Supplemental Material for

CCNDZ2, CTNNB1, DDX3X, GLI2, SMARCA4, MYC, MYCN, PTCH1,
TP53, and MLLZ gene variants and risk of childhood

medulloblastoma

Anna M Dahlin', Mads V Hollegaard?, Carl Wibom®, Ulrika Andersson®, David M Hougaard?, Isabelle

Deltour®*, UIf Hjalmars®, and Beatrice Melin*

! Department of Radiation Sciences, Oncology, Ume& University, 901 87 Umed, Sweden

Z Danish Centre for Neonatal Screening, Department of Congenital Disorders, Statens Serum Institut, DK-
2300, Copenhagen, Denmark

% International Agency for Research on Cancer, Section of Environment and Radiation, 69372 Lyon,
France

* Danish Cancer Society Research Center, Unit of Statistics, Bioinformatics and Registry, DK-2100

Copenhagen, Denmark



Supplementary Table 1. Genes included in the present study

Chr Gene Geneend® Gene Number

start® of SNPs

2 16080686 16087129 MYCN 1 Recurrently amplified in
medulloblastoma tumors [1-3].

2 121493199 121750229 GLI2 94 Recurrently amplified in
medulloblastoma tumors, particularly in
the SHH subgroup [2]. Mediates SHH
signaling.

3 41236328 41301587 CTNNB1 20 Recurrently mutated in
medulloblastoma tumors, particularly in
the WNT subgroup [3-6].

8 128747680 128753674 MYC 1 Recurrently amplified in
medulloblastoma tumors [1-4].

9 98205262 98279339  PTCH1 22 Recurrently mutated in
medulloblastoma tumors, particularly in
the SHH subgroup [3-6].

12 4382938 4414516 CCND2 27 Recurrently amplified in
medulloblastoma tumors [2]. Involved
in cell cycle regulation.

12 49412758 49453557  MLL2 (KMT2D) 9 Recurrently mutated in
medulloblastoma tumors [3-6].

17 7565097 7590856 TP53 9 Recurrently mutated in
medulloblastoma tumors [3-6].

19 11071598 11176071  SMARCA4 28 Recurrently mutated in
medulloblastoma tumors, particularly in
the WNT subgroup [3-6].

X 41192651 41223725 DDX3X 10 Recurrently mutated in

medulloblastoma tumors, particularly in
the WNT subgroup [3, 5, 6].

® Ensamble gene annotations (GRCh37.p8) were obtained from MartView (http://biomart.org)

SHH, sonic hedgehog.



http://biomart.org/

Supplementary Table 2. OR and p-values for risk of medulloblastoma for all investigated SNPs

SNP bp

(minor/major(ref) allele) chr (GRCh37/hgl9)  ORcomp” Peomb’ Gene
rs922 (A/G) 2 16086469 1.20 0.236 MYCN
rs67611826 (G/A) 2 121500265 1.26 0.084 GLI2
rs62150664 (A/G) 2 121501287 0.94 0.681 GLI2
rs13008945 (G/A) 2 121506802 0.70 0.033 GLI2
rs6757829 (G/A) 2 121509295 0.75 0.244 GLI2
rs776501 (A/G) 2 121509378 0.80 0.102 GLI2
rs776504 (A/C) 2 121513197 1.28 0.065 GLI2
rs11901641 (C/A) 2 121513993 0.93 0.631 GLI2
rs13034141 (C/A) 2 121515390 0.72 0.076 GLI2
rs707490 (A/G) 2 121517174 1.27 0.071 GLI2
rs4848627 (G/A) 2 121530262 0.75 0.078 GLI2
rs11677381 (A/G) 2 121530351 1.54 0.086 GLI2
rs2121992 (A/G) 2 121532932 0.72 0.046 GLI2
rs17389953 (C/A) 2 121532983 0.92 0.578 GLI2
rs4848628 (C/A) 2 121536569 0.68 0.039 GLI2
rs79503443 (A/G) 2 121537891 0.66 0.374 GLI2
rs2053989 (G/A) 2 121544316 1.13 0.380 GLI2
rs7605011 (A/G) 2 121551822 1.36 0.218 GLI2
rs3820723 (A/C) 2 121552558 1.32 0.258 GLI2
rs7569100 (G/A) 2 121554317 0.92 0.754 GLI2
rs36124185 (G/A) 2 121558036 0.96 0.763 GLI2
rs4848119 (A/G) 2 121559113 1.06 0.638 GLI2
rs4848632 (A/G) 2 121562595 1.06 0.649 GLI2
rs76201712 (A/G) 2 121563734 1.13 0.517 GLI2
rs55633297 (G/A) 2 121565142 1.05 0.845 GLI2
rs895485 (G/A) 2 121570665 1.29 0.058 GLI2
rs4848636 (A/G) 2 121574575 0.61 0.349 GLI2
rs2871627 (A/G) 2 121578394 0.61 0.354 GLI2
rs895491 (G/A) 2 121578827 1.25 0.093 GLI2
rs11122821 (G/A) 2 121579810 0.74 0.018 GLI2
rs11122822 (A/G) 2 121579866 1.21 0.139 GLI2
rs7561607 (A/G) 2 121580431 1.23 0.104 GLI2
rs116029714 (G/A) 2 121581093 1.24 0.755 GLI2
rs2310896 (A/G) 2 121581416 1.08 0.698 GLI2
rs58292323 (G/A) 2 121581586 0.65 0.161 GLI2
rs4848640 (A/G) 2 121585366 0.74 0.451 GLI2
rs1992900 (A/G) 2 121588532 1.32 0.049 GLI2
rs895479 (G/A) 2 121589440 1.15 0.443 GLI2
rs13393992 (A/G) 2 121591328 1.30 0.144 GLI2
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rs4358953 (A/G) X 41196417 0.88 0.374 DDX3X
rs11542970 (G/A) X 41197200 1.00 0.997 DDX3X
rs953114 (C/A) X 41197542 0.87 0.339 DDX3X
rs2275943 (G/A) X 41198456 0.94 0.753 DDX3X
rs6610545 (G/A) X 41198715 0.88 0.379 DDX3X
rs12851342 (C/A) X 41199626 1.02 0.936 DDX3X
rs4827268 (A/G) X 41199812 0.66 0.204 DDX3X
rs10521420 (A/G) X 41202159 0.65 0.198 DDX3X
rs72626410 (A/G) X 41210256 0.66 0.204 DDX3X
rs7877664 (A/G) X 41210942 1.02 0.910 DDX3X

