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The c.1007G>A (p.Arg336His) variant in MYO7A is a missense variant predicted to cause a substitution of arginine by histidine at amino
acid 336. The highest population minor allele frequency in gnomAD v4.1.0 is 0.00286 (2854/996858) in the non-Finnish European
population, including 4 homozygous individuals, at least two of whom were beyond the average age of onset for MYO7A-related Usher
syndrome. This frequency is higher than would be expected for an autosomal recessive condition based on the thresholds defined by the
ClinGen Hearing Loss Expert Panel (BS1_Supporting). This variant has been reported in individuals with nonsyndromic, mild-moderate
hearing loss in whom a second variant was not detected (PMID: 23804846) as well as an individual with Usher syndrome but lacking a
second variant (PMID: 16470552). A patient with Usher syndrome was homozygous for both p.Arg336His and a likely
pathogenic/pathogenic variant (BP2; PMID: 33363762, ClinVar IDs: 551533). The REVEL computational prediction tool produced a score of
0.734, which is above the threshold necessary to apply PP3. However, after discussion the expert panel decided not to apply PP3 based
upon case level and frequency data. In summary, this variant meets criteria to be classified as likely benign for both Usher syndrome and
nonsyndromic hearing loss. ACMG/AMP criteria applied, as specified by the Hearing Loss Expert Panel: BS1_Supporting, BP2. (ClinGen
Hearing Loss VCEP specifications version 2; 11.20.2024).

Met criteria codes

BP2 a v A patient with Usher syndrome was homozygous for both p.Arg336His and a likely pathogenic/pathogenic variant
(BP2; PMID: 33363762, ClinVar IDs: 551533).

BS1 _Supporting a v The highest population minor allele frequency in gnomAD v4.1.0 is 0.00286 (2854/996858) in the non-Finnish
European population, including 4 homozygous individuals, at least two of whom were beyond the average age of
onset for MYO7A-related Usher syndrome. This frequency is higher than would be expected for an autosomal
recessive condition based on the thresholds defined by the ClinGen Hearing Loss Expert Panel.

Not Met criteria codes

PP3 a % REVEL score is 0.734, which is >0.7 threshold. After expert discussion, not applied because it is conflicting with case
level and frequency data.

Curation History ('

Showing 1 to 2 of 2 rows



https://erepo.genome.network/evrepo/ui/summary/classification/63bd6cea-9e2a-4ad6-a8c4-5a0d13f28c7e/version
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