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Study Question: At the same blood pressure (BP) control,
does valsartan (angiotensin receptor blocker [ARB]) reduce
cardiac morbidity and mortality more than amlodipine in
patients with hypertension and cardiovascular disease?
Methods: This was a randomized, double-blind, parallel-
group comparison of two antihypertensive drugs in 15,245
men and women 50 years of age or older from 31 countries.
All patients had one or more of the following: coronary,
peripheral, or cerebral vascular disease, or ECG evidence of
left ventricular hypertrophy (LVH) and strain. Treatment
was up-titrated in five steps to achieve a target systolic BP of
less than 140 mm Hg. Valsartan begun at 80 mg was
increased to 160 mg, amlodipine begun at 5 mg was in-
creased to 10 mg, and each was followed by hydrochlor-
thiazide (HCTZ) 12.5 mg, HCTZ 25 mg, then other drugs
including alpha- and beta-blockers. Duration of treatment
was event-driven and the trial lasted until at least 1450
patients had reached a primary end point, defined as a
composite of cardiac mortality and morbidity. Stroke was a
secondary end point. Mean follow-up was 4.2 years. Exclu-
sion criteria included revascularization or a CVA within 3
months, liver or renal disease, CHF requiring an ACE
inhibitor (ACEi), and monotherapy with beta-blockers for
both CAD and hypertension. ACE inhibitors and calcium
channel blockers were allowed for reasons other than hy-
pertension.
Results: There was no difference between groups for the
following at baseline: 42.5% women, mean age 67.2 years,
BMI 28.6 kg/m2, BP 154/87 mm Hg, 89% white, CHD 46%,
PVOD 14%, stroke/TIA 20%, LVH strain 6%. On trial, 20%
in each group were on ACEi, 46% statins, 73% ASA, and
beta-blockers were used in 48% on valsartan and 43.5% on
amlodipine. Blood pressure was reduced by both treat-
ments. At study end the mean BP was 139/79 mm Hg on
valsartan and 137.5/78 mm Hg on amlodipine. The amlo-
dipine-based effect was more pronounced early (BP 4.0/2.1
mm Hg lower in the amlodipine than in the valsartan group
after 1 month; 1.5/1.3 mm Hg after 1 year; p � 0.001
between groups). The primary composite end point oc-
curred in 810 patients in the valsartan group (10.6%, 25.5
per 1000 patient-years) and 789 in the amlodipine group
(10.4%, 24.7 per 1000 patient-years; hazard ratio [HR]
1.04, 95% CI 0.94-1.15; p�0.49). The HR for valsartan vs.
amlodipine at 0 to 3 months was significant for the primary
end point (1.78, 95% CI 1.22-2.6) stroke (1.94, 95% CI

1.10-3.42), and all-cause mortality (2.84, 95% CI 1.51-
5.34). There were lower new-onset cases of diabetes with
valsartan than with amlodipine.
Conclusions: There was no advantage of valsartan as com-
pared to amlodipine in the prevention of cardiovascular
events in men and women with hypertension and cardio-
vascular disease. The apparent advantage of amlodipine in
the first 3 months of the study was associated with better BP
control and emphasizes the importance of prompt BP con-
trol in hypertensive patients at high cardiovascular risk.
Perspective: These large multicenter trials never fail to
amaze. If the study was not powered so well, the differences
at 3 months in myocardial infarction, stroke, and all-cause
death would have been missed. How many physicians and
patients are willing to spend the time to obtain rapid control
of BP? Both lower and quicker are better. The results lend
support to choosing an ARB or ACEi in the obese hyperten-
sive and the metabolic syndrome to reduce the develop-
ment of diabetes. But as usual, this very well designed trial
leaves some question about the relative value of the ARBs,
ACEi, and CCBs. Might have the ARB fared better if com-
bined initially with another agent so as to obtain better
initial BP control? Could the addition of the ACEi to amlo-
dipine in 20% of patients be a bias against valsartan? Am-
lodipine benefit may be beyond BP control and may include
reducing ischemia and preventing coronary vasospasm.
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Study Question: Compared to calcium channel blockers
(CCBs), do angiotensin-converting enzyme inhibitors
(ACEIs) reduce the risk of atrial fibrillation (AF)?
Methods: This was a retrospective study of hypertensive
patients drawn from a medical and pharmacy claims data-
base of �8 million patients. Matched cohorts of 5463
patients treated with either ACEIs or CCBs were identified.
The mean age of the patients was 65 years, and the clinical
characteristics of the patients did not differ between the two
cohorts. A history of AF was present in 2.4% of patients.
The incidence of AF during a mean of 4.5 years of follow-up
was noted.
Results: The incidence of AF in the ACEI cohort was 17.9/
1000 patient-years, which was 15% lower than in the CCB
cohort. The incidence of AF-related hospitalization in the
ACEI cohort was 8.5/1000 patient-years, which was 26%
lower than in the CCB cohort.
Conclusions: Compared to CCBs, ACEIs reduce the inci-
dence of AF in patients with hypertension.
Perspective: The results are consistent with multiple prior
studies demonstrating that ACEIs (and angiotensin recep-
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