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The Nitric Oxide (NO), soluble guanylyl cyclase (sGC/NO-GC) – cyclic guanosine monophosphate (cGMP) signalling is a pivotal regulatory pathway to maintain cell and tissue homeostasis and physiological organ function. Dysfunctional or completely impaired NO-GC signalling is associated with severe pathologies like pulmonary hypertension, heart failure or chronic kidney disease. Thus, restoring this pathway and enhancing endogenous cGMP signalling by different mechanism has become a valuable therapeutic strategy to treat cardiovascular, cardiopulmonary and cardiorenal disease. The discovery of sGC stimulators, sGC activators marked a milestone in NO-GC pharmacology overcoming limitations of NO-donors and PDE inhibitors. This talk should briefly recapitulate the NO-GC signalling cascade, summarize the mode of action of sGC stimulators and sGC activators and highlight the non-clinical profiling and the clinical treatment potential in pulmonary hypertension, chronic heart failure and chronic kidney disease.
