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Click on this link for
Prof. LH Opie’s 
comments
‘EUROPA will encourage
clinicians to use an ACE
inhibitor more frequently in
patients with coronary disease.
Previously the only indication
was for high-risk patients.’

Click on this link for
Prof. DP Naidoo’s
comments
‘EUROPA implies that
perindopril is indicated in all
patients with stable coronary
artery disease.’

Click on this link for
Dr AJ Dalby’s 
comments
‘Adding the ACE inhibitor
perindopril will become
standard therapy – on top 
of aspirin, a beta-blocker 
and lipid-lowering therapy –
in all patients with coronary
disease, irrespective of
whether or not they have
other risk factors.’

Coversyl ® prevents cardiovascular death
and MI in patients with CAD regardless of

their cardiovascular risk

Background
• EUROPA is the largest study ever conducted in

patients with stable coronary disease.
• The study involved 12 218 patients from 24

European countries.
• In addition to optimal therapy, patients were ran-

domised to Coversyl® 8 mg once daily or placebo,
for an average of four years.

• Coversyl® 8 mg was chosen for the EUROPA study
based on its 24-hour efficacy, blood-pressure
control, cardiovascular anti-ischaemic and anti-
atherogenic properties, tolerability and ease of use.

Results 
• Coversyl® 8 mg once daily reduced:

– The combined primary endpoint of cardiovascu-
lar death, myocardial infarction and cardiac
arrest by 20% (p = 0.0003)

– Myocardial infarction (fatal or non-fatal) by 24%
(p < 0.001) 

– Heart failure by 39% (p = 0.002).
• Benefits were present in all patient groups with or

without hypertension and diabetes, and irrespective
of age.

Lead investigator comments
• ‘Perindopril added to standard optimal therapy over

a four-year period would stop 100 000 heart attacks
or cardiovascular deaths in a country with a popula-
tion of 60 million,’ Professor Kim Fox, Royal
Brompton Hospital, London, UK.

• ‘We now have sufficient evidence to show that
perindopril, beyond its blood-pressure lowering
effect has additional advantages and should be
used to treat all patients with angina pectoris, histo-
ry of heart attacks and other evidence of coronary
disease, regardless of their hypertensive status,’
Professor Willem Remme, ‘Sticares’ Cardiovascular
Research Institute, Rhoon, The Netherlands.

• ‘The EUROPA results have now confirmed the life-
saving benefits of perindopril in coronary disease
patients properly treated with preventive medica-
tions. Optimal preventive treatment should now
include perindopril,’ Professors Kim Fox and Willem
Remme.

Summary
The long-acting ACE inhibitor perindopril (Coversyl®)
significantly reduces the risk of cardiovascular death
and heart attacks in patients with stable coronary
disease, including patients with angina and or a
previous heart attack.

Reference
EUROPA Study Investigators. The EUROPA study. Lancet 2003
(in press).

Click on this link for the full results
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Perindopril* (Coversyl ®) prevents cardiovascular death and
myocardial infarction in coronary disease patients regardless 
of their cardiovascular risk

Vienna, Austria, 31 August, 2003 – The
long-acting ACE inhibitor perindopril
(Coversyl®) significantly reduces the
risk of cardiovascular death and heart
attacks in patients with stable coronary
disease which includes patients with
angina and or a previous heart attack,
according to results from the landmark
EUROPA study1 (EUropean trial on
Reduction Of cardiac events with
Perindopril in stable coronary Artery
disease), announced today at the
European Society of Cardiology (ESC)
annual meeting. 

EUROPA is the largest study ever
conducted in patients with stable coro-
nary disease. The study involved
12 218 patients from 24 European
countries. Patients were randomised to
perindopril 8 mg once daily or placebo,
in addition to optimal therapy, for an
average of four years. 

Perindopril reduced the combined
primary endpoint of cardiovascular
death, myocardial infarction and 
cardiac arrest by 20% (p = 0.0003).
This was associated with an 11%
reduction in total death (not statistical-
ly significant). In addition, perindo-
pril reduced myocardial infarction
(fatal or non-fatal) by 24% (p < 0.001)
and heart failure by 39% (p = 0.002).
Benefits were present in all patient
groups with or without hyperten-
sion and diabetes, and irrespective of
age.

