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Inhibitors and Calcium Channel Blockers is the Treatment
of Choice to Reduce Cardiovascular Risk in Patients with

Hypertension
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HYPERTENSION: THE MAIN CAUSE OF DEATH AROUND
THE WORLD IS NO NEWS

On May 5, 2008, newspapers front pages all around
the world reported 10,000 people dead in Myanmar
as a consequence of a cyclone.

Two days before, The Lancet (1) had published a
report of the WHO stating that hypertension and its
complications are the leading cause of death in the
world, causing 20,281 victims each day. Surprisingly,
this news was no news.

A PREMALIGNANT DISEASE

Hypertension is a continuum that starts with a rise
in blood pressure, evolves to target organ damage (left
ventricular hypertrophy, proteinuria or endothelial
dysfunction), and, insofar as it is not adequately
treated or controlled, finally leads to the develop-
ment of complications, the most relevant of which are
stroke (S) and heart failure (HF).

Stroke is the main complication of hypertension
and the second cause of death, but most important, it
is the leading cause of disability.

Samsa et al (2) reported a 24-month survival of
66% after a first stroke from a Medicare sample in
USA. However, in patients with recurrent stroke this
number decreased to only 51%.

Dementia is the most dreadful complication after
a stroke, and the Framingham study demonstrated
that stroke doubled the risk of dementia. (3)

Regarding heart failure, the other complication
of hypertension, Karl Swedberg stated: “In 1987 the
CONSENSUS trial documented the importance of
enalapril in severe heart failure. However, after
10 years all the patients in the CONSENSUS trial
had died”.

An editiorial by Mc Murray et al. (4) posed the
following question: Is heart failure more ‘malig-
nant’ than cancer? After a first admission for heart
failure, 5-year survival rate was worse in both sexes

compared to breast cancer, bowel cancer, ovarian can-
cer and prostate cancer, with the notable exception of
lung cancer.

In summary, considering that the two main adverse
outcomes of hypertension are stroke and heart fail-
ure, two conditions as “malignant” as many common
types of cancer, my personal point of view is that un-
controlled hypertension is a premalignant dis-
ease and the presence of target organ damage is a
“tumor marker”. As it happens with cancer, early
detection of these markers is mandatory for a proper
therapy to achieve regression or normalization so as
to prevent the progression of hypertension towards
stroke and heart failure.

Target Organ Damage or “Tumor Markers”
Next, I shall mention some of the most important
markers.

Microalbuminuria - proteinuria

Klausen et al. (5) demonstrated that microalbumi-
nuria per se doubled the risk of coronary heart dis-
ease and death.

The CARE trial showed that proteinuria by itself
duplicated the risk of total mortality in patients with
coronary artery disease.

We may conclude that the presence of microalbu-
minuria or proteinuria is an important marker not
only of renal disease but also of cardiovascular risk.

Left ventricular hypertrophy
Left ventricular hypertrophy has been associated with
a marked increased risk of cardiovascular disease.
Verdecchia et al. (6) demonstrated that the risk of
stroke was lower in patients who never developed left
ventricular hypertrophy or with regression of left ven-
tricular hypertrophy after adequate therapy. Con-
versely, the risk of stroke was greater in cases of lack
of regression or new development of left ventricular
hypertrophy.
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Atrial fibrillation and left atrium size

During the last years, the presence and prognostic
significance of left atrial enlargement in the develop-
ment of atrial fibrillation has drawn our attention.

Atrial fibrillation is more likely to occur in hyper-
tensive patients with left ventricular hypertrophy and
left atrial enlargement.

I would like to mention just one study from the
Mayo Clinic, (7) that reported high morbidity and
mortality rates in atrial fibrillation. The study in-
cluded 4618 patients with atrial fibrillation; after 5
years of follow-up 67% were dead.

Hypertension and risk of new-onset diabetes
mellitus

The risk of new-onset diabetes mellitus is high in
hypertensive patients.

