Additional File 3: Definition of variants
.
	Variant class
	Variant type
	Description

	Missense/ non-synonymous
	Protein altering
	A single nucleotide substitution that leads to an amino-acid substitution

	Stop-gain
	Protein truncating
	A single nucleotide substitution that leads to the introduction of a premature stop codon

	Stop-loss
	Protein truncating
	A single nucleotide substitution that leads to the loss of the wild type stop codon

	Frameshift indel
	Protein truncating
	An insertion or deletion of a number of nucleotides that leads to a frame-shift of the amino-acid sequence 

	Non-frameshift indel
	Protein altering
	An insertion or deletion of a number of nucleotides that leads to the addition or deletion of a number of amino-acids 

	Splicing
	Protein truncating
	A single nucleotide substitution in the essential splice site 1 or 2 nucleotides adjacent to the splice site

	Synonymous
	Silent
	A single nucleotide substitution that leads to the same amino-acid being encoded
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