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Hearing Loss VCEP 

Criteria Specification Information 

 Criteria Specifications for this VCEP

Hearing Loss VCEP

The c.4085G>A (p.Trp1362Ter) nonsense variant in TECTA is predicted to cause a premature stop codon in biologically-relevant exon 11 of

23 total exons, leading to a truncated or absent protein in a gene in which loss of function is an established mechanism of autosomal

recessive nonsyndromic hearing loss (PVS1; PMID: 30192042). This variant is present in 0.01121% (14/124864) of non-Finnish European
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chromosomes in gnomAD v2 (PM2_Supporting). It has been observed in at least two probands presenting with nonsyndromic hearing loss

(PMID: 31163360; LMM internal data SCV000711208.2). One individual harbored another nonsense variant in TECTA, which was suspected

to be pathogenic (PM3_Supporting). In summary, this variant meets criteria to be classified as pathogenic for autosomal recessive

nonsyndromic hearing loss. ACMG/AMP Criteria applied as specified by the Hearing Loss Expert Panel: PVS1, PM2_Supporting,

PM3_Supporting.

Met criteria codes

PM3_Supporting   Seen in 1 individual who harbored another nonsense variant, p.Tyr1942Ter, in TECTA, classified as pathogenic in

ClinVar by EGL (PMID: 31163360). Also seen by LMM in 1 individual who also carried a VUS in TECTA, however no

points were applied since the phase was unknown.

PubMed:31163360 

PM2_Supporting   Present in 0.01121% (14/124864) of non-Finnish European chromosomes in gnomAD v2 and 0.02013% (13/64582)

v3.

PVS1   Nonsense mutation in exon 11/23 of TECTA in Alamut, predicted to undergo NMD. Present in biologically-relevant

transcript as indicated by GTEx exon expression data. LOF variants in TECTA are dispersed relatively evenly

throughout the gene in gnomAD.

Not Met criteria codes

BP5   Seen in 1 family at LMM with alternate mechanisms for disease, but not applied because all individuals were only

heterozygous for this variant.
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