Antihypertensive therapy might have some influ-
ence on this risk. The ARIC study demonstrated that
traditional beta blockers increased the risk of new-
onset diabetes in 28% of hypertensive patients. (8)

Prognosis of patients who develop new-onset dia-
betes mellitus is similar to those already diabetic.
Thus, antihypertensive therapy should not only pre-
vent the risk of new-onset diabetes but also reduce it.

PHARMACOLOGIC TREATMENT OF HYPERTENSION

As patients usually need two or more drugs to achieve
blood pressure control we must think of the best
treatment schedule for management of hyper-
tension and regression of target organ damage;
in addition drug therapy should not produce
metabolic disorders which might decrease the
benefit obtained with the therapy, or even neu-
tralize it.

The reasons why renin-angiotensin system
blockers (ACEI o angiotensin-receptor blocking
agents) and calcium channel blockers are currently
the best option to treat hypertension instead of diu-
retics and beta blockers are detailed below.

I shall start the discussion with the last two types
of drugs.

Diuretics: similar, but not identical
Some experts have speculated about the differences
between hydrochlorothiazide (HCTZ) and chlortha-
lidone. The MRFIT trial gave a possible answer. (9)

Patients were assigned to treatment with HCTZ
or with chlorthalidone. In the group of patients
treated with HCTZ mortality was 44% higher than
therapy with chlorthalidone. The Committee on Eth-
ics changed the protocol near the end of the trial to
exclusively use chlorthalidone; the trend was reversed
after the protocol was changed to chlorthalidone, and
they then had a 28% lower risk.

Afterwards, the SHEP and ALLHAT trials, two
megatrials conducted in USA, used chlorthalidone.

Patients who developed hypokalemia in the SHEP
study presented more events than those who received
placebo. For this reason when these drugs which are
effective in preventing events are used, it is neces-
sary to perform a close surveillance of metabolic pa-
rameters, specially potassium, glucose and uric acid
blood levels.

Beta blockers in hypertension: should they still

be considered drugs of first choice in hypertensive
patients?

Traditional beta blockers, especially atenolol, have
little impact on target organ damage. Even more, they
increase the risk of new-onset diabetes mellitus and,
therefore, its adverse outcomes.

In addition, beta blockers may yield erectile dys-
function, which is closely related to treatment dis-
continuation and with reduction in quality of life.

Furthermore, the ASCOT trial demonstrated that
these drugs worsened metabolic syndrome param-
eters. (10)

For these reasons, although ESH-ESC Practice
Guidelines (11) agree to prescribe beta blockers to
treat hypertension, they suggest not to use them in
particular associated with diuretics in patients with
metabolic disorders. It should be noted that 50% of
hypertensive patients have overweight or metabolic
disorders.

During the last 4 years, several meta-analyses (12)
have demonstrated that beta blockers reduce the risk
of stroke in about 15% compared with a reduction of
almost 30-40% achieved with calcium channel blockers
or angiotensin-receptor blocking agents.

It stands to reason that beta blockers are effective
for the treatment of coronary artery disease as they
were developed as anti-ischemic drugs rather than
antihypertensive drugs.

In contrast, third-generation beta blockers such
as carvedilol and nevibolol produce vasodilatation and
are beneficial for metabolic parameters, endothelial
dysfunction, microalbuminuria and left ventricular
hypertrophy.

Renin-angiotensin system blockers

A meta-analysis published this year comparing the

effects of angiotensin-converting enzyme inhibitors

with angiotensin-receptor blocking agents demon-
strated that both types of drugs were similar to pre-

vent cardiovascular events. (13)

Apart from the antihypertensive effect both drugs
are effective in preventing target organ damage
as described below, as they produce:

— Regression of left ventricular hypertrophy
and reduction in left atrial size and myocar-
dial fibrosis, demonstrated by the LIFE study. (14)

- Improvement in arterial remodeling, arterial
dysfunction, and anti-atherosclerotic effect
as indicated by Shiffrin and Ferrario.
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— Reduction in proteinuria, shown in LIFE and
IRMA 2 trials (15) with irbesartan and MARVAL
study (16) with valsartan.

