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Abstract
Background
Neprilysin inhibition with sacubitril/valsartan reduces the risk of cardiovascular events in patients with heart failure with reduced ejection fraction. However, the effects of sacubitril/valsartan on kidney function in people with advanced chronic kidney disease (CKD) are unknown. The aim of this research was to assess the effects of neprilysin inhibition with sacubitril/valsartan in patients with CKD.

Methods
UK Heart and Renal Protection (HARP)-III was a randomised double-blind trial comparing sacubitril/valsartan 97/103 mg twice daily with irbesartan 300 mg once daily in 414 patients with advanced CKD. Following a pre-randomisation single-blind placebo run-in phase, eligible participants were randomised and followed-up for 12 months. The primary outcome was the effect of sacubitril/valsartan on measured glomerular filtration rate (GFR) at 12 months. All analyses were by intention-to-treat. 

Results 
414 participants were randomised to treatment: 207 to sacubitril/valsartan and 207 to irbesartan. At 12 months there was no difference in mGFR; mean (SE) mGFR 29.8 (0.5) mL/min/1.73m² in those randomised to sacubitril/valsartan and 29.9 (0.5) mL/min/1.73m² in those randomized to irbesartan; mean difference 0.1 (0.7) mL/min/1.73m² (P=0.86). Sacubitril/valsartan was safe and well-tolerated and there was no difference in rates of serious adverse events compared with irbesartan. 
	
Conclusion
In patients with advanced CKD, compared with irbesartan, treatment with sacubitril/valsartan had no significant effect on renal function over 12 months. Sacubitril/valsartan was not associated with any major safety concerns in patients with advanced CKD.
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