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NM_000260.4(MYO7A):c.3862G>C (p.Ala1288Pro)
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CM000673.2:g.77190808G>C

NC_000011.9:g.76901853G>C

CM000673.1:g.76901853G>C
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NG_009086.1:g.67544G>C
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NM_001127180.1:c.3862G>C
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NM_001369365.1:c.3829G>C
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The NM_000260.4:c.3862G>C variant in the MYO7A gene is a missense variant predicted to cause substitution of alanine to proline at

amino acid 1288 (p.Ala1288Pro). The highest population minor allele frequency in gnomAD v2.1.1 is 0.006% (7/110006 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 0.833, evidence that correlates with impact to MYO7A function (PP3). This variant has been

detected in five individuals with hearing loss or clinical features of Usher syndrome who were compound heterozygous for the variant and

a pathogenic or likely pathogenic variant. However, for each individual phase was unknown (PMID: 10094549, 26969326, SCV001533246.2,

2.5 PM3 points) (PM3_Strong, 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_Strong, PM2_Supporting, PP3, PP4). (VCEP specifications version 2.0.0; December 21, 2022)

Met criteria codes

PP3   The computational predictor REVEL gives a score of 0.833, evidence that correlates with impact to MYO7A function

(PP3).

PP4   Several individuals with features of Usher syndrome, See PM3 for details.

PM2_Supporting   The highest population minor allele frequency in gnomAD v2.1.1 is 0.006% (7/110006 alleles) in the European (non-

Finnish) population, which is lower than the ClinGen Hearing Loss VCEP threshold (<0.007%) for PM2_Supporting.

PM3_Strong   This variant has been detected in five individuals with hearing loss or clinical features of Usher syndrome who were

compound heterozygous for the variant and a pathogenic or likely pathogenic variant. However, for each individual

phase was unknown (PMID: 10094549, 26969326, SCV001533246.2, 2.5 PM3 points) (PM3_Strong, PP4). 1) Invitae

internal evidence - Ala1288Pro and p.Tyr403Cys phase unknown in 1 proband with Profound SNHL, prelingual,

vestibular dysfunction, RP - 0.5pt PM3, PP4 2) Invitae internal Evidence - Phase unknown with c.2838del

p.Met946Ilefs*116 (NMD+, 1/112084 alleles gnomAD, PM2_S met) dx of Usher syndrome (0.5 PM3, PP4) ****AO

NOTE: double check the MAF! Which subpopulation? [update 1.01.2023, european non-finnish) 3) PMID:10094549 4

and 5) 26969326

Showing 1 to 1 of 1 rows

   

f d i i l l ifi i  di i bli h d i  i i ifi i

https://erepo.genome.network/evrepo/ui/summary/classification/647cd6e5-0b17-415f-9309-9955f27e6ce8/version


ClinGen Terms of Use.

¤ Powered by BCM's Genboree.

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.

https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

