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	Project Title: Investigation of channel activating proteases in hypertensive disorders such as preeclampsia and diabetic nephropathy
	Project Description: The epithelial sodium channel (ENaC), regulated by the activity of a number of serine proteases (channel activating proteases; CAPs), is predominantly responsible for driving reabsorption of Na+ in the kidneys and its activity correlates directly with blood pressure. Dysregulation of ENaC due to aberrant renal proteolysis however contributes to pathophysiological sodium and water retention which is associated with acute conditions such as preeclampsia and nephrotic syndrome as well as chronic diseases such as diabetes and microalbuminuria.Building on our significant track record in the study of CAPs and ENaC, this project will undertake a mechanistic approach to investigate CAPs both as potential biomarkers of disease activity as well as to study the effect of CAP inhibition on ENaC expression, regulation and physiology using renal cell models.  The project will entail extensive training in cell culture and a combination of “activity profiling”, protein biochemistry and proteomic techniques, as well as chemical biology and genomic approaches to assess the effect of CAP knockdown in electrophysiological models of ENaC activity. 
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