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Supplementary Figure S1. Manhattan plot representation of the results of the non-
HLA region in (A) giant cell arteritis, (B) Takayasu’s arteritis, and (C) the meta-analysis
of both forms of vasculitis. The logso of the P values are plotted against their physical

chromosomal position. The red line represents the study-wide level of significance (P <
1.13E-06).
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Supplementary Figure S2. Regional plot of the IL12B region showing the results of
the meta-analysis between giant cell arteritis and Takayasu’s arteritis. The lead signal
rs755374 is highlighted.
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Supplementary Figure S3. Plot of the first and second principal components of the
study cohorts, including Spain (red), Italy (blue), North America (green), and Turkey

(grey). Controls and cases are represented with circles and squares, respectively.
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Supplementary Table S1. Suggestive shared signals (P < 1E-04) between giant cell arteritis (GCA) and Takayasu’s arteritis (TAK) within the HLA region.

META (GCA + TAK) META (GCA) META (TAK) SPAIN (GCA) ITALY (GCA) NORTH AMERICA (TAK) TURKEY (TAK)
CHR SNP BP (GRCh37) Change  P(R) Q OR [95% ClI] P Q OR [95% ClI] P Q OR [CI 95%)] P OR [CI 95%)] P OR [CI 95%)] P OR [CI 95%)] P
6 159272105 32,599,999 G<A  3.74E-11 0.30 1.38[1.23-1.53] 8.94E-09 0.36  157[1.33-1.86] 1.78E-07 029  1.41[1.25-1.60) 4.12E-08  1.25[1.00-157] 5.09E-02  1.82[1.32-2.51] 252E-04  1.48[1.22-1.81] 1.08E-04
6 159271651 32,592,385 G<T  1.60E-09 0.29 1.34[1.20-1.49) 1.25E-07 042  153([1.29-1.82] 7.97E-07 024  1.37[1.21-155] 557E-07  1.24[0.99-154] 6.19E-02  1.81[1.31-2.51] 353E-04  144[1.18-1.76] 3.24E-04
6 159272218 32,602,238 C<T  1.83E-09 0.25 1.36[1.22-1.52) 2.13E-08 0.31  157[1.33-1.86] 169E-07 028  1.41[1.24-159] 6.32E-08  1.23[0.98-1.54] 7.50E-02  1.83[1.33-2.53] 2.38E-04  1.48[1.22-1.81] 1.06E-04
6 159271893 32,595,859 G<T  1.97E-09 0.29 1.32[1.19-1.48] 3.19E-07 0.54  154[1.30-1.82] 6.93E-07 026  1.35[1.19-1.53] 1.79E-06  1.25[1.00-1.56] 5.27E-02  1.80[1.30-2.49] 3.84E-04  1.45[1.19-1.77] 2.69E-04
6 159271858 32,595,223 A<G  2.49E-09 0.28 1.33[1.20-1.49) 1.59E-07 0.43  154[1.30-1.82] 7.52E-07 025  1.37[1.21-155] 6.55E-07  1.23[0.99-154] 6.43E-02  1.81[1.31-2.51] 3.76E-04  1.45[1.19-1.77] 2.85E-04
6 159272254 32,603,098 C<T  3.07E-09 0.24 1.36[1.22-1.52) 2.56E-08 0.32  158(1.33-1.87] 154E-07 026  1.40[1.24-159] 8.03E-08  1.23[0.98-155] 7.49E-02  1.85[1.33-2.55] 2.18E-04  1.49[1.22-1.81] 1.01E-04
6 159269081 32,441,100 A<C  6.40E-08 0.45 0.74[0.66-0.84] 9.22E-07 0.15  0.80[0.67-0.96] 1.70E-02 0.84  0.70[0.61-0.81] 8.88E-07  0.85[0.68-1.07] 1.60E-01  0.83[0.60-1.15] 2.60E-01  0.80[0.64-0.98] 3.44E-02
