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The filtering allele frequency (the lower threshold of the 95% CI of 22/34228) of the ¢.2485C>T (p.GIn829Ter) variant in the OTOF gene is
0.04% for Latino chromosomes in gnomAD v2.1.1, which meets the cutoff to apply BS1_Supporting. However, this variant has been
established as a founder variant in the Spanish population and is thought to be causative in 3% of cases of deafness in the Spanish
population (BS1_Supporting not applicable; PMID: 27177047). The p.GIn829Ter variant in OTOF is predicted to cause a premature stop
codon in biologically-relevant-exon 21/46 (NM_001287489) that leads to a truncated or absent protein in a gene in which loss-of-function is
an established mechanism (PVS1; PMID: 30192042). The p.GIn829Ter variant has been identified in >50 patients with non-syndromic
hearing loss (PM3_VeryStrong; PMIDs: 18381613, 17036997, 16371502, 14635104, 12114484). It has repeatedly been reported to
segregate with hearing loss (PP1_Strong; PMIDs: 12114484, 14635104,16371502, 18381613). In addition to hearing loss, at least 24
patients reported to have the p.GIn829Ter variant presented with features of auditory neuropathy spectrum disorder, which is highly
specific to OTOF and autosomal recessive hearing loss (PP4; PMIDs:18381613, 17036997, 14635104). In summary, the p.GIn829Ter variant
in OTOF meets criteria to be classified as pathogenic for autosomal recessive nonsyndromic hearing loss based on the ACMG/AMP criteria
applied, as specified by the Hearing Loss Expert Panel: PVS1, PP1_Strong, PM3_VeryStrong, PP4.

Met criteria codes

PP4 D v auditory neuropathy observed in at least 12 patients (PMIDs: 14635104, 17036997)

PVS1 [:] v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM3_Very D v No code specific comments provided, please refer to the summary above or general recommendations provided in

Strong the guideline

PP1_Strong D v No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

Not Met criteria codes

BS1 X 0.04% (22/34228 Cl 95%) Latino alleles in gnomAD v2.1.1, all exomes 0.016% (2/2092 Cl 95%) “Other” alleles and
0.005% (3/15278 CI 95%) Latino/Admixed American alleles in gnomAD v3.1
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