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Objective: Ambulatory blood pressure monitoring (ABPM) is a better pre-
dictor of cardiovascular outcomes than clinic blood pressure (BP). We
previously showed in an 8-week, prospective, multicenter, randomized,
double-blind study (N¼443) that the combination of aliskiren (A), a direct
renin inhibitor, and the calcium channel blocker, amlodipine (AML)
(AþAML), provided greater clinic BP reductions than AML in African
Americans with baseline mean sitting systolic BP (msSBP) >¼160 mmHg
and < 200 mmHg. Here we present results in a subset of subjects who
underwent ABPM.

Design and Methods: After a 1–4 week washout period, men and women
received either AþAML 150/5 mg (n¼ 76) or AML 5 mg (n¼ 71) for 1 week,
then were force-titrated to receive AþAML 300/10 mg or AML 10 mg for
7 weeks.

Results: Baseline mean 24-hour ambulatory SBP (maSBP) was 152.8 mmHg
in the AþAML group and 147.5 mmHg in the AML group. At week 8, clinic
LSM msSBP reductions from baseline were significantly greater with
AþAML (-32.5 mmHg) versus AML (-26.7 mmHg; least squares mean
[LSM] difference P< 0.05). LSM reductions in maSBP were -19.0 mmHg
for AþAML versus -15.2 mmHg for AML (p¼ns). However, using repeated
measure analysis of hourly aSBP and aDBP, LSM changes from baseline
were significantly greater with AþAML than with AML (Table). In the
overall study, adverse event rates were similar in both groups (35.0% in the
AþAML group; 32.7% in the AML group); the most common events were
peripheral edema, headache, fatigue, and nausea.

Conclusion: Compared with AML alone, the combination of AþAML
provided greater reductions in both clinic and ambulatory BP values in
African Americans with stage 2 hypertension.
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Objective: Renin-angiotensin-aldosterone system (RAAS) activation and
oxidative stress are important mechanisms in obesity-associated hyper-
tension. Direct renin inhibition may attenuate intrinsic, as well as diure-
tic-induced, RAAS activation, and reduce oxidative stress. This 8-week,
double-blind study compared the efficacy and safety of aliskiren þ hydro-
chlorothiazide (AþHCTZ) vs ramipril (R) in 386 obese adults (body mass
index [BMI]>¼30 but<¼45 kg/m2) with stage 2 hypertension (mean sitting
systolic blood pressure [msSBP] >¼160 but <200 mmHg).

Design and Methods: After a 1–4 week washout period, eligible patients
(mean age¼54.9 years; BMI¼35.3 kg/m2) received AþHCTZ 150/12.5 mg
or R 5 mg for 1 week, force-titrated to AþHCTZ 300/25 mg or R 10 mg for
7 weeks. The primary efficacy variable was change from baseline in
msSBP at week 8. We also report change in plasma renin activity
(PRA) and urinary F2-isoprostanes/creatinine ratio, a marker of oxidative
stress.

Results: At week 8, mean blood pressure (BP) reductions were
significantly greater with AþHCTZ vs R (-28.1/-10.1 mmHg vs

-16.6/-3.6 mmHg, P< 0.0001). Significant differences in effect on PRA
(-45% vs þ83%) and urinary F2-isoprostanes/creatinine ratio (-18% vs
þ7%) were seen, in favor of AþHCTZ (Table). Overall, 35.8% of patients
in the AþHCTZ group reported at least one adverse event vs 37.3% in the
R group.

Conclusion: Compared with R, AþHCTZ resulted in significant BP
reductions, accompanied by reductions in RAAS activity and oxidative
stress.
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Objective: Renin-angiotensin-aldosterone system (RAAS) activation is an
important mechanism in obesity-associated hypertension. Direct renin inhi-
bition has been shown to attenuate intrinsic as well as diuretic-induced
RAAS activation. This 8-week, double-blind study compared the efficacy
and safety of aliskiren þ hydrochlorothiazide (AþHCTZ) vs ramipril (R) in
obese adults (BMI >¼30 but <¼45 kg/m2) with mean sitting systolic blood
pressure (msSBP) >¼160 and <200 mmHg.

Design and Methods: After a 1–4 week washout period, eligible patients
(mean age¼54.9� 11.0 years; BMI¼35.3� 4.4 kg/m2) received AþHCTZ
150/12.5 mg or R 5 mg for 1 week; force-titrated to AþHCTZ 300/25 mg or R
10 mg for an additional 7 weeks. The change from baseline at week 8 in
msSBP, mean sitting diastolic BP (msDBP), and the percentage of patients
achieving BP control (<140/90 mmHg) were measured.

Results: The results based on baseline SBP stratification are presented in the
table. At week 8, significantly greater reductions in both msSBP and msDBP
in favor of AþHCTZ were observed for all SBP-stratified groups. Likewise,
the percentage of patients achieving BP control was also greater for
AþHCTZ than for R in all stratified groups. In the overall study, adverse
event rates were similar in both groups (35.8%, AþHCTZ; 37.3%, R); the
most common adverse events reported were headache, nasopharyngitis,
dizziness, and fatigue.

Conclusion: The present analysis suggests that combination therapy with
AþHCTZ is associated with significantly greater BP reductions compared
with R in obese patients with stage 2 hypertension, regardless of baseline BP.
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