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The NM_004004.6(G)B2):c.109G>T variant in GJB2 is a missense variant predicted to cause substitution of Valine to Phenylalanine at amino
acid 37 (p.Val37Phe). This variant is absent from gnomAD v4.1.1 (PM2_Supporting met). The computational predictor REVEL yields a score
of 0.828 (PP3 met).This variant has been detected in one individual with hearing loss in trans with a pathogenic c.167del
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(p-Leu56Argfs*26) (Laboratory for Molecular Medicine internal data, Clinvar ID 179256) (1.0 point, PM3 met). One missense variant,
p-Val37lle (ClinvVar ID 17023), in the same codon has been classified as pathogenic for autosomal recessive non syndromic hearing loss by
the ClinGen HL-VCEP (PM5 met). In summary, based on the current evidence (PM2_Supporting, PM3, PM5, PP3), the variant
NM_004004.6(G)B2):c.109G>T (p.Val37Phe) is classified as likely pathogenic for autosomal recessive non-syndromic HL based on the
ACMG/AMP criteria applied, as specified by the ClinGen Hearing Loss VCEP. (ClinGen Hearing Loss VCEP specifications version 2;
8/19/2026).

Met criteria codes

PP3 a v The computational predictor REVEL yields a score of 0.828.

PM3 B v This variant has been detected in 1 individual with hearing loss, compound heterozygous for this variant and a loss
of function variant (Laboratory for molecular medicine, Clinvar ID 179256) (PM3).

PM5 B v One missense variant, p.Val37lle (ClinVar ID 17023), in the same codon has been classified as pathogenic for
autosomal recessive non syndromic hearing loss by the ClinGen HL-VCEP.

PM2_Supporting a v This variant is absent from gnomAD v4.1.1.
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