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Introductio Genetic Testing Results of CNVs to HL
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We have ascertained a large ethnically diverse cohort with hearing loss from 2012 ‘ Probands with = 1 CNV ’ ‘ Probands with = 1 CNV ’ ‘ Probands with = 1 CNV ’ 0%
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We used targeted genomic enrichment and massively parallel sequencing to screen 4% 17% 18% 24% 10% ) L . . »
all known deafness-associated genes. A customized galaxy pipeline was used for NSHL Syndromic HL Probands with = 1 CNV NSHL Syndromic HL Figure 2. Contribution of CNVs and SNVs to genetic hearing loss. Positive
bioinformatic analysis. All variants were discussed in the context of clinical data 2 39 472 358 56 genetic diagnoses by inheritance mode, phenotype (NSHL versus syndromic
and familial history. HL) and genotypes.

Figure 1. Prevalence of CNVs in hearing loss. ~18% of positive genetic diagnosis involve at least one

pathogenic and likely pathogenic (P/LP) CNV. NSHL= Non-syndromic hearing loss.
CNV Prevalence by Gene * Includes probands with dual diagnoses (See poster TU97 for more details)
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N . . . = CNVs are a significant contributor to hearing loss:
Figure 3. Prevalence of pathogenic and likely pathogenic CNVs per gene. We have

identified around 900 CNVs in over 70 different genes, including many genes
previously not reported with CNVs. Portions without horizontal lines represent
causative CNVs in probands with = 1 CNV in their diagnosis. Portions with lines
represent CNVs identified but not involved in the diagnosis.

= They account for ~18% of diagnosed cases and 1/4 cases with
ARNSHL.
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= CNVs’ contribution to hearing loss varies by mode of inheritance and
phenotype:

= About ~ 24% of ARNSHL, 10% of AR syndromic HL, 4% of ADNSHL

Importance of Comprehensive CNV Screening

i + 1 year-old Caucasian Female and 17% of AD syndromic HL.
Clinical e : i ; ©
Information « Congenital Bilateral sensorineural HL: Right = severe, Left = mild-severe y 3 . = . o . .
« Physical and vision exams: Normal = CNVs vary drastically in size (single exon to several contiguous genes)
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