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The ¢.3491G>A variant in MYO7A is a missense variant predicted to cause substitution of arginine by glutamine at amino acid 1164
(p.Arg1164Gin). The highest population filtering allele frequency with a confidence interval of 0.95 in gnomAD v4 is 0.00001446 (4/89272
alleles) in the South Asian 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 0.935, which is above the threshold of 0.7,
evidence that correlates with impact to MYO7A function (PP3). In summary, this variant meets the criteria to be classified as uncertain
significance for autosomal recessive Usher syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss
VCEP: PM2_P, PP3. (ClinGen Hearing Loss VCEP specifications version 2, 01.17.2024)

Met criteria codes

PP3 [:] v The computational predictor REVEL gives a score of 0.935, which is above the threshold of 0.7, evidence that
correlates with impact to MYO7A function (PP3).

PM2_Supporting D v The highest population filtering allele frequency with a confidence interval of 0.95 in gnomAD v4 is 0.00001446
(4/89272 alleles) in the South Asian population, which is lower than the ClinGen Hearing Loss VCEP threshold
(=0.00007) for PM2_Supporting, meeting this criterion (PM2_Supporting).

Not Met criteria codes

PP4 D X Not met due to possible alternate cause of RP in proband from LMM.

PM3 D % LMM reported this variant in 1 individual with hearing loss and RP (SCV000272160.2). The variant was in trans with a
second missense variant that was pathogenic/likely pathogenic in ClinVar. NGS indicated that the two MYO7A
variants are present in trans configuration. In addition, this individual is reported to have LCHAD, which may explain
the RP (Tyni 1998).
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