®Fixed-effect model meta-analysis combining the results from the Swedish and the Danish datasets




Supplementary Table 3. OR and p-values for eight genetic variants (in GLI2, PTCH1 and CCND2),
calculated in the Swedish and Danish datasets separately.

SNP

(minor/major(ref)

allele) Gene ORs,” (95% CI) Ps,’ ORp,” (95% Cl) Poi’
rs13008945 (G/A) GLI2 0.57 (0.35-0.93) 0.024 0.83 (0.53-1.30) 0.411
rs2121992 (A/G) GLI2 0.51 (0.31-0.83) 0.007 0.94 (0.61-1.45) 0.778
rs4848628 (C/A) GLI2 0.48 (0.27-0.84) 0.011 0.87 (0.55-1.40) 0.577
rs11122821 (G/A) GLI2 0.68 (0.48-0.97) 0.032 0.80 (0.56-1.15) 0.232
rs1992900 (A/G) GLI2 1.39(0.93-2.07) 0.104 1.26 (0.85-1.86) 0.247
rs77224875 (G/A) PTCH1 0.37 (0.16-0.87) 0.023 0.54 (0.25-1.19) 0.128
rs3217805 (G/C) CCND2 0.69 (0.47-1.01) 0.058 0.65 (0.45-0.93) 0.018
rs4372527 (G/A) CCND2 1.17 (0.80-1.73) 0.421 1.64 (1.10-2.45) 0.016

® OR, 95% Cl, and p-value calculated using unconditional logistic regression in the Swedish dataset.
® OR, 95% Cl, and p-value calculated using unconditional logistic regression in the Danish dataset.

Supplementary References
1. Northcott PA, Nakahara Y, Wu X, et al (2009) Multiple recurrent genetic events converge on control of
histone lysine methylation in medulloblastoma. Nat Genet 41: 465-472. do0i:10.1038/ng.336

2. Northcott PA, Shih DJ, Peacock J, et al (2012) Subgroup-specific structural variation across 1,000
medulloblastoma genomes. Nature 488: 49-56. doi:10.1038/nature11327

3. Robinson G, Parker M, Kranenburg TA, et al (2012) Novel mutations target distinct subgroups of
medulloblastoma. Nature 488: 43-48. doi:10.1038/nature11213

4. Parsons DW, Li M, Zhang X, et al (2011) The genetic landscape of the childhood cancer
medulloblastoma. Science 331: 435-439. do0i:10.1126/science.1198056

5. Pugh TJ, Weeraratne SD, Archer TC, et al (2012) Medulloblastoma exome sequencing uncovers
subtype-specific somatic mutations. Nature 488: 106-110. doi:10.1038/nature11329

6. Jones DT, Jager N, Kool M, et al (2012) Dissecting the genomic complexity underlying
medulloblastoma. Nature 488: 100-105. doi:10.1038/nature11284



