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Abstract :  
 
Uromodulin-associated Kidney Diseases 
  
Uromodulin was described decades ago as the most abundant protein in urine. 
Recent studies linked uromodulin with a set of rare, uromodulin-associated kidney 
disorders (UAKD). UAKD are autosomal dominant disorders characterised by 
hyperuricemia and gout early in life, alteration of urinary concentrating ability, and 
development of tubulo-interstitial fibrosis invariably leading to chronic renal failure 
and end-stage renal disease in young adults. The care of patients with UAKD is 
hampered by unresolved issues concerning the causal and modifying genes, the 
underlying molecular mechanisms, the variable phenotype and the risk of developing 
kidney failure or multi-systemic complications. In a collaborative effort, we will have 
access to a large, well-characterized existing patient cohort and biomaterial, 
complemented by cutting-edge cellular and mouse models, to pursue three major 
aims: Aim 1: To develop a new ontology of UAKD and characterize the clinical and 
genetic features of hyperuricemic nephropathies. We will use a comprehensive 
approach to develop a new classification system of these rare nephropathies, based 
on a registry that will integrate deep phenotyping with genetic, biochemical, 
histopathological and clinical informations. Aim 2: To identify new genes involved in 
UAKD and hyperuricemic nephropathy. We will identify new genes causing UAKD, 
and characterize the functional consequences of mutations. Aim 3: To decipher the 
molecular mechanisms of UAKD. We will perform in vivo and in vitro studies to 
understand the link between defective uromodulin (intracellular accumulation) and 
modifications in tubular functions, handling of uric acid, and subsequent renal 
damage leading to chronic kidney disease. Overall, this project will help to better 
understand the clinical presentation, the genetic causes and the mechanisms of 
UAKD and improve the care of patients suffering from these rare inherited kidney 
disorders. These insights may also be relevant for the mechanisms of renal disease 
progression and for conformational and endoplasmic reticulum storage diseases.  
  
For more information please click the following link: 
 
http://www.grstiftung.ch/de/portfolio/projekte/alle/y_2012/GRS-038-12.html 
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http://www.orpha.net/consor/cgi-
bin/ResearchTrials_ResearchProjects.php?lng=EN&data_id=98242&ResearchProjectName=Uromodu
lin-associated-kidney-diseases&title=Uromodulin-associated-kidney-
diseases&search=ResearchTrials_ResearchProjects_Simple 
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