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Evaluating nitric oxide and soluble guanylate cyclase signalling in vascular dementia 
Christopher J Winrow
Ironwood Pharmaceuticals, USA 

The nitric oxide (NO)-soluble guanylate cyclase (sGC)-cGMP signalling pathway plays a fundamental role in modulating diverse 
physiological processes including blood flow, inflammation, neuroprotection, fibrosis and metabolism. sGC is expressed 

throughout the CNS. sGC stimulators are small-molecule agonists of sGC that synergize with and enhance endogenous NO 
signalling.  As such, sGC stimulators may provide therapeutic benefits in diseases either associated with loss of NO signalling or 
where stimulation of this pathway will restore homeostasis. Impaired endothelial cell function and reduced NO bioavailability have 
been observed across a variety of diseases affecting both micro- and macrovascular health, including vascular dementia where 
impaired blood flow, disrupted neurovascular coupling, inflammation and neuronal loss are thought to be core aspects of the disease. 
We are developing IW-1973 and IW-1701 as oral, once-daily sGC stimulators for both cardiovascular and non-cardiovascular 


