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Autosomal Dominant Polycystic Kidney Disease (ADPKD) is one of the most common gene kidney disorder with a worldwide prevalence of 1/400 to 1/1000.

 ADPKD is a genetically heterogeneous disease with two main genes PKD1 and PKD2 responsible of the disorder. A new gene, GANAB has been reported to be involved in polycystic diseases (Porath et al, AJHG 2016). We have analyzed the coding sequence of a cohort of more than 4 500 ADPKD patients. The analysis were performed first by Sanger and more recently by New Generation Sequencing (NGS). We have found an detection rate of 93% in our cohort, 75% being mutated in PKD1 and 18% in PKD2. We have performed a genotype/phenotype correlation (Audrezet et al, Hum Mut,2012 ;Cornec-Le Gall et al, JASN,2013) and showed that the type of mutation in PKD1, truncating mutations was 55.6 years versus non truncating mutations were  associated with a 12 years delay in ESRD. We have found 6 families with a mutation in the GANAB gene. To investigate the molecular basis of prenatal form of ADPKD we screened 42 patients with early ADPKD and we showed that additional PKD variation inherited from the unaffected parent were identified in 37.2% of patients. These results suggest that hypomorphic  mutations could explain at least a part of the clinical variability observed in ADPKD (Audrezet et al,JASN,2015)

Finally our data underline that knowledge of ADPKD patient‘s genotype is an important step to select patients taht will be included in clinical trials.
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