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Hearing Loss VCEP

The c.6560G>A variant in MYO7A is a missense variant predicted to cause substitution of glycine by aspartic acid at amino acid 2187. The
highest population minor allele frequency in gnomAD v2.1.1 is 0.00001190 (1/84018 alleles) in the European (non-Finnish) population,
which is lower than the ClinGen Hearing Loss VCEP threshold (<0.00007) for PM2_Supporting, meeting this criterion (PM2_Supporting). The
computational predictor REVEL gives a score of 0.915, which is above the threshold of 0.7, evidence that correlates with impact to MYO7A
(PP3). At least one patient with this variant displayed profound congenital deafness and retinitis pigmentosa, which is highly specific for
Usher syndrome (PP4, PMID:10930322). This variant has been detected in at least two individuals with Usher syndrome. Of those
individuals, both were compound heterozygous for the variant and a pathogenic or likely pathogenic variant published by multiple
submitters in ClinVar (c.2904G>T (p.Glu968Asp) and ¢c.3719G>A (p-R1240Q)) and both of those were presumed in trans (1 PM3 point,
PMID:10930322, LMM) (PM3). In summary, this variant was reviewed by the ClinGen Hearing Loss VCEP and classified as likely pathogenic
for autosomal recessive Usher syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss VCEP: PM2_P,
PP3, PP4, PM3 (ClinGen Hearing Loss VCEP specifications version 2; 7/20/2022).

Met criteria codes

PM2_Supporting D v The highest population minor allele frequency in gnomAD v2.1.1 is 0.00001190 (1/84018 alleles) in the European
(non-Finnish) population, which is lower than the ClinGen Hearing Loss VCEP threshold (<0.00007) for
PM2_Supporting, meeting this criterion (PM2_Supporting).

PP3 D v The computational predictor REVEL gives a score of 0.915, which is above the threshold of 0.7, evidence that
correlates with impact to MYO7A (PP3).

PP4 [:] v At least one patient with this variant displayed profound congenital deafness and retinitis pigmentosa, which is
highly specific for Usher syndrome (PP4, PMID:10930322).

All patients had profound congenital deafness and RP PubMed:10930322 [

PM3 [:] v This variant has been detected in at least two individuals with Usher syndrome. Of those individuals, both were
compound heterozygous for the variant and a pathogenic or likely pathogenic variant published by multiple
submitters in ClinVar (c.2904G>T (p.Glu968Asp) and ¢.3719G>A (p.R1240Q)) and both of those were presumed in
trans (1 PM3 point, PMID:10930322, LMM) (PM3).

Found presumed in trans with p.Glu968Asp (a two star pathogenic variant in clinvar). 0.5 points.
PubMed:10930322 [
Not Met criteria codes

BP5 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline


https://www.ncbi.nlm.nih.gov/pubmed/?term=10930322
https://www.ncbi.nlm.nih.gov/pubmed/?term=10930322
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No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

Found presumed in trans with p.Glu968Asp (a two star pathogenic variant in clinvar). 0.5 points.
PubMed:10930322 [

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

Disrupts interaction with the PDZ3 domain of USH1C. However, the experiment does not have great controls and
this type of assay is not listed as adequate for PS3_Supporting PubMed:28439001 [

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline


https://www.ncbi.nlm.nih.gov/pubmed/?term=10930322
https://www.ncbi.nlm.nih.gov/pubmed/?term=28439001

PS2 G % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 a % Disrupts interaction with the PDZ3 domain of USH1C. However, the experiment does not have great controls and
this type of assay is not listed as adequate for PS3_Supporting

Disrupts interaction with the PDZ3 domain of USH1C. However, the experiment does not have great controls and
this type of assay is not listed as adequate for PS3_Supporting PubMed:28439001 [

PS4 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BAl a P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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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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