EUROPA is the first study to
demonstrate the efficacy and safety of
ACE inhibition in a broad spectrum of
patients with stable coronary disease.
The study involved coronary disease
patients commonly seen in clinical
practice, optimally treated with other
preventive therapy (aspirin, statins and
beta-blockers).

‘The results of EUROPA represent a
milestone in cardiology, proving for
the very first time the life-saving bene-
fits of an ACE inhibitor, perindopril, in
this patient population. Perindopril
added to standard optimal therapy over
a four-year period would stop 100 000
heart attacks or cardiovascular deaths
in a country with a population of 
60 million’, commented study co-

chairman Professor Kim Fox, Royal
Brompton Hospital, London, UK.

‘This is a major step forward and
will have important implications in the
future management of coronary dis-
ease. Coronary disease is the most
common type of heart disease and
accounts for almost one-third of all
deaths, which is approximately 16 mil-
lion deaths every year worldwide’,2

he added.
The long-acting ACE inhibitor

perindopril (Coversyl®), 8 mg once
daily, was chosen for the EUROPA
study based on its 24-hour efficacy,
including blood-pressure control, its
documented cardiovascular anti-
ischaemic and anti-atherogenic proper-
ties, and also because it is easy to use
and well tolerated. 

‘For the first time we have a drug
that not only treats hypertension, an
important cardiovascular risk factor,
but also improves the outcome of
patients with coronary disease. We
now have sufficient evidence to show
that perindopril, beyond its blood-
pressure lowering effect, has addi-
tional advantages and should be used
to treat all patients with angina pec-
toris, history of heart attacks and other
evidence of coronary disease, regard-
less of their hypertensive status,’ said

the study co-chairman Professor
Willem Remme, ‘Sticares’ Cardio-
vascular Research Institute, Rhoon,
The Netherlands.

Perindopril has well-documented
efficacy in the treatment of cardio-
vascular diseases, including hyperten-
sion, heart failure and more recently,
with the results of PROGRESS
(Perindopril Protection Against Recur-
rent Stroke Study),3 in cerebrovascular
disease. The results of EUROPA
demonstrate the benefits of perindopril
for the treatment of patients with stable
coronary disease.

‘Coronary disease represents a
major and growing public health prob-
lem worldwide. It is our duty to
improve life expectancy and quality of
life. The EUROPA results have now
confirmed the life-saving benefits of
perindopril in coronary disease patients
properly treated with preventive med-
ications. Optimal preventive treatment
should now include perindopril,’ con-
cluded the chairmen of the EUROPA
study (Professors Kim Fox and Willem
Remme).

For further information, call Jacqui
Nieburg of Servier Laboratories on (011)
233-6000.

*Perindopril is approved in 118 countries under the trade names Coversyl ®, Coverex ®,
Acertil ®, Prestarium ®, Prexanil ®, Prexum ®, Coverene ®, Coversum ®, Procaptan ® and
Aceon ®.
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A South African Perspective

Professor LH Opie
Director of the Hatter Institute, Cape
Heart Centre, University of Cape
Town Medical School, Cape Town.

1. Do the EUROPA results imply that
ACE inhibitors should be mandato-
ry in all patients with stable coro-
nary disease already treated with
statins, aspirin and beta-blockers,
regardless of their blood pressure?

Mandatory is a strong word – I would-
n’t say that ACE inhibitors should be
mandatory, but ACE inhibitors should
be considered positively. First consid-
er: have lipid goals been reached, has
the patient lost weight and stopped
smoking and is there diabetes? Low
blood pressure is one of the side effects
of this type of drug – hypotension was
an exclusion criterion in the trial – so
we can’t say give patients ACE
inhibitors regardless of their BP. 

The EUROPA study included
patients whose sitting systolic blood
pressure was greater than 110 mm Hg.
So we should consider ACE inhibitors
in patients with sitting systolic blood
pressures greater than 110 mm Hg. 

If patients have established hyper-
tension of any significant degree, this
has to be treated as part of one’s
approach. One should consider an ACE
inhibitor as part of their therapy.