— Risk reduction of 22% in new-onset diabetes
demonstrated by evidence from megatrials and
meta-analysis. (17)

On the contrary, traditional beta blockers and diu-
retics increase the risk of developing diabetes prob-
ably as a consequence of hypokalemia.

— Prevention of atrial fibrillation. The role of
the angiotensin-receptor blocking agents losartan,
candesartan and valsartan in reducing the risk
of developing atrial fibrillation was demonstrated
in the LIFE, (18) CHARM (19) and VALUE, (20)
trials.

A review of 11 clinical trials, which included 56,308
patients with diverse cardiovascular disorders, showed
that ACEI or angiotensin-receptor blocking agents
exerted a beneficial effect in reducing recurrences of
atrial fibrillation. (21)

In summary, it is undoubtedly that blocking
the renin-angiotensin system involves in pro-
tection and regression of target organ damage.

Calcium channel blockers

These drugs have demonstrated to have a strong an-
tihypertensive effect and antiatherogenic action which
are related with the correction of endothelial dysfunc-
tion and to their antioxidant effects.

Different dihydropyridines have demonstrated to
be effective in slowing the atherogenic process in tri-
als that compared the progression of carotid intima-
media thickness with the use of nifedipine GITS (IN-
SIGHT study [22]) or lacidipine (ELSA study [23])
versus diuretics and atenolol, respectively.

It should be highlighted that the reduction of blood
pressure achieved was similar with dihydropyridines
and comparative drugs. This is another piece of evi-
dence of the vascular protection associated with cal-
cium channel blockers.

Above all, these drugs have demonstrated to be
efficient in reducing the risk of stroke, which is the
main complication of hypertension. A meta-analysis
conducted by Jan A. Staessen, (24) compared calcium
channel blockers with other antihypertensive drugs
and demonstrated that, at the same blood pressure
level, calcium channel blockers conferred protection
towards stroke beyond its blood pressure-lowering
properties.

The CAMELOT and ASCOT trials have proved
that these agents are effective to prevent clinical
events in patients with coronary artery disease.

In contrast, calcium channel blockers seem not to
be effective in preventing the development of heart
failure.

CLINICAL TRIALS: TRUTH OR CONSEQUENCE

All blood pressure-lowering drugs have similar anti-
hypertensive actions; however, they have different
mechanisms of action for protection and regression
of target organ damage.

These intermediate endpoints might need to be
tested in randomized clinical studies with “hard”
endpoints such as global and cardiovascular mortal-
ity, stroke, myocardial infarction or heart failure.

The LIFE study included 9,194 patients with hy-
pertension and left ventricular hypertrophy. For the
same level of blood pressure control, patients with
isolated systolic hypertension treated with an angi-
otensin-receptor blocking agent presented a risk re-
duction of 40% in stroke compared to patients who
received atenolol. The results were similar in patients
with a history of atrial fibrillation.

The ASCOT trial, which included 19,257 high-risk
patients, compared treatment with atenolol and thi-
azide diuretics with amlodipine and perindopril. The
trial was stopped early by the steering committee be-
cause analysis showed a significant improvement in
cardiovascular outcomes in the amlodipine-perindopril
group, with a risk reduction of 24% in cardiovascular
mortality, 23% in fatal and non fatal stroke, 30% in
new-onset diabetes mellitus, 32% in fatal and non fa-
tal myocardial infarction and unstable angina, 35%
in peripheral vascular disease and development of new
cases of renal failure.

As a consequence of these findings, the British
NICE clinical guidelines (25) relegated antihyper-
tensive therapy with beta blockers to fourth place.

