df=3{P=0.52); F=0%
Test for overall effect: Z=1.93 (P =0.05)
Total (95% CI) 1246 1510 100.0% 1.12[0.91, 1.37] L

Total events

252

344

Heterogeneity: Chi*=15.37,df =11 (P=017); F= 28%

Test for overall effect Z=1.03 (P=0.27)

Test for subdroun differences: Chif= 289 df=1{(P=009) IF=H654%
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(e)	Assessment	of	risk	for	1S/1S	genotype		
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(f) Assessment of risk for 1S/2 genotype

Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
1.8.1 Asian
Ishii et al 6 63 8 a2 2.5% 0.97[0.32, 2.96] 2001 S
Luetal 9 69 8 52 3.2% 0.821[0.29, 2.31] 2004 T
Ito et al 11 103 10 a8 3.9% 0.93[0.38, 2.31] 2004 T
Huang et al 8 75 7 69 2.6% 1.06 [0.36, 3.09] 2007 I S—
Shen et al 13 100 12 100 4.2% 1.10[0.47,2.53] 2010 e
Maheshwari et al 15 a0 10 a0 2.8% 1.71[0.68, 4.30] 2014 -
Jung et al 32 203 34 157 13.0% 0.68[0.40,1.16] 2014 -7
Azzawi et al 16 80 13 80 4.2% 1.29[0.57,2.89] 2017 B
Subtotal (95% CI) 743 678 36.5% 0.96 [0.72, 1.29] L 2
Total events 110 102
Heterogeneity: Chi*= 3.89, df=7 (P=0.79); F=0%
Test for overall effect: Z=0.24 (P=0.81)
1.8.2 Caucasian
Kueppers et al 46 109 47 109 10.9% 0.96 [0.56, 1.65] 1977 -
Horne et al 23 104 134 413 16.9% 0.59[0.36, 0.98] 1990 —
Laufs et al 35 102 67 183 127% 0.90[0.54,1.50] 2004 —
Karytina et al 49 166 45 130 14.3% 0.79[0.48,1.29] 2006 T
Karytina et al. 29 13 25 106 8.7% 0.92[0.50,1.69] 2006 .
Subtotal (95% CI) 612 941 63.5% 0.81[0.64, 1.02] ¢
Total events 182 318
Heterogeneity: Chi*= 2.25, df=4 (P =0.69), F=0%
Test for overall effect Z=1.79 (P =0.07)
Total (95% Cl) 1355 1619 100.0% 0.86 [0.72, 1.04] 4
Total events 292 420
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Heterogeneity: Chi*=6.90, df=12 {P=0.86); F=0% 001 01 0 100

Test for overall effect Z=1.56 (P=0.12)

Test for subdroup differences: Chif=0.85 df=1(P=036) F=0%










(f)	Assessment	of	risk	for	1S/2	genotype		


