Genome-wide association analysis identifies new candidate risk loci for familial

intracranial aneurysm in the French-Canadian population
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Supplementary Figure S1. Quantile-quantile plot of case-control logistic regression analysis

Armitage trend with MAF=0.01 cutoff
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Supplementary Figure S2. Manhattan plot showing the result of the initial trend test
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Supplementary Figure S3. Regional validation of 12 previous GWAS associated loci (23

previous genome-wide significant SNPs)



Supplementary Table S1.
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Supplementary Table S2. FBAT-O result of 50 FHIT variants with significant association
(p<0.05) in Nunavik Inuit

Marker chr pos afreq fam# S-E(S) Var(S) A P Offset
rs780365 3 59761789 0.377 14 6.842 5.254 2.985 0.002839 | 0.231
rs17361653 3 59771515 0.462 18 -6.903 5.489 -2.946 0.003216 | 0.203
rs9809480 3 60448671 0.23 14 5.032 3.155 2.833 0.004615 | 0.277
rs1597104 3 60453227 0.23 14 5.032 3.155 2.833 0.004615 | 0.277
rs7621114 3 60418721 0.205 13 4.663 3.003 2.691 0.007123 | 0.257
rs2255772 3 60557852 0.207 10 4.039 2.519 2.545 0.010928 | 0.245
rs2687189 3 60423009 0.438 18 4.701 3.768 2.422 0.015436 | 0.095
rs445057 3 60447369 0.433 18 4.701 3.768 2.422 0.015436 | 0.095
rs424675 3 60448261 0.433 18 4.701 3.768 2.422 0.015436 | 0.095
rs17061176 3 59755841 0.179 11 4311 3.188 2414 0.015763 | 0.224
rs13092167 3 59772342 0.293 10 4.244 3.148 2.392 0.016762 | 0.212
rs3920477 3 60733152 0.328 15 4.425 3.484 2.371 0.017762 | 0.154
rs9861525 3 60004908 0.398 15 4.756 4.157 2.332 0.019677 | 0.268
rs241700 3 60516256 0.311 13 4.01 3.005 2.313 0.020728 | 0.235
rs10451993 3 60566492 0.321 13 4.01 3.005 2.313 0.020728 | 0.235
rs17669257 3 60566161 0.412 17 4.626 4.158 2.269 0.023295 | 0.271
rs17609699 3 60487578 0.48 18 -5.16 5.188 -2.265 0.023496 | 0.27
rs49413 3 59757484 0.418 20 5.311 5.546 2.255 0.024112 | 0.264
rs993000 3 59745585 0.158 10 2.989 1.815 2.218 0.026535 | 0.4
rs1683346 3 59749703 0.158 10 2.989 1.815 2.218 0.026535 | 0.4
rs17061173 3 59754178 0.156 10 2.989 1.815 2.218 0.026535 | 0.4
rs994931 3 59741758 0.319 15 -4.661 4.506 -2.196 0.028127 | 0.451
rs780366 3 59762116 0.347 15 -4.661 4.506 -2.196 0.028127 | 0.451
rs11130733 3 59767786 0.347 15 -4.661 4.506 -2.196 0.028127 | 0.451
rs17361780 3 59772328 0.347 15 -4.661 4.506 -2.196 0.028127 | 0.451
rs1627302 3 60658608 0.473 17 -4.48 4.468 -2.119 0.034058 | 0.27
rs721207 3 60607896 0.468 16 -5.031 5.672 -2.112 0.034649 | 0.372
rs780354 3 59772460 0.366 15 -4.505 4578 -2.106 0.035223 | 0.478
rs2682931 3 60631936 0.359 19 -4.939 5.68 -2.072 0.038225 | 0.261
rs6766789 3 60090013 0.468 20 -4.352 4.463 -2.06 0.039397 | 0.349
rs10780042 3 60090402 0.468 20 -4.352 4.463 -2.06 0.039397 | 0.349
rs9881736 3 60487247 0.139 11 3.056 221 2.055 0.039836 | 0.5
rs6786100 3 60351746 0.402 17 4.528 5.083 2.008 0.04461 | 0.302
rs2142301 3 60095070 0.396 19 -3.978 4,074 -1.971 0.048745 | 0.18
rs2885865 3 60610341 0.381 19 -4.741 5.811 -1.967 0.049201 | 0.292




rs2363670 3 60611613 0.372 19 -4.741 5811 -1.967 0.049201 | 0.292
rs7633853 3 60613659 0.38 19 -4.741 5811 -1.967 0.049201 | 0.292
rs11926787 3 60615310 0.368 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs6762641 3 60616153 0.356 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs10510852 3 60616790 0.356 19 -4.741 5811 -1.967 0.049201 | 0.292
rs12637393 3 60620284 0.368 19 -4.741 5811 -1.967 0.049201 | 0.292
rs2856058 3 60625598 0.36 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1735448 3 60647540 0.36 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1716709 3 60657213 0.349 19 -4.741 5811 -1.967 0.049201 | 0.292
rs1716714 3 60660179 0.349 19 -4.741 5811 -1.967 0.049201 | 0.292
rs1735443 3 60662282 0.349 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1735444 3 60664075 0.348 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1716722 3 60681361 0.349 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1735457 3 60683737 0.349 19 -4.741 5.811 -1.967 0.049201 | 0.292
rs1735468 3 60703616 0.36 19 -4.741 5.811 -1.967 0.049201 | 0.292

Supplementary Table S3. Mutation burden of exonic variants of the 4 genes from 18q11.2 loci

in FC 1A compared with controls

Loci Gene Number of exonic MAC ineach gene  P-value std error permutations
variants (SE)

18g11.2 GATA6 2 ‘ 2 0.731269 0.441789 1000

18q11.2 CTAGE1 6 174 0.0753849 0.371797 5000

18q11.2 RBBP8 6 ‘ 43 0.0585883 0.376427 5000

18qg11.2 CABLES1 3 68 0.00559888 | 0.356104 5000

Supplementary Table S4. CCDCB80 exonic and splicing variants in FC 1A cases and controls

Position Annotation MAF SNP MAC in MAC in
(CEU) case control
3:112324305 | ¢.T2812C:p.Y938H | 0.01 rs114697626 | 0 4
3:112328856 | ¢.C2394G:p.L798L | 0.002 rs61732242 |0 2
3:112357336 | ¢.C1417T:p.H473Y | 0.009 rs116307644 | 4 1
3:112357537 | ¢.A1216G:p.R406G | 0 0 1
3:112357730 | ¢.G1023T:p.L341F | 0.01 rs115738438 | 5 2
3:112357878 | ¢.C875A:p.A292E | 0 0 1
3:112358168 | ¢.G585C:p.E195D |0 rs370290734 | 0 1




3:112358171 | c.T582A:p.G194G | 0.01 rs116819563 | 5 2
3:112358658 | ¢.G95A:p.S32N 0.001 rs75074453 | 0 1
3:112358761 | UTR5 ¢.-9G>T 0 0 1