The ACCOMPLISH study, the end of the story

The results of the ACCOMPLISH study were pre-
sented during the Annual Scientific Session of the
American College of Cardiology. The ACCOMPLISH
trial was the first major hypertension outcomes trial
that randomized subjects to a specific fixed-dose com-
bination drug as initial therapy: benazepril plus hy-
drochlorothiazide or benazepril plus amlodipine.

The study included 11,344 who were at high risk
for cardiovascular events; the reduction in blood pres-
sure from baseline was similar between the two
groups.

The data and safety monitoring committee recom-
mended early termination of this study due to a re-
duction of 20% in the primary endpoint (cardiovascu-
lar mortality, stroke and myocardial infarction) in the
arm treated with benazepril plus amlodipine.

The results of this study are essential to end with
the controversy of which is the best treatment sched-
ule for hypertensive patients; however, it should be
noted that both ACCOMPLISH and ASCOT trials
included high-risk patients.
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LOW-RISK PATIENTS

Fix-dose combinations of a calcium channel blocker
plus an angiotensin-converting enzyme inhibitor are
most effective for low-risk hypertensive patients or
for patients who need a slight reduction in blood pres-
sure levels due to their potent blood pressure lower-
ing action.

Renin-angiotensin system blockers are useful as
initial therapy for young patients and calcium chan-
nel blockers for elderly patients.

Beta blockers and diuretics may control blood pres-
sure; however it should always be taken into account
that most hypertensive patients require lifelong treat-
ment and both drugs produce metabolic disorders,
especially new-onset diabetes which leads to
unfavorable outcomes in hypertensive patients.

Therefore, ACEI, angiotensin-receptor blocking
agents or calcium channel blockers are first-choice
drugs in patients with metabolic disorders. In case
additional reduction in blood pressure levels is needed,
the combination of two of these drugs may be an ex-
cellent option.

When appearances are deceptive

The APROS study (26) included 1,074 untreated in-
dividuals who were identified on the basis of diagnos-
tic routine procedures. According to routine classifi-
cation, 18.7% were considered at low risk and 81.3%
at medium risk. Patients were submitted to ultra-
sound examinations of heart and carotid arteries. Af-
ter this second assessment, 50% of the patients previ-
ously classified at low-medium risk were found to be
at high absolute risk. The authors concluded that a
proper assessment of hypertensive patients is neces-
sary as after a second evaluation more than 50% of
those patients previously considered at low risk and
with no need of treatment were found to gain benefit
from blood pressure lowering therapy.

It is currently necessary to perform an adequate
assessment of hypertensive patients, especially of
those at low risk, as a high percentage of cases will be
reclassified and may gain benefit from adequate phar-
macological therapy.

CONCLUSIONS, THOUGHT AND FINAL MESSAGE

Hypertension is much more than a number control-
led by one or two pills; it is the main cause of death
world while and, even worst, its incidence is increas-
ing.

We should emphasize the importance of prevent-
ing hypertension through educational and community-
based programs in healthy people, especially in young
subjects, with particular reference to healthy diet,
daily physical activity and absence of smoking habits.

However, once we are facing a hypertensive pa-
tient, our responsibility is to control blood pressure

levels and to prevent, detect and produce regression
of target organ disease in case it is present.

Undoubtedly there is current evidence demonstrat-
ing that the best drugs that achieve these goals are
renin-angiotensin system blockers (ACEI or angi-
otensin-receptor blocking agents) and calcium chan-
nel blockers, as evidenced by three large trials, LIFE,
ASCOT AND ACCOMPLISH, with more than
40,000 patients. The latter two studies were stopped
early by a steering committee.
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Antagonist

