
1. Pathogenic (Mutations are considered to be pathogenic when the following conditions are met)
a. Patient shows clinical symptoms and metabolites consistent with a specific defect in the gene assessed or biochemical assays confirms gene specific defect
b. Variants predicted to result in the loss of protein function (may or may not have been previously reported in patients with disease)
i. frameshift (an insertion or deletion that is not a multiple of 3 nucleotides)
ii. nonsense (introduction of a premature stop codon)
iii. splice junction (at positions +1,+2, -1 and -2  in an intron) 
iv. change in an initiation codon
v. change in the termination codon
Variants predicted to result in an amino acid replacement (missense) with one of the following conditions met:
i. common disease causing pathogenic variant in a specific population based on evidence in the literature
ii. variant reported in multiple affected individuals and demonstrated to segregate with disease in multiple families
iii. variant is novel but allelic origin has been confirmed in parents, variant is located on opposite chromosome from a known disease causing pathogenic or likely pathogenic variant, variant is found at an evolutionarily conserved nucleotide or amino acid, and variant is not present in dbSNP, EVS (Exome Variant Server) or other publically available database at a frequency consistent with being a benign variant
Variants demonstrated to result in aberrant splicing in an appropriate functional assay (eg. intronic or silent)
2. Likely Pathogenic (Mutations are considered to be likely pathogenic when the following conditions are met)
a. patient clinical phenotype is specific for disease 
b. variant located on opposite chromosome from a known disease causing pathogenic or likely pathogenic variant 
c. variant occurs at an evolutionarily conserved nucleotide and/or amino acid 
d. [bookmark: _GoBack]variant not present in dbSNP, EVS (Exome Variant Server) or other publically available database at a frequency consistent with being a benign variant
3. Benign variant (one of the following conditions must be met)*
a. Variant reported in dbSNP, EVS, locus specific databases or EGL database at a population frequency higher than expected given the prevalence of the disease and mode of inheritance. 
b. Variant reported in a control population at a frequency inconsistent with being causative of disease
c. Other evidence from published literature that indicates the variant has no effect on function
