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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA6197659.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/556881
https://www.ncbi.nlm.nih.gov/gene/4647
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0019501
http://clinicalgenome.org/affiliation/50007
https://cspec.genome.network/cspec/ui/svi/doc/GN005?version=2.0.0
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://cspec.genome.network/cspec/ui/svi/doc/GN005/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50007
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The c.1997G>A variant in MYO7A is a missense variant predicted to cause substitution of arginine by glycine at amino acid 666. The

highest population minor allele frequency in gnomAD v4.1 is 0.0001865 (14/75048 alleles) in the African/African-American population

(PM2_Supporting and BS1_Supporting are not met). The computational predictor REVEL gives a score of 0.841, which is above the

threshold of 0.7, evidence that correlates with impact to MYO7A function (PP3). This variant has been observed in one proband with Usher

syndrome, four probands with hearing loss, and two probands with retinal disease. However, they all harbored another variant of uncertain

significance c.3527G>A (p.Ser1176Asn) with phase unknown, and two who were found to have an alternate molecular basis for disease

(PM3_Supporting not met; ClinVar ID: 196099; PMIDs: 27460420, 31479088, 33297549, 27344577, LabCorp Genetics (formerly Invitae)

internal data ClinVar SCV001498602.2, GeneDx internal data). In summary, this variant has been classified as a variant of uncertain

significance for autosomal recessive Usher syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss

VCEP: PP3 (ClinGen Hearing Loss VCEP specifications version 2; 3/12/2025).

Met criteria codes

PP3   The computational predictor REVEL gives a score of 0.841, which is above the threshold of 0.7, evidence that

correlates with impact to MYO7A function (PM3 met)

Not Met criteria codes

PM2  The highest population minor allele frequency in gnomAD v4.1 is 0.0001865 (14/75048 alleles) in the

African/African-American population (PM2_Supporting and BS1_Supporting are not met).

BS1   The highest population minor allele frequency in gnomAD v4.1 is 0.0001865 (14/75048 alleles) in the

African/African-American population (PM2_Supporting and BS1_Supporting are not met).
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