6 159268914 32,432,556 C<T  1.05E-07 0.47 0.75[0.66-0.84] 158E-06 0.16  0.80[0.67-0.96] 1.72E-02 0.83  0.71[0.62-0.82] 143E-06  0.86[0.69-1.07] 1.77E-01  0.83[0.60-1.15] 2.63E-01  0.80[0.64-0.98] 3.44E-02
6 159269027 32,437,466 A<T  2.55E-07 0.44 0.75[0.66-0.84] 1.76E-06 0.17  0.82[0.69-0.99] 3.38E-02 0.91  0.71[0.62-0.82] 1.70E-06  0.86[0.68-1.07] 1.73E-01  0.84[0.60-1.16] 2.88E-01  0.82[0.66-1.01] 6.56E-02
6 159263969 31,186,534 T<C  3.01E-07 0.75 0.77[0.68-0.86] 1.16E-05 0.28  0.77[0.64-0.94] 8.02E-03 0.90  0.80[0.70-0.92] 146E-03  0.69[0.55-0.87] 1.35E-03  0.79[0.53-1.18] 2.52E-01  0.77[0.62-0.95] 1.67E-02
6 152516006 32,650,268 C<T  4.73E-07 0.10 1.46[1.29-1.65) 1.52E-09 0.79  161[1.33-1.96] 127E-06 002  1.47[1.28-1.69] 3.82E-08  1.41[1.08-1.84] 1.18E-02  225[1.60-3.15] 3.07E-06  1.38[1.09-1.74] 7.81E-03
6 159263970 31,186,601 C<A  4.87E-07 0.71 0.77[0.69-0.87] 1.84E-05 025 0.78[0.64-0.94] 8.31E-03 0.88  0.81[0.70-0.93] 2.22E-03  0.69[0.55-0.86] 1.31E-03  0.80[0.54-1.19] 2.63E-01  0.77[0.62-0.95] 1.67E-02
6 1510947210 31,417,742 C<T  1.07E-06 0.29 1.50[1.20-1.87) 3.33E-04 0.36  1.99[1.48-2.68] 5.42E-06 0.44  1.60[1.23-2.07) 4.13E-04  1.27[0.84-1.93] 2.63E-01  169[1.01-2.83] 4.68E-02  2.17[151-3.12] 3.13E-05
6 19405038 32,437,614 T<G  1.09E-06 0.11 1.60[1.42-1.79) 6.65E-16 0.96  1.28[1.06-1.54] 9.47E-03 0.13  1.60[1.41-1.82) 9.43E-13  1.59[1.25-2.02] 1.52E-04  156[1.14-2.16] 6.14E-03  1.16[0.92-1.45] 2.22E-01
6 159275205 32,657,560 C<T  1.11E-06 0.09 1.45[1.29-1.64] 1.80E-09 0.92  158[1.30-1.92] 3.78E-06 0.02  1.46[1.27-1.67) 7.08E-08  1.44[1.10-1.87] 7.52E-03  224[1.59-3.14] 356E-06  1.34[1.06-1.69] 1.59E-02
6 1512174151 30,574,194 T<C  1.16E-06 0.40 1.51[1.28-1.78] 7.64E-07 0.82  1.18[0.92-1.53] 196E-01 053  1.50[1.23-1.82) 5.82E-05  1.56([1.15-2.11] 3.92E-03  1.31[0.88-1.94] 1.88E-01  1.11[0.79-1.55] 5.63E-01
6 153104407 32,682,452 G<A  3.53E-06 0.22 0.69[0.62-0.77] 9.17E-11 0.88  0.86[0.72-1.02] 8.19E-02 0.95  0.69[0.61-0.79] 3.13E-08  0.68[0.54-0.85] 7.45E-04  0.85[0.62-1.16] 3.12E-01  0.86[0.70-1.06] 1.57E-01
6 19275121 32,650,185 G<A  3.79E-06 0.10 141[1.25-1.58) 2.12E-08 0.82  152[1.26-1.83] 1.30E-05 002  1.42[1.24-162) 4.58E-07  1.37[1.06-1.76] 1.47E-02  2.11[1.52-2.92] 7.52E-06  1.29[1.03-1.63] 2.96E-02
6 19275117 32,649,965 T<C  4.20E-06 0.09 1.42[1.26-1.60) 1.06E-08 0.78  151[1.25-1.83] 153E-05 001  1.43[1.25-1.64] 2.25E-07  1.37[1.07-1.77] 1.40E-02  212[1.53-2.93] 6.76E-06  1.28[1.02-1.61] 3.41E-02
6 1516868789 33,072,598 G<A  5.37E-06 0.42 1.62[1.23-2.13] 6.00E-04 0.35  228[1.38-3.76] 1.33E-03 0.44  1.72[1.27-2.34] 4.72E-04  1.24[0.66-2.31] 5.09E-01  1.71[0.70-4.17] 242E-01  2.60[1.42-4.78] 2.03E-03
