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Development and first results of the BEAT PCD international Primary Ciliary Dyskinesia gene variant database: CiliaVar

à la diffusion de documents scientifiques de niveau recherche, publiés ou non, émanant des établissements d'enseignement et de recherche français ou étrangers, des laboratoires publics ou privés.

Background

• PCD can be diagnosed by bi-allelic pathogenic mutations in one of >50 ciliary genes.

Methods

• A panel of clinicians and geneticists with expertise in PCD identified database fields to link each variant with the associated diagnostic, clinical and genetic evidence supporting pathogenicity.

• A PubMed search was conducted using search terms ("name of the gene" AND "cili*" NOT "review") to identify published mutations in PCD genes.

• Database curators checked mutation nomenclature and classification of variants was carried out following ACMG guidelines.

Results

1648 mutations were included in CiliaVar.

The most common variants reported are CCDC40: c.248del (n=41 patients) and DNAI1: c.48+2dupT (n=49).

Pathogenic 62%

Likely pathogenic 18%

VUS 20%

20% of the distinct mutations are classified as VUS and 93% of those VUS are missense mutations.

DNAH5 19% DNAH11 11% CCDC39 8% CCDC40 8%
46 other genes 54%

Most frequent causative genes in CiliaVar

The online open database CiliaVar will go live on 2 nd September 2022 to improve access to PCD variant information and diagnosis of PCD.

• ~ 60% of patients with an identified genetic cause have private mutations, that have not been previously reported in another patient.

• Increasing numbers of variants of unknown significance (VUS, i.e. unknown if they are pathogenic or non-pathogenic) are identified.

• As clinical genetic testing is increasingly implemented for PCD, there is a need to develop a public access resource to identify if variants have previously been reported to be associated with disease.

PCD causing genes and date of identification

Mutations can be mapped onto genes to look for potential hotspots Genotype -phenotype relationships can be explored

Discussion

The online open database CiliaVar will go live on 2 nd September 2022

Annual updates from published literature and new clinical centres will be added.

We aim to improve access to PCD variant information and diagnosis of PCD

Genetics fields:Data collected
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