2. Do you think the dose of perindopril
is important?

Yes – the dose of perindopril is impor-
tant. The EUROPA study used a dose
of 8 mg perindopril. This is double the
conventional dose of 4 mg. I consider
the dose is important. One can’t say
that 4 mg would have given the same
results.

The rationale for using a high dose
of perindopril is to inhibit the adverse
effects of angiotensin II and to make
sure that perindopril reached the gener-
ation site of angiotensin II in the tis-
sues.

3. What do you feel are the unique
clinical implications of EUROPA
compared to other clinical trials?

Most other ACE trials have been in
relation to heart failure or hyperten-
sion. EUROPA is closest to the HOPE
study, which was a prevention study.
HOPE included high-risk patients,
while EUROPA has included lower
risk patients. EUROPA is the only ACE
inhibitor study with stable coronary
artery disease as the critical entry point.

4. How do you think the results of
EUROPA will change clinical prac-
tice, taking into consideration the
CV risk profile of the patients?

It will encourage clinicians to use an
ACE inhibitor more frequently in
patients with coronary disease.
Previously the only indication was for
high-risk patients.

On the basis of the HOPE study,
some doctors would already use ACE
inhibitors in coronary disease.
EUROPA confirms the benefit of the
ACE inhibitor perindopril in patients at
lower risk. EUROPA gives added
information on risk reduction in
asymptomatic coronary disease.

5. Do you feel the EUROPA results
with perindopril can be considered
to be a class effect?

It’s difficult to say that something is a
class effect. When can you say that
something is a class effect? For exam-
ple, when beta-blockers were being
investigated for post-infarct protection,
the first drug studied was timolol.
When the results were confirmed with
propranolol, then it was considered a
class effect. However, in heart failure it
seems as if some beta-blockers achieve
benefits while others don’t, so this is
not a class effect – rather a subclass
effect.

We will need several studies show-
ing the same benefits before we can say

this is a class effect for ACE inhibitors.
So far, we have HOPE and EUROPA.
A third study would enable a meta-
analysis of the preventive effects of
ACE inhibitors in patients with cardio-
vascular disease to be carried out. A
third study is coming – the PEACE
study, which is investigating a third
ACE inhibitor, trandolapril. Results are
due next year. If it shows a similar
trend, we could say it was likely to be
an effect of this type of ACE inhibitor.
Ramipril (used in HOPE), perindopril
(EUROPA) and trandolapril (PEACE)
are all long-acting ACE inhibitors, and
they may possibly show similar tissue
qualities. If this were so, then we could
say this was a property of this subclass
of ACE inhibitors, but not of all ACE
inhibitors.

Professor DP Naidoo
Department of Medicine, Nelson R.
Mandela School of Medicine,
University of Natal, Durban.

1. Do the EUROPA results imply that
ACE inhibitors should be mandato-
ry in all patients with stable coro-
nary disease already treated with
statins, aspirin and beta-blockers,
regardless of their blood pressure?

EUROPA implies that perindopril is
indicated in all patients with stable
coronary artery disease.

2. Do you think the dose of perindopril
is important?

I do not know the answer to this. In fact
I think nobody does. It would appear
that if maximal suppression of ACE
was required then the maximal dose
titrated is desirable.

3. What do you feel are the unique
clinical implications of EUROPA
compared to other clinical trials?

EUROPA results are applicable to the
large group of stable coronary artery
disease patients including the non-
diabetic group. Some ACE inhibitors
are indicated in diabetic patients with
risk factors. EUROPA extends the
indication of ACE inhibitors to the
non-diabetic group (90% of EUROPA
enrolments).
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4. How do you think the results of
EUROPA will change clinical prac-
tice, taking into consideration the
CV risk profile of the patients?

This group of patients usually have
multiple risk factors, i.e. hypertension,
diabetes, myocardial infarction, for
which ACE inhibition is indicated.

5. Do you feel the EUROPA results
with perindopril can be considered
to be a class effect?

Although there is no outcome data to
suggest the benefits are mediated
through the tissue-specific effects of
ACE inhibition, current evidence sug-
gests agents such as perindopril and
ramipril would be indicated in this
high-risk group in order to reduce
ischaemic events.

