Summary of Presentation

The role of cell signaling in progressive renal disease

Recent work has revealed many of the cellular 

processes which underlie the progressive fibrosis 

and scarring which occur in chronic kidney 

disease. Renal cells of various origins undergo 

pathological changes manifest as excess 

proliferation and a transition to a mesenchymal 

matrix-depositing phenotype. This lecture 

describes the intracellular signals which are 

responsible for these changes with a focus on the 

overlapping TGF-ß and Ras GTPase signal networks. 

The potential for future therapy is discussed. It 

is argued that the detailed knowledge of specific 

pathways is an essential pre-requisite for the 

development of new treatments. Likely future 

treatments may utilize multiple hits on 

pathological pathways and specific sparing of 

repair mechanisms. Targeting with small molecule 

protein-binding signal modulators may be 

accompanied by the use of oligonucleotides which 

target specific mRNA. Small molecule inhibitors 

of the Ras-MAP kinase pathways are in clinical 

trials  for cancer. Delivery of oligonucleotides 

to renal tubule cells and specific alteration of 

gene expression therein is feasible with current 

technology.
