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The c.110T>C variant in GJB2 is a missense variant predicted to cause substitution of valine by alanine at amino acid 37 (p.Val37Ala). The

highest population minor allele frequency in gnomAD v4.1.1 is 0.0337% (25/74924 alleles-African/African American, PM2_Supporting, BA1,

https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA6904317.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/449490
https://www.ncbi.nlm.nih.gov/gene/2706
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0019497
http://clinicalgenome.org/affiliation/50007
https://cspec.genome.network/cspec/ui/svi/doc/GN005?version=2.0
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://cspec.genome.network/cspec/ui/svi/doc/GN005/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50007


Curation History 

and BS1 not met). The computational predictor REVEL yields a score of 0.675 (PP3 not met). This variant has been identified in 11 patients

who did not harbor a second variant in GJB2 (PMID 21287563, 17666888, 15365987, GeneDx internal data, Invitae internal data), but has

also been detected in two patients in trans with pathogenic/likely pathogenic variants c.167delT (p.Leu56Argfs*26), c.132G>A (p.Trp44Ter)

and one predicted in trans with pathogenic/likely pathogenic c.647_650delGATA (p.Arg216Ilefs*17) (2.5 points, PM3_Strong met; Partners

Laboratory for Molecular Medicine SCV000967620.2, Molecular Otolaryngology and Renal Research Laboratories internal data). Two

different missense variants at this codon (p.Val37Ile ClinVar ID:17023; and p.Val37Phe ClinVar ID:179256) have been classified as

pathogenic or likely pathogenic for autosomal recessive non-syndromic HL by the ClinGen HL-VCEP (PM5_Strong met). In summary, based

on the current evidence, the variant NM_004004.6(GJB2):c.110T>C (p.Val37Ala) meets the criteria to be classified as pathogenic for

autosomal recessive non-syndromic HL based on the ACMG/AMP criteria applied as specified by the ClinGen HL-VCEP: PM3_Strong,

PM5_Strong (ClinGen Hearing Loss VCEP specifications version 2; 8/19/2026).

Met criteria codes

PM5_Strong   Two different pathogenic missense variants (p.Val37Ile and p.Val37Phe) have been previously identified at this codon

of GJB2 which may indicate that this residue is critical to the function of the protein (PM5_Strong, p.Val37Ile ClinVar

Variation ID 17023, PMID 31160754; p.Val37Phe ClinVar Variation ID:179256 PMID: 37108562)).

PM3_Strong   This variant has been identified in 11 patients who did not harbor a second variant in GJB2 (PMID 21287563,

17666888, 15365987, GeneDx internal data, Invitae internal data), but has also been detected in two patients in

trans with pathogenic/likely pathogenic variants c.167delT (p.Leu56Argfs*26), c.132G>A (p.Trp44Ter) and one

predicted in trans with pathogenic/likely pathogenic c.647_650delGATA (p.Arg216Ilefs*17) (2.5 points, PM3_Strong

met; Partners Laboratory for Molecular Medicine SCV000967620.2, Molecular Otolaryngology and Renal Research

Laboratories internal data).

Not Met criteria codes

PM2  The highest population minor allele frequency in gnomAD v4.1.1 is 0.0337% (25/74924 alleles-African/African

American, PM2_Supporting, BA1, and BS1 not met).

PS3   Bioinformatic analysis was used to predict the effect of the p.Val37Ala variant on GJB2 and molecular modeling

determined that there may be a loss of protein structure. However, because no in vitro or in vivo experiments were

done, this was not counted towards PS3.

PP3   The computational predictor REVEL yields a score of 0.675 (PP3 not met).
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