Dr AJ Dalby
Cardiologist in private practice,
Milpark Hospital, Johannesburg,
South Africa.

1. Do the EUROPA results imply that
ACE inhibitors should be mandato-
ry in all patients with stable coro-
nary disease already treated with
statins, aspirin and beta-blockers,
regardless of their blood pressure?

Yes – because significant benefit has
been shown. As with all therapies – in
Africa, in the developing world con-
text, it is important to know that this
will impose an additional cost, because
it expands the number of patients who
will require treatment. 

It is clear to me that if we look at the
progression of ACE inhibitor studies,
from SOLVD, to HOPE and to
EUROPA – ACE inhibitors have
expanded their role from being used in
patients with LVD (left ventricular dys-
function), to high-risk patients and now
to all patients with coronary disease.

The results of EUROPA show an
absolute reduction in events that is
clinically important – a 2.5 per cent
reduction in the risk of death, myocar-
dial infarction and resuscitated cardiac

arrest. The number needed to treat is
about 50 – which is acceptable. But
cost remains an issue.

I predict that those who fund medi-
cines may initially refuse to pay for
treatment, but will then gradually
accept it as standard therapy. This hap-
pened with ACE inhibitors after HOPE
and with the expanded indications for
statins. We were told that they would
not be funded, but eventually they
were. 

2. Do you think the dose of perindopril
is important?

Only one dose of perindopril was test-
ed in the EUROPA trial. The evidence
is for 8 mg perindopril. This is what we
have to give patients.

The issue can be considered in rela-
tion to HOPE, where dose was impor-
tant – the SECURE sub-study compar-
ing 2.5 mg with 10 mg ramipril con-
firmed that the higher dose had a
greater effect on a surrogate endpoint.
So the correct dose will also be impor-
tant with perindopril.

It is important to remember that
some patients can’t tolerate high doses
of ACE inhibitors – because they suffer
hypotension. It would be a good idea to
consider dose titration for individual
patients. EUROPA showed that 10 per
cent of patients were not eligible for
randomisation because they were intol-
erant of perindopril, or suffered renal
dysfunction or hypotension. 

In general, dose titration is a good
idea. The trial started at patients on 4
mg, but it could be possible to titrate
from 2 mg to 4 mg and then to 8 mg,
titrating to full dose over a month or
two. Remember that we are dealing
with patients as individuals. A cautious
dose titration is important, particularly
in normotensive patients, as adding an
ACE inhibitor to their therapy could
cause hypotension. Serum potassium
and creatinine levels should also be
monitored.

3. What do you feel are the unique
clinical implications of EUROPA
compared to other clinical trials?

EUROPA is a unique study. HOPE
included older patients who had
multiple risk factors – regarded as
higher risk patients. This left the
question of what to do in patients 
who were younger than 55 years?
EUROPA has expanded the evidence
base to show that perindopril will 
be beneficial in these patients. It
widens the field for the application 
of ACE inhibitors in secondary pre-
vention.

4. How do you think the results of
EUROPA will change clinical
practice, taking into consideration
the CV risk profile of the patients?

Adding the ACE inhibitor perindopril
will become standard therapy – on top
of aspirin, a beta-blocker and lipid-
lowering therapy – in all patients with
coronary disease, irrespective of
whether or not they have other risk
factors. There is evidence of benefit
with each of these drugs in patients
with coronary disease. Secondary
prevention with ACE inhibitors has
been confined to the top end of the risk
spectrum of patients with coronary
disease until now.

5. Do you feel the EUROPA results
with perindopril can be considered
to be a class effect?

This is a difficult issue. The drug tested
in the EUROPA study was perindopril.
No studies have shown similar benefits
with enalapril or lisinopril, the ACE
inhibitors available as generics in
South Africa. Perindopril is the drug of
choice. 

Some will say that it is a class effect,
and will prefer to use cheaper agents. 
It is a difficult issue, but we have 
to consider that first-class therapy 
will be to give perindopril to patients
with coronary disease. Cost constraints
may mean that some patients may 
have to accept second-class therapy,
such as a generic ACE inhibitor, 
if the choice is for a generic or nothing
at all.


