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Regarding the study “Combination of Amlodipine and 
Enalapril in Hypertensive Patients with Coronary Disease”1, 
our group of research understands that the use of fixed 
associations, as the ones presented in this study, brings 
several advantages, especially regarding the good patient 
adherence when taking the medication and the possibility of 
using two drugs at smaller final doses to attain the control of 
arterial pressure, which must result in a higher adherence to 
treatment2, and, consequently, in better therapeutic results3. 

However, there are situations, such as in ischemic 

cardiopathy and diabetes mellitus, in which the “therapeutic 
space” corresponding to the arterial pressure must be used 
to attain the ideal dose of certain drugs before hypotension 
occurs4. 

In the present case, to use higher doses of second-
generation calcium channel blockers can be interesting to 
control angina, in case of ischemic cardiopathy, as well as 
the use of angiotensin-converting enzyme inhibitors for the 
secondary prevention of nephropathy. However, these are 
situations in which the association of other drugs can be 
troublesome. 

Another important fact, from our point of view, is that the 
drugs that are involved in the association must have a similar 
half-life, so that the antihypertensive coverage is the same 
throughout the 24 hours of the day, with both drugs5.
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Response to Rosa et al

We understand that the benefit of certain antihypertensive 
drugs have a dose-dependent effect, as in the case of the 
angiotensin-converting enzyme inhibitors (ACEI) in diabetic 
patients, especially when one evaluates the progression of 
diabetic nephropathy, regardless of the presence or absence 
of systemic arterial hypertension1,2.  However, this was not 
the objective of our study. Moreover, in the studied sample, 
there was a small prevalence of diabetic patients (only two 
patients in group A [6.3%]). 

Regarding the benefits of calcium-channel antagonists from 
the dihydropyridine group in chronic ischemic heart disease, 
in addition to the already established anti-angina effect of 
this type of medication, Amlodipine has also shown to be 
beneficial when compared to placebo and enalapril maleate, 
when evaluating the decrease in cardiovascular events and 
the progression of atherosclerosis in patients with normal 
blood pressure3. 

Regarding the half-life of the drugs used in our study, the 
blood pressure was always measured in the morning, before 

the medication was taken, therefore at the lowest point of 
its effect and thus, we obtained excellent pressure control: 
diastolic arterial pressure ≤ 85 mmHg in 93.8%-95.0% of 
the cases in groups A and B (p=ns), respectively, and systolic 
arterial pressure (mean ± SD) of 127.7 + 13.4 and 125.3 + 
12.6 mmHg in groups A and B, respectively (p = 0.45).

Considering the results of the recently published 
ACCOMPLISH study4, which compared the fixed combination 
of ACEI (benazepril) and calcium-channel antagonist 
(Amlodipine) and showed a decrease in the cardiovascular 
morbimortality in hypertensive patients with chronic coronary 
disease that used the first fixed combination, it can be 
observed that the association of the two classes of drugs used in 
our study adds a benefit beyond the expected one, due to the 
frank decrease in blood pressure, subsequently demonstrated 
by the Ambulatory Blood Pressure Monitoring sub-study in 
the patients from the ACCOMPLISH study5, which did not 
show any difference in the blood pressure measurement 
between the two treatment groups. One must bear in mind 
that benazepril has exactly the same pharmacokinetic profile 
of enalapril.
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