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Selective endothelin-A receptor antagonism reduces proteinuria, blood pressure & arterial stiffness in chronic proteinuric kidney disease
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Background: Proteinuria is associated with adverse cardiovascular and renal outcomes that are not prevented by current treatments. Endothelin-1 (ET-1) promotes the development and progression of chronic kidney disease (CKD), and associated cardiovascular disease (CVD). We therefore studied the effects of selective endothelin-A receptor antagonism with sitaxsentan in proteinuric CKD patients, assessing proteinuria, blood pressure (BP) and arterial stiffness (AS) - key independent, surrogate markers of CKD progression and CVD risk. 

Methods: In a randomised double-blind, 3-way crossover study, 27 subjects receiving recommended renoprotective treatment, received 6 weeks of placebo, sitaxsentan 100mg od and nifedipine LA 30mg od. 24h proteinuria, protein:creatinine ratio (PCR), 24h ambulatory BP, and pulse wave velocity (PWV; as a measure of arterial stiffness), were measured at baseline and week 6 of each treatment period. In 13 subjects, renal blood flow and glomerular filtration rate were assessed at baseline and week 6 of each period.
Results: Compared to placebo, sitaxsentan significantly reduced proteinuria (24h proteinuria by -0.62(0.11g/d, p<0.01; PCR by -43(8mg/mmol, p=0.01), BP (24h mean arterial BP by -4(6mmHg, p<0.01), and PWV by -5(9% (p<0.01). Nifedipine matched the BP and PWV reductions seen with sitaxsentan, whereas sitaxsentan reduced proteinuria and nifedipine did not. Sitaxsentan alone reduced both glomerular filtration rate and filtration fraction. It caused no clinically significant side effects.

Conclusions: Sitaxsentan may provide additional cardiovascular and renal protection by reducing proteinuria, BP and arterial stiffness in CKD subjects already receiving optimal recommended treatment. The antiproteinuric effects of sitaxsentan likely relate to changes in BP and renal haemodynamics.


