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The ¢c.13808A>C (p.His4603Pro) variant in USH2A is a missense variant predicted to cause a substitution of histidine by a proline at amino
acid 4603. The highest population minor allele frequency in gnomAD v4.1.0 is 0.00000084 (4/1179986 alleles) in the european non-finnish
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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 0.34, which is neither above nor below the thresholds predicting a
damaging or benign impact on USH2A function. This variant has been detected in 1 proband with retinal disease and hearing loss (which
was diagnosed at the age of 49 years old) in trans with a pathogenic variant by family testing (PMID: 28157192). Besides, this variant has
been detected in 4 individuals with USH2A associated conditions which is highly specific for disease (PP4). All individuals were
heterozygous for the variant and a pathogenic or likely pathogenic variant with phase unknown (c.2299del, p.(Glu767Serfs*21);
c.5118G>A, p.(Trpl706*); c.2276G>T, p.(Cys759Phe) and ¢c.5573-834A>G; PM3 3 points, Blueprint Genetics internal evidence
SCV001239096.1) (PM3_Strong). In summary, this variant meets the criteria to be classified as likely pathogenic for autosomal recessive
USH2A condition (isolated RP) based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss VCEP: PM2_P, PM3_Strong
and PP4. (ClinGen Hearing Loss VCEP specifications version 2, 20.11.2024).

Met criteria codes

PP4 a v This variant has been detected in 4 individuals with USH2A associated conditions which is highly specific for disease.

PM3_Strong B v Three PM3 points are given for the proband in Bravo-Gil 2017 and the four probands from Blueprints gentic clinical
data

PM2_Supporting B v The highest population minor allele frequency in gnomAD v4.1.0 is 0.00000084 (4/1179986 alleles) in the European

non-Finnish population.

Not Met criteria codes

PP3 a x REVEL score is 0.342.

BP4 a X REVEL score is 0.342.
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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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