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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA278736.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/178667
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 NM_000260.4:c.1208A>G variant in the MYO7A gene is a missense variant predicted to cause substitution of tyrosine to cysteine at
amino acid 403 (p.Tyr403Cys).The highest population minor allele frequency in gnomAD v2.1.1 is 0.006% (1/15398 alleles) in the European
(non-Finnish) population, which is lower than the ClinGen Hearing Loss VCEP threshold (<0.007%) for PM2_Supporting. The computational
predictor REVEL gives a score of 0.941, evidence that correlates with impact to MYO7A function (PP3). This variant has been identified in 1
individual with clinical features consistent with Usher syndrome who harbored a pathogenic variant, c.6326C>T (p.Thr2109lle), in trans.
These variants segregated in a similarly affected sibling (SCV000205114.4) (PM3, PP1, PP4). In summary, this variant meets the criteria to
be classified as Likely Pathogenic for autosomal recessive Usher syndrome based on the ACMG/AMP criteria applied, as specified by the
ClinGen Hearing Loss Variant Curation Expert Panel: (PM3, PM2_Supporting, PP1, PP3, PP4). (VCEP specifications version 2.0.0; December
21, 2022)

Met criteria codes

PM2_Supporting a v [12.21.2022] 0.00006 in European non-Finnish in gnomAD v.2.1.1 [Previous ] Present in .0064% (1/15398) of
European non-Finnish alleles in gnomAD

PP1 a v 1 segregation in a family affected with profound hearing loss and retinitis pigmentosa who carried another variant
(VCV000164724.1) in trans (SCV000199631.4, LMM internal evidence: 1 proband & 1 affected sibling: In trans with
Thr2109lle (Likely Path by VCEP) in a proband with congenital, profound SNHL and retinitis pigmentosa. These
variants segregated in a sibling with similar features)

PP3 a v REVEL: .941

PP4 B v 2 affected siblings with profound hearing loss and retinitis pigmentosa who carried another variant
(VCV000164724.1) in trans (SCV000199631.4, LMM internal evidence: 1 proband & 1 affected sibling: In trans with
Thr2109lle (Likely Path by VCEP) in a proband with congenital, profound SNHL and retinitis pigmentosa. These
variants segregated in a sibling with similar features.

PM3 a v LMM internal evidence: 1 proband & 1 affected sibling: In trans with Thr2109lle (Likely Path by VCEP) in a proband
with congenital, profound SNHL and retinitis pigmentosa. These variants segregated in a sibling with similar features
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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