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Analysis of GSDME gene mutation in a large family with hereditary non-syndromic hearing loss
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[Abstract] Objective Using next-generation sequencing (NGS) and Sanger sequencing to detect the
pathogenic variant in a family with hearing impairment. Methods A large family with multiple members
diagnosed with hearing loss was enrolled as subject of this study from our outpatients in 2018. Following
the medical history. hearing test results and family history of the proband, custom-designed panel of
deafness and Sanger sequencing were used for the proband and then performing Sanger sequencing to verify
the gene mutation causing this disease for other family members. Results A total of 36 members of the
family were included, of which 3 was dead, and the remaining 33 underwent genetic testing and diagnosis.
A splicing variant was identified in the proband: c. 991-2A>G in GSDME gene (from the father), which
can cause deafness, autosomal dominant 5 (DFNA5), and this pathogenic variant was also detected in
other 8 members. Except for one family member who was of mild hearing impairment, the remaining 7
members were of severe or profound deafness. Conclusion We successfully identified a splice site

mutation that causes late-onset non-syndromic deafness by using NGS. This family is the largest family
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reported so far, which enriches the etiological information of hereditary deafness. NGS provides a set of

feasible methods for molecular diagnosis of deafness.

[Key words] Hereditary non-syndromic hearing loss; Gene GSDME; Next-generation sequencing
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