6 1517221073 33,048,371 C<G  5.60E-06 0.43 1.60[1.22-2.10) 7.17E-04 0.36  2.30[1.40-3.79] 1.04E-03 056  1.70[1.26-2.30) 5.76E-04  1.23[0.66-2.30] 5.17E-01  1.79[0.68-4.73] 241E-01  2.52[1.41-450] 1.82E-03
6 1512665339 30,601,232 G<A  5.86E-06 0.36 1.52[1.29-1.79) 7.09E-07 0.91  1.17[0.91-1.51] 220E-01 052  1.51[1.24-1.84] 4.15E-05  1.54[1.14-2.08] 5.24E-03  1.30[0.87-1.93] 199E-01  1.09[0.79-1.52] 5.96E-01
6 159275134 32,650,612 G<C  5.98E-06 0.08 141[1.25-159) 1.67E-08 0.83  152[1.26-1.83] 1.33E-05 001  1.42[1.24-1.62) 3.84E-07  1.38[1.07-1.77] 1.30E-02  213[1.54-2.95] 552E-06  1.28[1.02-1.61] 3.31E-02
6 159263985 31,190,538 A<G  6.04E-06 0.82 0.83[0.74-0.92] 7.22E-04 0.72  0.76[0.63-0.90] 1.77E-03 0.81  0.84[0.74-0.95] 6.61E-03  0.80[0.65-0.99] 4.07E-02  0.73[0.52-1.02] 6.72E-02  0.77[0.62-0.94] 1.09E-02
6 159275132 32,650,500 A<G  6.24E-06 0.08 141[1.25-1.58) 1.87E-08 0.84  152[1.26-1.83] 1.33E-05 001  1.42[1.24-162) 4.29E-07  1.38[1.07-1.77] 1.30E-02  213[1.54-2.95] 552E-06  1.28[1.02-1.61] 3.31E-02
6 152856692 32,653,385 G<T  6.87E-06 0.08 141[1.25-1.58) 1.82E-08 0.79  152[1.26-1.83] 1.29E-05 001  1.42[1.24-162) 3.57E-07  1.37[1.06-1.76] 1.53E-02  2.13[1.54-2.95] 5.39E-06  1.28[1.02-1.61] 3.23E-02
6 152856683 32,655,218 G<T  7.91E-06 0.08 1.40[1.25-1.58) 2.65E-08 0.89  151[1.25-1.82] 1.79E-05 0.01  1.41[1.23-1.61] 6.94E-07  1.38[1.07-1.78] 1.19E-02  2.12[1.53-2.94] 6.08E-06  1.27[1.01-1.60] 3.83E-02
6 151799724 31,542,482 T<C  9.95E-06 0.30 0.75[0.63-0.90] 2.11E-03 0.68  0.59[0.47-0.75] 1.98E-05 0.33  0.73[0.58-0.92] 7.17E-03  0.79[0.59-1.06] 1.22E-01  0.76[0.44-1.33] 3.34E-01  0.56[0.43-0.73] 1.95E-05
6 152856688 32,654,640 T<G  1.01E-05 0.07 141[1.25-1.58) 2.11E-08 0.88  152[1.26-1.83] 1.37E-05 001  1.41[1.23-1.62) 5.60E-07  1.38[1.08-1.78] 1.17E-02  2.16[1.55-2.99] 4.34E-06  1.28[1.02-1.60] 3.58E-02
6 1s58854385 33,049,015 C<T  1.07E-05 0.37 1.60[1.22-2.10) 7.32E-04 0.35  2.36([1.44-3.88] 7.04E-04 052 1.70[1.26-2.30) 5.64E-04  1.22[0.65-2.28] 5.29E-01  1.79[0.68-4.73] 241E-01  2.60[1.46-4.64] 1.18E-03
6 1s57937516 33,049,131 A<G  1.07E-05 0.37 1.60[1.22-2.10) 7.32E-04 0.35  2.36([1.44-3.88] 7.04E-04 052  1.70[1.26-2.30) 5.64E-04  1.22[0.65-2.28] 5.29E-01  1.79[0.68-4.73] 241E-01  2.60[1.46-4.64] 1.18E-03
6 1s58467645 33,049,201 G<A  1.07E-05 0.37 1.60[1.22-2.10) 7.32E-04 0.35  2.36([1.44-3.88] 7.04E-04 052 1.70[1.26-2.30) 5.64E-04  1.22[0.65-2.28] 5.29E-01  1.79[0.68-4.73] 241E-01  2.60[1.46-4.64] 1.18E-03
6 154947342 32,653,070 A<G  1.18E-05 0.07 141[1.25-1.58) 2.19E-08 0.79  152[1.26-1.83] 1.29E-05 001  1.42[1.24-162) 4.19E-07  1.36[1.06-1.76] 1.60E-02  2.16[1.56-3.00] 4.31E-06  1.28[1.02-1.61] 3.41E-02
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4.40E-01