MONICA DiAZ

Hypertension (HT) is the most common risk factor
for cardiovascular disease (CVD) and its treatment
reduces cardiovascular morbidity and mortality; how-
ever, a large proportion of hypertensive patients (HPs)
have inadequate blood pressure control. The aim of
HP treatment is to achieve the maximum cardiovas-
cular risk (CVR) reduction and this goal may be at-
tained with blood pressure (BP) control and adequate
management of other risk factors. Current guidelines
recommend a reduction in BP levels to < 140/90 mm
Hg in the general hypertensive population and < 130/
80 mm Hg in high-risk populations — HPs with diabe-
tes mellitus or renal involvement. The decision to start
drug therapy is based on BP level as well as on pa-
tient’s CVR. (1-4)

DOES THE BENEFIT OF ANTIHYPERTENSIVE TREATMENT
DEPEND ON BLOOD PRESSURE REDUCTION PER SE OR
ON THE TYPE OF DRUG PRESCRIBED THAT PRODUCED
BLOOD PRESSURE LOWERING?

Although the first studies in HT have demonstrated
that blood pressure reduction decreases CVR, the de-
velopment of new antihypertensive drugs has posed

another question: Can diverse types of antihyperten-
sive drugs with similar blood pressure lowering effect
offer different degrees of cardiovascular protection?
Few studies comparing different drugs show that for
a similar reduction in BP levels, the difference
achieved in cardiovascular morbidity and mortality is
small; this conclusion reinforces the concept that the
benefits attained with antihypertensive therapy de-
pend mostly on blood pressure reduction per se. The
small number of studies comparing different drugs
leads to conclusions based on few data; even more,
current studies in hypertension are designed to achieve
a strict blood pressure control, which requires the
addition of a second, a third and even a fourth drug to
each study group; thus it is more difficult to draw con-
clusions from these data. The BPLTTC study (Blood
Pressure Lowering Treatment Trialists’ Collabora-
tion) gives an excellent description of the importance
of blood pressure reduction regardless of the drug
used. The authors concluded that antihypertensive
therapy with any commonly used regimes reduced the
risk of total major cardiovascular events, demonstrat-
ing that blood pressure reduction is beneficial by it-
self and a reduction of 10 mm Hg in systolic blood
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pressure (SBP) considerably decreases the likelihood
of stroke or myocardial infarction. (5)

WHICH IS THE BEST ANTIHYPERTENSIVE COMBINATION
THERAPY?

Nowadays it is frequent to prescribe two or more an-
tihypertensive drugs in order to achieve blood pres-
sure therapeutic goals, especially in high-risk patients;
therefore, discussion should focus on the ideal anti-
hypertensive combination therapy. Most combined
treatments include a thiazide diuretic: ACEI/thiazide,
AIIRA/thiazide, BB/thiazide, CCB/thiazide, thiazide/
potassium-sparing diuretic and CCB/ACEIL. Firstly, we
must be aware of the pros and cons of a CCB/ACEI
combination therapy before evaluating if this combi-
nation should be the treatment of choice for HPs.
The only two studies that used ACEI/CCB combi-
nation therapy in one of their treatment arms were
the ACCOMPLISH trial (Avoiding Cardiovascular
Events in Combination Therapy in Patients Living
with Systolic Hypertension) (6) and the ASCOT-BPLA
trial (Anglo-Scandinavian Cardiac Outcomes Trial-
Blood Pressure Lowering Arm). (7) Although both
studies used the same combination therapy in one of
their arms (ACEI/CCB) drugs were administered in a
completely different fashion. The former used a fixed
combination of ACEI/CCB, benazepril-amlodipine;
doses were force-titrated to maximal benazepril dose
levels of 40 mg, and the latter started with mono-
therapy with a CCB (amlodipine); amlodipine dose
could be doubled and then an ACEI could be added:
perindopril 2 and 4 mg (the traditional stepwise treat-
ment). The ASCOT-BPLA study is a randomized clini-
cal trial performed in HPs with three or more cardio-
vascular risk factors. The study evaluated if therapy
with amlodipine alone or combined with perindopril
was superior to treatment with atenolol alone or com-
bined with bendroflumethiazide in terms of incidence
of non fatal AMI and cardiovascular death. The
amlodipine-based regime had a non-significant 10%
risk reduction in the primary outcome, and a lower
incidence of stroke and new-onset diabetes. It should
be noted that BP in patients allocated to the am-
lodipine arm was 5.9/2.4 mm Hg lower than in pa-
tients in the atenolol-based regime after 3 months of
treatment, and amlodipine produced a 2.7mm Hg
systolic blood-pressure difference throughout the
study. After analyzing this study we may conclude that
it was designed to assess the efficacy and safety be-
tween “old drugs” and “new drugs”; if so, one may
ask why diuretics were not used as first option therapy
considering that thiazide diuretics are the oldest drugs
currently used in HT and have demonstrated to be
more efficient than atenolol. Furthermore, as we shall
see later, chlorthalidone would have been a better com-
parator drug taking into account the experience of
the ALHATT (Antihypertensive and Lipid-Lowering

