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Background: The aim of this study was to assess the effect of the addition of canrenone, an aldosterone receptor antagonist, on ambulatory BP in uncontrolled hypertensive patients already treated at the highest tolerated dose of angiotensin converting enzyme (ACE) inhibitors or angiotensin II type 1 receptor (AT1R) antagonists plus hydrochlorothiazide (HCT).
Methods: Ambulatory BP monitoring was performed at baseline and after 3 months of combination therapy in 158 outpatients with stage 1-2 hypertension who were randomized to add canrenone 50 or canrenone 100 on the preexisting therapy with ACE inhibitors or AT1R antagonists plus HCT.  24h systolic and diastolic BP were considered normalized when the values were <130mmHg and < 80mmHg, respectively.
Results: The addition of canrenone reduced 24h, daytime and nighttime systolic and diastolic BP in both treatment arms (p<0.001); as for pulse pressures, 24h (p<0.001), daytime (p<0.001) and nighttime values (p<0.001 for the 50 mg treatment group and p<0.01 for 100 mg group) were also reduced. The degree of reduction was: ;delta  24 systolic BP: 50 mg/day: -13.5±11.2, 100 mg/day: -16.1±13.5 mmHg (p=ns for 50mg vs. 100mg); delta  24h diastolic BP: 50 mg/day: -8±8; 100 mg/day: -11.2±8.3 (p<0.05 between the two dosages). 67.5% and 74% of patients normalized 24 systolic and diastolic BP (p<0.05), respectively, in the 50 mg arm and 61.6% and 68.5% of patients normalized BPs (p<0.05) in the 100 mg arm (p=ns for 50mg vs 100mg). The % of patients whose nocturnal fall was >10% with respect to diurnal values did not change during combination therapy.
Conclusions: Canrenone added to ACE inhibitors or AT1R antagonists in a clinical setting of stage 1 or 2 hypertension was efficacious as assessed by 24h ambulatory BP and safe. 