1.54E-01

6.23E-02

4.18E-01

2.13E-01

5.39E-01

5.29E-02

9.99E-02

1.00E-04

1.31E-01

1.31E-01

2.65E-01

1.79E-01

5.31E-02

1.18E-01

1.60 [1.16-2.20]
1.60 [1.16-2.20]
1.60 [1.16-2.20]
1.60 [1.16-2.20]
1.60 [1.16-2.20]
1.60 [1.17-2.20]
1.59 [1.16-2.19]
1.60 [1.16-2.19]
1.60 [1.17-2.20]
1.60 [1.17-2.20]
1.60 [1.17-2.20]
1.59 [1.16-2.19]
1.60 [1.17-2.20]
1.60 [1.17-2.20]
1.60 [1.17-2.20]
1.60 [1.16-2.19]
1.60 [1.17-2.20]
1.60 [1.16-2.19]
1.60 [1.16-2.19]
1.58 [1.14-2.19]
1.50 [1.02-2.21]
1.16 [0.84-1.60]
0.87[0.51-1.47]
0.81[0.47-1.39)]
1.51 [0.89-2.56)
0.87 [0.52-1.48]
0.63[0.32-1.25]
1.83[0.78-4.28)
1.30 [0.91-1.86)
1.47 [1.00-2.17)
1.62[1.18-2.23]
0.62 [0.45-0.85]
0.62 [0.45-0.85]
0.69[0.35-1.37]
0.51[0.10-2.49)]
1.26 [0.92-1.74]

0.62 [0.45-0.85]

3.94E-03

3.94E-03

3.81E-03

3.79E-03

3.79E-03

3.61E-03

4.08E-03

4.00E-03

3.66E-03

3.55E-03

3.55E-03

4.07E-03

3.61E-03

3.61E-03

3.61E-03

3.97E-03

3.55E-03

3.97E-03

3.97E-03

5.58E-03

3.96E-02

3.73E-01

5.91E-01

4.39E-01

1.29E-01

6.17E-01

1.88E-01

1.62E-01

1.48E-01

4.98E-02

2.90E-03

3.43E-03

3.43E-03

2.88E-01

4.05E-01

1.52E-01

3.49E-03

1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38)
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10 [0.88-1.38]
1.10[0.81-1.51]
1.31[1.05-1.63]
0.72[0.50-1.05]
0.57 [0.44-0.75]
1.46 [1.07-1.99]
0.74[0.51-1.08]
0.75 [0.56-1.00]
2.53 [1.43-4.45)
1.13[0.87-1.47)
1.09 [0.79-1.48)
1.09 [0.87-1.37)
0.86 [0.70-1.05]
0.86 [0.70-1.05]
0.74[0.55-0.99)]
0.77[0.37-1.62]
1.38[1.13-1.70]

