Supplementary Text S2: Bioinformatic analysis

The non-synonymous variant rs855791 was analyzed for effects on protein function using the Grantham matrix score [1] and several bioinformatic applications addressing protein function, post-translational modifications and protein structure (Polyphen-2 [2], SIFT [3], PMUT [4] SNPeffect 
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 and HOPE [6]). The Grantham score is a substitution matrix describing the physicochemical difference between amino acids and assigning a score to each substitution. A Grantham matrix score >60 
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 corresponds to a potentially deleterious substitution, while a value >100 is considered as deleterious 
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. All coding variants were analyzed for exonic splicing regulators (ESRs) by using the integrated ranking algorithms F-SNP [9] and FASTSNP 
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. In order to overcome the difficulty of predicting splicing regulation elements these tools query different prediction algorithms and calculate a consensus risk score called “FS score” (F-SNP) respectively “risk range” (FASTSNP).

Additionally, the SNP rs6580779 was investigated regarding the affection of promoter elements using the Genomatix Software Suite (Genomatix GmbH, Munich, Germany). Finally, SNPs in the 3’ UTR were analyzed for miRNA binding sites using Patrocles 
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 and hits were follow up in mirRBase [12] and microRNA.org [13]. 
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