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The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting
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The NM_206933.4:¢c.6446C>A variant in the USH2A gene is a missense variant predicted to cause the substitution of proline by glutamine
at amino acid 2149 (p.Pro2149Gin). The minor allele frequency of this variant in gnomAD v.4.1.0 was 0.00059% (7/1179718 alleles) in the
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European (non-Finnish) population meeting PM2_Supporting. The REVEL computational prediction analysis tool produced a score of 0.355,
which doesn’t meet either of the thresholds necessary to apply PP3/BP4. It has been detected with another suspected pathogenic variant
in two patients with Usher syndrome type 2, of which one patient displayed hearing loss with an onset in the first decade and retinitis
pigmentosa with an onset at 22y.0, which is specific for Usher syndrome (PM3, PP4; PMIDs: 26872967, 29074561, 32176120, 31836858). In
summary, this variant meets criteria to be classified as variant of uncertain significance for autosomal recessive Usher syndrome based on
the ACMG/AMP criteria applied as specified by the ClinGen Hearing Loss Expert Panel: PM3, PM2_Supporting, PP4 (ClinGen Hearing Loss
VCEP specifications version 2; 4/16/2025).
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At least one patient with this variant displayed hearing loss with an onset in the first decade and retinitis
pigmentosa with an onset at 22y.0, which is specific for Usher type Il syndrome (PMID : 32176120).

This variant has been detected in 2 individuals referred as Usher syndrome. They were compound heterozygous for
the variant and a pathogenic or likely pathogenic variant and 1 of those were confirmed in trans by parental testing
(PMID: 26872967, 29074561, 32176120, 31836858). This variant has also been detected in an individual referred as
isolated retinitis pigmentosa and was not scored since hearing loss or precision about their hearing status was not
reported. This patient were compound heterozygous for this variant and a pathogenic alteration (PMID: 38219857,
28041643).

The minor allele frequency of this variant in gnomAD v.4.1.0 was 0.00059% (7/1179718 alleles) in the European
(non-Finnish) population meeting PM2_Supporting.

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

The REVEL computational prediction analysis tool produced a score of 0.355, which doesn’t meet either of the
thresholds necessary to apply PP3/BP4.

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

The minor allele frequency of this variant in gnomAD v.4.1.0 was 0.00059% (7/1179718 alleles) in the European
(non-Finnish) population meeting PM2_Supporting.

The minor allele frequency of this variant in gnomAD v.4.1.0 was 0.00059% (7/1179718 alleles) in the European
(non-Finnish) population meeting PM2_Supporting.

The REVEL computational prediction analysis tool produced a score of 0.355, which doesn’t meet either of the
thresholds necessary to apply PP3/BP4.
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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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