0.88[0.71-1.09]

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.02E-01

4.09E-01

5.48E-01

1.52E-02

9.07E-02

3.51E-05

1.69E-02

1.15E-01

5.06E-02

1.35E-03

3.69E-01

6.10E-01

4.52E-01

1.44E-01

1.44E-01

4.63E-02

4.97E-01

1.91E-03

2.36E-01
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rs9275102

rs17209950

rs33987921

rs1245219

rs2395186

rs2647045

rs150110077

rs6916921

rs616187

rs970270

rs12214645

rs56276901

rs35102994

rs9394007

rs9380180

rs374842482

32,649,361
32,446,588
30,369,396
30,347,910
32,433,192
32,668,100
30,403,006
31,520,426
32,574,305
30,347,306
30,435,930
33,049,003
30,359,293
30,452,962
30,452,963

31,422,323

G<A

A<G

T<A

A<G

G<C

A<G

T<G

A<G

A<G

G<A

G<A

G<A

G<T

A<C

A<G

6.67E-05

6.84E-05

6.87E-05

6.93E-05

7.12E-05

7.59E-05

7.79E-05

7.86E-05

7.90E-05

8.03E-05

8.38E-05

9.16E-05

9.25E-05

9.37E-05

9.37E-05

9.71E-05

0.18

0.04

0.56

0.81

0.04

0.04

0.53

0.28

0.05

0.81

0.47

0.63

0.78

0.38

0.38

0.35

0.74[0.66-0.83]
1.59 [1.42-1.78)
1.31[1.13-1.51]
1.31[1.13-1.51]
1.58 [1.41-1.77)
1.39 [1.24-1.57)
1.35 [1.16-1.56)
0.78 [0.66-0.93]
0.77[0.69-0.86]
1.31[1.13-1.50]
1.34[1.15-1.57)
1.47 [1.14-1.90)
1.30 [1.13-1.50]
1.15[1.03-1.29]
1.15[1.03-1.29]

2.16 [1.54-3.02]

2.95E-07

1.20E-15

2.24E-04

2.36E-04

1.75E-15

3.48E-08

9.39E-05

5.92E-03

5.58E-06

2.44E-04

2.45E-04

3.17E-03

2.68E-04

1.25E-02

1.25E-02

7.23E-06

0.24

0.93

0.73

0.79

0.95

0.99

0.87

0.67

0.15

0.85

0.58

0.31

0.85

0.43

0.43

0.74

0.79[0.66-0.94]
1.25 [1.04-1.50]
1.19[0.97-1.47)
1.20 [0.97-1.48)
1.24[1.03-1.49)
1.47 [1.22-1.77)
1.16 [0.92-1.45)
0.61[0.48-0.78]
0.61[0.51-0.73]
1.19 [0.96-1.47)
1.21 [0.96-1.54]
1.81[1.18-2.79)
1.19 [0.96-1.47)
1.35[1.14-1.61]
1.35[1.14-1.61]

1.37 [0.83-2.24]

9.38E-03

1.84E-02

9.99E-02

9.66E-02

2.14E-02

5.68E-05

2.15E-01

5.31E-05

9.21E-08

1.08E-01

1.13E-01

7.02E-03

1.14E-01

6.49E-04

6.49E-04

2.16E-01

0.07

0.05

0.22

0.50

0.05

0.00

0.32

0.32

0.26

0.51

0.19

0.86

0.46

0.64

0.64

0.32

0.72[0.63-0.82]
1.59 [1.40-1.81)
1.33[1.12-1.58]
1.33[1.12-1.57)
1.58 [1.39-1.79]
1.39 [1.22-1.59)
1.36 [1.14-1.62)
0.76 [0.61-0.95]
0.740.65-0.84]
1.32[1.11-1.56)
1.38[1.15-1.67)
1.57 [1.18-2.09]
1.32[1.11-1.56)
1.12[0.98-1.28)
1.12[0.98-1.28)

