ISL1 MUTATION ASSERTION CRITERIA
Background
110 isolated classic bladder exstrophy (CBE) patients and 1,177 controls

of European origin was investigated using a GWAS  to pinpoint susceptibility loci for CBE (PMID:25763902). A 220 kb region containing one one known gene (ISL1) harbored several SNPs in genome-wide significant association with CBE. Isl1 is expressed in murine fetal bladder regions.
We performed a mutation screening for single nucleotide variants using our cohort of 125 CBE patients to assess the mutation frequency in the ISL1 gene.
Bladder exstrophy is a rare malformation characterized by urinary bladder failing to be closed at birth. The incidence is 1:35-40 000 newborns.

Assertion criteria for variants detected in CBE patients
Nonsynonymous variants
Pathogenic if population frequency of 0 – 0.003% AND scaled CADD score >15 AND scored “pathogenic”, “probably damaging” or “disease causing” by at least one other variant effect prediction tool. Functional assay(s) support(s) damaging effect on cells and/or organism(s). Variant must not be inherited from unaffected parent.
Likely pathogenic if population frequency 0 – 0.003% scaled CADD score >15 AND scored “pathogenic”, “probably damaging” or “disease causing” by at least one other variant effect prediction tool. Variant must not be inherited from unaffected parent.
Uncertain significance if population frequency of 0 - 0.003% AND scaled CADD score >15 AND scored “pathogenic”, “probably damaging” or “disease causing” by at least one other variant effect prediction tool.
Likely benign if population frequency of 0.003 – 1% AND scaled CADD score <15 

Benign if population frequency of >1% AND scaled CADD score <15

Splice-site variants
Pathogenic if population frequency 0 – 0.003% AND scaled CADD score >15 AND confirmed aberrant exon splicing of mRNA. Functional assay(s) support(s) damaging effect on cells and/or organism(s). Variant must not be inherited from unaffected parent.
Likely pathogenic if population frequency 0 – 0.003% AND scaled CADD score >15 AND confirmed aberrant exon splicing of mRNA. Variant is not inherited from unaffected parent.
Uncertain significance population frequency 0 – 0.003% AND scaled CADD score >15 AND not confirmed aberrant exon splicing of mRNA.

Likely benign if population frequency of 0.003 – 1% AND scaled CADD score <15 AND not confirmed aberrant exon splicing of mRNA.

Benign if population frequency of >1% AND scaled CADD score <15 AND not confirmed aberrant exon splicing of mRNA.
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