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NM_000260.4:c.2002C>T

NM_000260.4(MYO7A):c.2002C>T (p.Arg668Cys)

NC_000011.10:g.77174822C>T

CM000673.2:g.77174822C>T

NC_000011.9:g.76885868C>T

CM000673.1:g.76885868C>T

NC_000011.8:g.76563516C>T

NG_009086.1:g.51559C>T

NG_009086.2:g.51577C>T
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NM_001127179.2:c.2002C>T

NM_001127180.1:c.2002C>T

NM_001127180.2:c.2002C>T

NM_001369365.1:c.1969C>T
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Met criteria codes 3
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA132231.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/43168
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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Hearing Loss VCEP

The c.2002C>T variant in MYO7A is a missense variant predicted to cause substitution of arginine by cysteine at amino acid 668. The

highest population minor allele frequency in gnomAD v4.1 is 0.00003344 (48/1179790 alleles) in the European non-finnish population, (

PM2_Supporting, BS1, and BA1 are not met). The computational predictor REVEL gives a score of 0.794, which is above the threshold of

0.7, evidence that correlates with impact on MYO7A function (PP3 met). This variant has been detected in 3 individuals with usher

syndrome and 1 with sensorineural hearing loss. All of those individuals, were compound heterozygous for the variant and a pathogenic

variant and 3 of those were confirmed in trans by parental testing (PM3_VeryStrong, PP4; PMID: 20146813, 26969326, SCV001397007.7,

Labcorp Genetics internal data). In summary, this variant meets the criteria to be classified as pathogenic for autosomal recessive Usher

syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss VCEP: PM3_VeryStrong, PP4, PP3. (ClinGen

Hearing Loss VCEP specifications version 2; 05/20/2026).

Met criteria codes

PP3   The computational predictor REVEL gives a score of 0.794, which is above the threshold of 0.7, evidence that

correlates with impact on MYO7A function

PP4   This variant has been detected in 3 individuals with Usher syndrome. All of those individuals, were compound

heterozygous for the variant and a pathogenic variant as confirmed by parental testing

PM3_Very

Strong

  This variant has been detected in 3 individuals with Usher syndrome and 1 with autosomal recessive nonsyndromic

hearing loss. All of those individuals, were compound heterozygous for the variant and a pathogenic variant as

confirmed by parental testing

Not Met criteria codes

PM2  The highest population minor allele frequency in gnomAD v4.1 is 0.00003344 (48/1179790 alleles) in the European

non-finnish population, (PM2_Supporting not met)
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