to Prevent Heart Attack Trial) study, (8) among many
others. In addition, as 63% of patients were older than
60 years, atenolol was not the best option due not only
to the presence of adverse events in elderly patients
but mainly to the wide experience and favorable out-
comes with CCBs in this population. Probably this
combination might have “tipped the scales” towards
the amlodipine-based regime. Another piece of infor-
mation that should be taken into account is the possi-
bility that the benefit obtained with amlodipine was
a consequence of the reduction in BP seen through
the whole study (2.7 mm Hg). As a conclusion, this
study is indicating that amlodipine (alone or combined
with perindopril) is better than atenolol (alone or com-
bined with bendroflumethiazide) to prevent stroke
and new-onset diabetes mellitus in high-risk hyper-
tensive patients. In addition, amlodipine alone or com-
bined with perindopril is an efficient blood pressure
lowering drug that achieved and maintained low blood
pressure levels through the whole study, which might
explain the benefits obtained.

The ACCOMPLISH study is a multicenter, ran-
domized trial designed to assess the effect of two dif-
ferent fixed-dose combination drugs (ACEI/CCB
versus ACEI/HCTZ) on CVR in higk-risk HPs. The
study included 11,400 high-risk patients (diabetics,
elderly patients and patients with renal failure). High-
risk HPs were allocated to one of the two combina-
tion therapies; doses were force-titrated during the
first two months to achieve 40 mg of benazepril plus
5 mg of amlodipine or 12,5 mg of HCTZ. During the
first three months, doses could be increased to 10/40
mg of amlodipine/benazepril or 25/40 mg of HCTZ/
benazepril. After 30 months, around 80% of patients
in both treatment groups achieved target blood pres-
sure, compared with 37% at entry to the study. And
perhaps even more surprisingly, 50% of patients
achieved BP control with only one pill of any of both
combinations. Systolic blood pressure decreased from
145 a 132 mm Hg in the general population and in
special populations as diabetic HPs (from 145 to 131
mm Hg) and HPs with renal failure (from 149 to 136
mm Hg). Alter 40 months of follow-up, the trial was
terminated early due to a relative risk reduction of
20% in morbidity and mortality in the ACEI/CCB
group compared to ACEI/HCTZ group (unpublished
data).

During the ESH/ISH Hypertension 2008 in Berlin
the following conclusions were reported regarding the
ACCOMPLISH study:

— Starting hypertension treatment with fixed dose
combinations produced “remarkable” blood pres-
sure control rates:

Currently, millions of HPs are taking blood pres-

sure lowering drugs; yet their blood pressure lev-

els are not under control and they are still at risk
of cardiovascular events; therefore the degree of
blood pressure control achieved by these studies is
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highly beneficial and surprising. Nevertheless, it
should be remembered that each treatment group
was force-titrated over the first two months inde-
pendently of patient’s BP values. Particularly in
this study this meant that two months after enrol-
ment, patients should be receiving 40 mg of
benazepril plus 5 mg of amlodipine or 1.5 mg of
HCTZ regardless of their BP levels. Therefore, the
following statement should be added to the authors’
conclusions: “...from a fixed combination with
maximal doses of one of its components”, far dif-
ferent from the fixed low-dose combination sug-
gested in the guidelines.

