Angiotensin receptor neprilysin inhibition has the potential to
restore the natural balance of the RAS and NPs

Physiological , Pathophysiological
response L i) 1, response
Ang Il

Inactive ° ATl receptor

fragments

Vasoconstriction

4er

¥ Sympathetic tone HF 4 Sympathetic tone

¥ Aldosterone symptoms/

¢ Fibrosis progression 4 Aldosterone

* Hypertrophy f Fibrosis

Natriuresis/diuresis

f Hypertrophy

*In-vitro evidence

Ferro et al. Circulation 1998;97:2323-30; Levin et al. N Engl J Med 1998;339:321-8; Nathisuwan & Talbert. Pharmacotherapy 2002;22:27—-
42; Schrier et al. Kidney Int 2000;57:1418-25; Schrier & Abraham. N EnglJ Med 1999;341:577-85;

Stephenson et al. Biochem J. 1987;241:237-47.



