Minimum criteria for candidate genes for submission to GeneMatcher
Genes with no established gene-disease relationship† in which a heterozygous variant was identified:
a. identified in a case where the proband’s phenotype is consistent with a genetic etiology
b. identified in a case which is otherwise considered negative / other candidate variants did not fully explain the proband’s phenotype
c. a good quality call
d. de novo, or consistent with the suspected mode of inheritance (family structure permitting)
e. is predicted to cause a damaging consequence
f. absent from gnomAD or present in 1 or 2 alleles only in a region of good sequence coverage

Genes with no established gene-disease relationship† in which a homozygous variant or two variants in a compound heterozygous state were identified:
i. fulfills criteria a-e above.
ii. absent from gnomAD or present at a frequency consistent with a rare autosomal recessive disease


† Gene-disease clinical validity classifications are based on the ClinGen framework. Classifications of Limited, or No Known Disease Relationship (including Animal Model Only) are considered  as “no established gene-disease relationship”. 


