Peter Mathieson: Osman Lecture 2006

“Understanding FSGS from the cell to the clinic”

Focal Segmental Glomerulosclerosis (FSGS) is one of the most difficult nephrological diseases to manage. It causes heavy proteinuria with a high risk of progressive loss of kidney function plus a high risk of recurrence in renal transplants. FSGS is increasing in incidence; current treatments are non-specific, toxic and often unsuccessful. Recent advances have improved our understanding of the disease process and pointed the way to more specific and more effective therapeutic approaches. The cell type primarily injured is the podocyte (glomerular epithelial cell). Studies of rare genetic variants which lead to FSGS have shed light on the pathogenesis of the more common acquired form of the disease. Recent studies in patients with acquired FSGS suggest that mutations in podocyte-specific genes can act as susceptibility factors for the disease. Plasma from patients with active FSGS has complex effects on human podocytes. Corticosteroids have potentially beneficial effects on human podocytes; cyclosporin has potentially toxic effects. Future therapies should be aimed at podocyte protection and/or repair. 