Most elderly patients are considered to be at high-
risk and we are aware of the benefits derived from
blood pressure lowering therapies in these pa-
tients; however, we also know that the great dif-
ference between these patients and the rest of the
hypertensive population is that the reduction in
blood pressure levels should be achieved gradu-
ally to avoid hypotension and its deleterious ef-
fects. Sudden hypotension in an elder patient can
produce substantial changes in his/her quality of
life and in costs in health. Indeed, blood pressure
control should be achieved in these patients with
evidence that favors a step-by- step approach in
antihypertensive treatment; however, benefit from
fixed high-dose combination therapy is limited only
to the results of this study. There is not enough
support to recommend this type of aggressive
therapy in elderly patients or in subjects with clini-
cal evidence of cardiovascular disease. Recently, the
HYVET trial (HYpertension in the Very Elderly
Trial) (9) demonstrated the benefit of combination
therapy with perindopril/indapamide in very eld-
erly HPs. However, doses were increased in two
steps. The initial therapy with this fixed high-dose
combination of ACEI/CCB still needs to demon-
strate similar results to those of the aforemen-
tioned study and to the findings of the studies
publidshed during the nineties. Meanwhile, the
best option for elderly HPs is gradual BP control.

High-risk HPs are not all the same: For example,
a 65 year-old man with a stroke and SBP value of 133
mm Hg is considered a high-risk patient, and accord-
ing to the European guidelines and to the Argentine
Consensus of HT recommendations, he should start
with drug therapy and lifestyle changes. According to
the results of the present study, the initial therapy
for this high-risk patient should be a fixed combina-
tion of 40 mg of benazepril and 5 mg of amlodipine.
Cardiovascular risk increases progressively from BP
values of 115 mm Hg; nevertheless, there is no strong
evidence to support BP reduction below 130 mm Hg
in these patients. Furthermore, there is few data avail-
able only in diabetic patients; therefore there is not
enough evidence to support an aggressive initial

therapy with a fixed-dose combination of 40 mg of
benazepril and 5 mg of amlodipine in these patients.

The only two studies that have assessed a combi-
nation therapy with ACEI/CCB are the ASCOT trial,
which did not show any benefit in the primary
endpoint, and the ACCOMPLISH trial, that reported
favorable outcomes with a fixed-dose combination
with maximal doses of benazepril. Therefore, we may
conclude that:

— Both studies were performed predominantly on
high-risk patients; therefore their conclusions
should not be extrapolated to the all hypertensive
population.

— There is lack of evidence of the superiority of the
combination ACEI/CCB above other combination
therapies for low-risk hypertensive patients.

— The combination CCB/ACEI used in the ASCOT-
BPLA study did not show any significant benefit
in the primary endpoint and, even more, the ben-
efit obtained in the secondary endpoints might be
attributed to lower BP values achieved in the
amlodipine-based regime and not to the effect re-
lated to the drug or to drug combination.

— This combination proved to be effective in the AC-
COMPLISH study; however it should be consid-
ered that this benefit might be related to the way
these drugs were administered, with fixed —high
doses as initial treatment rather than to the com-
bination therapy.

— The treatment schedule of the ACCOMPLISH trial
should not be used in very elderly HPs or in pa-
tients with prehypertension with clinical evidence
of cardiovascular disease. Although both groups
of patients are at high risk, there is not enough
evidence yet to recommend this treatment.

