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Hearing Loss VCEP

The ¢.5098G>C (p.Glul700GIn) variant in OTOF is a missense variant predicted to cause a substitution of glutamic acid by glutamine at
amino acid 1700. The filtering allele frequency (the lower threshold of the 95% CI of 152/44874) of the ¢c.5098G>C (p.Glul700GIn) is
0.2948% for East Asian chromosomes by gnomAD v4.1.0, which meets the ClinGen Hearing Loss VCEP threshold (=0.003) for BS1. However,
based on the evidence outlined below, the ClinGen Hearing Loss Expert Panel believes that the evidence for the pathogenicity of this
variant for nonsyndromic hearing loss outweighs its high allele frequency the East Asian population, given it is reported as a founder
mutation in the Taiwanese population (PMID: 20224275). Therefore, the BS1 code will not contribute to the overall classification. The
computational predictor REVEL gives a score of 0.85 which is above the threshold of = 0.7 (PP3). This variant has been detected in at least
18 individuals with autosomal recessive nonsyndromic hearing loss. Eight individuals were homozygous for the variant (PMIDs: 20224275,
35106950). Six individuals were compound heterozygous for the variant and a pathogenic or likely pathogenic variant with phase unknown
(p.Glu841lLys, c.4961-1G>A, p.Argl344*, p.Arg500*; PMID: 28766844). Four individuals were compound heterozygous for the variant and a
pathogenic or likely pathogenic variant and confirmed in trans by parental testing (p.Pro1628Thr; PMID: 34692690) (PM3_VeryStrong). At
least one patient with this variant displayed features of auditory neuropathy spectrum disorder, which is highly specific for OTOF (PP4;
PMID: 28766844). The variant has been reported to segregate with hearing loss in multiple affected family members from two families
(PP1_Strong; PMIDs: 20224275, 34692690). In summary, this variant meets the criteria to be classified as pathogenic for nonsyndromic
genetic hearing loss, based on the ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss VCEP (PP3, PM3_VeryStrong, PP4,
PP1_Strong; Version 2; 5/15/24).

Met criteria codes

PP4 D v At least one patient with this variant displayed features of auditory neuropathy spectrum disorder, which is highly
specific for OTOF (PP4; PMID: 28766844).

PP3 D v The computational predictor REVEL gives a score of 0.85 which is above the threshold of = 0.7 (PP3).
PM3_Very D v This variant has been detected in at least 18 individuals with autosomal recessive honsyndromic hearing loss. Eight
Strong individuals were homozygous for the variant (PMIDs: 20224275, 35106950). Six individuals were compound

heterozygous for the variant and a pathogenic or likely pathogenic variant with phase unknown (p.Glu841Lys,
Cc.4961-1G>A, p.Argl344*, p.Arg500*; PMID: 28766844). Four individuals were compound heterozygous for the
variant and a pathogenic or likely pathogenic variant and confirmed in trans by parental testing (p.Pro1628Thr;
PMID: 34692690) (PM3_VeryStrong).

PP1_Strong D v The variant has been reported to segregate with hearing loss in multiple affected family members from two families
(PP1_Strong; PMIDs: 20224275, 34692690).

Not Met criteria codes

BS1 P 4 The filtering allele frequency (the lower threshold of the 95% CI of 152/44874) of the c.5098G>C (p.Glul1700GlIn) is
0.2948% for East Asian chromosomes by gnomAD v4.1.0, which meets the ClinGen Hearing Loss VCEP threshold
(=0.003) for BS1. However, based on the evidence outlined below, the ClinGen Hearing Loss Expert Panel believes
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that the evidence for the pathogenicity of this variant for nonsyndromic hearing loss outweighs its high allele
frequency the East Asian population, given it is reported as a founder mutation in the Taiwanese population (PMID:
20224275). Therefore, the BS1 code will not contribute to the overall classification.
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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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