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The c.11713C>T variant in USH2A is a missense variant predicted to cause substitution of arginine by cysteine at amino acid 3905

(p.Arg3905Cys). The highest population minor allele frequency in gnomAD v4 is 0.007% (6/75036) in the African / African American
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population, which meets the ClinGen Hearing Loss VCEP threshold (≤0.007%) for PM2_Supporting. The computational predictor REVEL

gives a score of 0.8, which is above the threshold of 0.7, evidence that correlates with impact to USH2A function (PP3). This variant has

been detected in at least 6 individuals with Usher syndrome and at least 4 individuals with inherited retinal dystrophy. Of those

individuals, 1 was homozygous and 7 were compound heterozygous for the variant and a pathogenic or likely pathogenic variant. At least 1

of those were confirmed in trans by family testing (PM3_VeryStrong, PMID: 31877679, 25333064, 28559085, 24944099, 34781295,

36011402, 32531858, 36909829, 27208204, 37217489). At least one patient with this variant was diagnosed with Usher syndrome, which

is highly specific for USH2A-related disorders (PP4, PMID: 31877679). 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

Expert Panel: PM2_Supporting, PP3, PM3_VeryStrong, PP4. (ClinGen Hearing Loss VCEP specifications version 2; 10/16/2024).

Met criteria codes

PM2_Supporting   Present in 0.005026% (1/19896) of East Asian chromosomes in gnomAD v2. In v3, present in 0.03281% (1/3048) of

South Asian chromosomes.

PM3_Very

Strong

  Observed in 6 individuals with Usher syndrome, 3 were compound het with a second Pathogenic or Likely pathogenic

variant, but phase unknown (PMID: 31877679, 25333064, 25333064), 1 was homozygous (PMID: 34781295), and

one was confirmed in trans with a pathogenic variant (PMID: 24944099), and one had a second variant of uncertain

significance that was phase unknown (PMID: 36011402). Also observed in 4 individuals with retinal dystrophy or

retinitis pigmentosa; 3 of whom had a second pathogenic or likely pathogenic variant phase unknown (PMID:

32531858, 36909829, 27208204), and 1 had a second pathogenic variant, but also had a third variant that was a

VUS (PMID: 37217489). Total of 4.5 PM3 Points.

PP3   REVEL score 0.8. Not predicted to impact splicing. Cys is present in 1 other mammal in UCSC database (golden

hamster).

PP4   1 proband with Usher syndrome type II PMID: 31877679

Not Met criteria codes

PM5   One other variant in this codon, c.11714G>A (p.Arg3905His), is classified as VUS by 1 submitter only.
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