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BACKGROUND INFORMATION: Connexin 26 (GJB2) Sequencing and

Deletion/Duplication

CHARACTERISTICS: Biallelic zutosomal recessive GJIB2 variants are assaclated with
autosomal recessive deafness type 1A (DFNB12) , characterized by mild to profound
nensyndromic hearing less (NSHL) that is Lypically nonprogressive. & pathogenic GJIBZ
variant on the oppesite chromosoms from a large GJBS gens deletion, invelving GJR2
cig-regulatory =slements zand loss of sxpression of GJIB2, is also causative for N3HL.
Autosomal dominant GJIB2 segquence variants are causative for a variety of phenatypes
including autesomzl dominant deafness type 32 (DFNA32Z) and syndromic forms of
hearing loss which may include keratosis or ichthvoesis.

EPIDEMICLOGY: Rpproximately 1:6500
CAUSE: Pathogenic germlirne variants in GJR2
INHERITANCE: Autcscmal recessive or deominant depending on specific GJBZ variant

CLINICAL SENSITIVITY: CGreater than 22 percent for GJBZ-asscclated hearing less
(DENEL1A)

GENE TESTED: GJB2Z (NM 004004) .

METHODOLDGY : Proke hybridization-based capture of all coding exons, exXon-intron
Jjunctions, and selected nonceding variants of Che GJB2 gene, followed by massively
parallel secquencing. Sanger sedquencing was performed as necessary to £i1ll in regions
cof low coverage and te confirm repoerted variants that do not meet acceptahble
quality metrics. & proprietary bicinformatic algeorithm was used to detect large
(single exeon-level or larger) deletions or duplications in the GJB2 gene. Large
deletions/duplicaticns were confirmed using an orthogonal exen-level microarray.
Human genome build 19 (Hg 19) was uscd for data analyeils.

ANALYTICAL SENSITIVITY/SPECIFICITY: The analytical sensitivity is approximately 99
percent for single nuclectide variants (SNVs) and greater than 93 percent for
insertions/duplications/deletions (indels) from 1-10 base pairs in size. Indels
greater Chan 10 base pairs may be detected, bul the znzlytical sensitivity may be
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