Finally, we must take into account that most hy-
pertensive patients need more than one drug to
achieve BP control, and more than two drugs are re-
quired in patients with diabetes or renal failure. The
experience shows that a HP without coronary artery
disease who needs three drugs for BP control is re-
ceiving a triple combination of ACEI/AIIRA-diuretic-
CCB. In light of these results, it does not matter in
which order these drugs are prescribed in so far as
the great benefit is achieved by the blood pressure
lowering effect.
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Again, I want to point out that we all know that
the most important effect in hypertensive patients is
blood pressure reduction which was achieved with this
treatment schedule.

Finally, Dr. Diaz mentions that the primary
endpoint of the ASCOT study was not statistically sig-
nificant, but this was related to the fact that the steer-
ing committee stopped the trial early in October 2004
due to a reduction in mortality and in other second-
ary outcomes as stroke.

ACEIs have demonstrated that beyond being ex-
cellent antihypertensive drugs, they may prevent coro-
nary events and heart failure.

In addition, calcium channel blockers have dem-
onstrated to be excellent blood pressure lowering
drugs with antianginal properties and efficient in
stroke prevention.

The combination of these drugs produces a signifi-
cant reduction in blood pressure levels, prevents tar-
get organ damage and decreases the incidence of ad-
verse events, such as edema related to amlodipine.

On the contrary, beta blockers and diuretics
potentiate their adverse events, particularly new-on-
set diabetes and sexual dysfunction with a worse qual-
ity of life.

Finally, as we all know, the aim in hypertension
treatment is blood pressure control; in most cases two
or more drugs are needed to achieve this goal.

At present, two studies early interrupted by a steer-
ing committee have demonstrated that angiotensin-
converting enzyme inhibitors and calcium channel
blockers are the drugs of choice.

Dr. Guillermo Fabregues

A REPLY FROM THE AGONIST

I agree with Dr. M6nica Diaz when she states that the
only two trials that used combination therapy with
ACI/CCB in one of their arms are the ACCOMPLISH
trial and the ASCOT trial.

She emphasizes that although both studies used
the same combination therapy in one of their drug
regimes, they were administred in a completely dif-
ferent fashion.

In the ACCOMPLISH trial doses were forced-ti-
trated to maximal levels and the ASCOT trial used a
stepwise treatment to achieve the therapeutic goal.

I would like to point out that both studies pre-
sented similar results using different treatments and
were stopped early by the steering committee due to
the results obtained in the arm ACEI/CCB compared
to other drugs.

I also agree when she emphasizes that in the
ASCOT study the greatest reduction in blood pres-
sure occured in the amlodipine-perindopril arm.

A REPLY FROM THE ANTAGONIST

I agree with Dr. Fabregues’ concepts on beta blockers;
however, my opinion with diuretics is slightly differ-
ent. Although they may produce metabolic disorders,
several studies have demonstrated that these drugs
reduce cardiovascular events, and this is the effect
we are looking for when we treat a hypertensive pa-
tient: we are trying to avoid cardiovascular events.
We all know that a considerable number of hyperten-
sive patients need the addition of a third drug, and in
these cases diuretics are clearly indicated. Diuretics
have demonstrated to reduce blood pressure levels and
CVE when added as a second or third option in large
trials.

I agree with the opinion regarding renin-angi-
otensin-aldosterone system inhibitors and calcium
channel blockers; however, there are few data to re-
ply the question of the controversy: which is the” best
combination”? The answer may not be so simple, as
the studies designed to compare “head to head” iso-
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lated or combined drugs are also designed to achieve
strict blood pressure control. Therefore, a third or
fourth drug is added to each treatment group, mak-
ing the interpretation of the results even more diffi-
cult.

Both drugs are excellent and the ACCOMPLISH
study has demonstrated the efficacy of combination

therapy with ACEI-CCB; nevertheless, we should not
forget the wide experience we have with combined
therapy with diuretics. Finally, I think that BP con-
trol offers a great benefit as reduced BP level is a pro-
tective factor by itself.

Dra. Monica Diaz