2.21[1.54-3.17]

5.14E-07

1.29E-12

1.11E-03

1.22E-03

2.79E-12

1.18E-06

7.43E-04

1.47E-02

3.39E-06

1.40E-03

6.66E-04

1.96E-03

1.51E-03

8.34E-02

8.34E-02

1.81E-05

0.84[0.67-1.05]
1.57 [1.24-2.00]
1.26 [0.97-1.63]
1.27 [0.97-1.65)
1.59 [1.25-2.02)
1.40 [1.09-1.79]
1.32[1.00-1.74]
0.82[0.62-1.10]
0.89[0.71-1.10]
1.28 [0.98-1.66)
1.25[0.93-1.69]
1.12[0.63-2.00]
1.28 [0.98-1.66)
1.25 [1.00-1.55)
1.25 [1.00-1.55)

1.87 [0.76-4.60]

1.18E-01

2.12E-04

7.85E-02

7.82E-02

1.45E-04

9.09E-03

4.74E-02

1.80E-01

2.79E-01

6.85E-02

1.41E-01

6.94E-01

7.09E-02

4.87E-02

4.87E-02

1.71E-01

0.62 [0.45-0.85]
1.62[1.18-2.23]
1.43 [1.00-2.06)
1.32[0.92-1.89]
1.60 [1.17-2.20]
2.16 [1.56-2.99]
1.34[0.93-1.94]
0.79[0.46-1.36]
0.51[0.36-0.73]
1.31[0.92-1.88]
1.49[1.01-2.19]
1.71[0.79-3.72)
1.32[0.92-1.90]
1.27[0.92-1.74]
1.27[0.92-1.74]

1.07 [0.54-2.14]

3.49E-03

3.12E-03

5.15E-02

1.27E-01

3.74E-03

3.29E-06

1.21E-01

3.89E-01

2.74E-04

1.37E-01

4.42E-02

1.74E-01

1.26E-01

1.45E-01

1.45E-01

8.39E-01

0.88[0.71-1.09]
1.10 [0.87-1.37)
1.09 [0.84-1.41]
1.14 [0.87-1.48)
1.09 [0.87-1.37)
1.21[0.97-1.52)
1.06 [0.79-1.41)
0.58[0.44-0.75]
0.65 [0.53-0.80]
1.13[0.87-1.47)
1.07 [0.79-1.45)
1.86 [1.11-3.13]
1.12 [0.86-1.46)
1.39[1.13-1.70]
1.39[1.13-1.70]

1.77[0.87-3.61]

2.36E-01

4.28E-01

5.29E-01

3.50E-01

4.45E-01

9.81E-02

7.20E-01

4.58E-05

4.66E-05

3.69E-01

6.69E-01

1.96E-02

4.02E-01

1.84E-03

1.84E-03

1.16E-01




Supplementary Table S2. Discovery and replication results of the IL12Brs755374 association with large vessel vasculitis.

Trait Study P-value OR [95% ClI] Q
GCA Spain 7.29E-03 1.20 [1.05-1.38]
Italy 2.57E-01 1.14[0.91-1.43]

Combined 3.92E-03 1.19 [1.06-1.33] 0.69
TAK North America 5.20E-02 1.36 [1.00-1.86]
Turkey 2.57E-05 1.56 [1.27-1.93]

Combined 4.71E-06 1.50 [1.26-1.78] 0.47

TAK/GCA Meta-analysis (Discovery) 7.54E-07 1.28 [1.16-1.41] 0.14

GCA Replication* 4.69E-02 1.13[1.01-1.27] 0.54

Discovery + Replication* 5.52E-04 1.16 [1.07-1.26] 0.75

TAK/GCA Overall Meta-analysis 3.41E-07 1.22[1.13-1.31] 0.19

*N = 650 GCA cases and 12,491 controls (from UK, USA/Canada, Germany and Norway)





