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Prevention of cardiovascular disease:
an evidence-based clinical aid 2004

Practical Implementation Taskforce for the Prevention of Cardiovascular Disease

ardiovascular disease is the leading cause of morbidity and

mortality in Australia. It is therefore important that all

medical practitioners are familiar with the well documented
risk factors for cardiovascular disease, as well as the outcome
benefits of pharmacological and other interventions.

The large and ever-increasing body of clinical evidence, the range
of patient groups at risk and the plethora of recommended
interventions all make it increasingly difficult for busy doctors to
adopt an integrated approach to prevention of vascular events.
While absolute risk calculators, such as the Framingham Heart
Study Prediction Score Sheets (www.nhlbi.nih.gov/about/framing-
ham/riskabs.htm) or the New Zealand Cardiovascular Risk Factor
Calculator (www.racp.edu.auw/bp/resources/EBM_cardio.pdf), ena-
ble doctors to assign overall risk, guidelines for management are
usually focused on single interventions. Moreover, the continual
emergence of new data on vascular risk management redefines risk
categories and approaches to risk management.

Prevention of cardiovascular disease: an evidence-based clinical aid
was developed by a multidisciplinary group of physicians to
address this issue and was first published by the MJA in July 2003.
We have revised and updated our evaluation of current best
practice based on a rigorous analysis of available published evi-
dence to March 2004, and formulated a concise and up-to-date
guide for the prevention of cardiovascular disease. This consensus
of opinions is summarised in this document (see Clinical aid, page
F12) and provided as a single-page chart for use in clinical practice
as a desktop reference.

Patients were classified as being either at high or low risk of
cardiovascular events (Box 1). It is widely considered that high-risk
patients are those with clinically evident vascular disease, renal
disease, diabetes or other risk factors conferring an annual risk of a
future event of 2%-3% or greater. Risk can be calculated using an
absolute risk-factor calculator (see above).

The major interventions considered were:

e lifestyle changes;
e cessation of smoking; and
e treatment of hypertension and dyslipidaemia.

Where new indications for treatment have been demonstrated in
particular circumstances for a single product, this product is
shown; otherwise, the class of agents is presented. We considered
the results of recent trials that will potentially have a major impact
on the management of high-risk patients. Such trials include the
HOPE study,' the PROGRESS study® and the Heart Protection
Study.® Furthermore, the recognition that proteinuria imparts sub-
stantial risk warranted the inclusion of specific advice for the
population with this risk factor. Although the importance of
homocysteine, Lp(a) and fibrinogen as cardiovascular risk factors
was recognised, the infrequent measurement of these parameters in
usual practice, together with the lack of proven interventions,
justifies their omission from this review.

We anticipate further updates and revisions to the aid to maintain
its currency in the context of a rapidly expanding cardiovascular
evidence base. The management recommendations of this “living”
document will continually evolve as new evidence is published.

1 Categories of patients based on future risk
of a cardiovascular event

High-risk patients are those with:

¢ Clinically evident coronary heart disease (prior acute myocardial
infarction, angina, or history of a revascularisation procedure)

¢ Clinically evident vascular disease (cerebrovascular or peripheral
vascular disease)

® Diabetes
® Renal disease

® Arisk of a future vascular event = 2%-3% per year, based on an
aggregate of unfavourable risk characteristics*

Low-risk patients are those with:
® Arisk of a future vascular event < 2%-3% per year*

*Determined using a calculation of the 5-year risk of any cardiovascular event
and death, from a validated absolute-risk calculator such as the Framingham
Heart Study Prediction Score Sheets or, in the case of type 2 diabetes, the UK
Prospective Diabetes Study risk calculator (www.dtu.ox.ac.uk/
index.html?maindoc=/riskengine/).

It should be noted that this clinical aid applies to the long-term
management of cardiovascular risk in general practice or commu-
nity-based physicians’ practice. It does not cover the medical
management of acute coronary syndromes or heart failure.

Recommendations for all patients

Healthy lifestyle

Advice concerning the benefits of smoking cessation, physical
activity and healthy dietary choices should be given at a population
and individual level. These measures are considered as first-line in
any management decisions.

a) Cessation of smoking

There is extensive evidence that smoking is strongly related to
mortality, largely because of an increased risk of CHD and stroke.*
Furthermore, smoking cessation has been shown to decrease this
risk in patients with and without established CHD.” In patients
with peripheral vascular disease or stroke, smoking cessation is
associated with improved exercise tolerance and survival, and
decreased rates of limb amputation and recurrent stroke.’

b) Exercise

While there is limited evidence from RCTs of the value of exercise
in primary prevention of cardiovascular disease, there is strong
observational evidence that moderate, regular physical activity
reduces the risk of both CHD® and stroke,” and that the risk is
increased in people with a sedentary lifestyle.® For secondary
prevention after AMI, two meta-analyses of exercise-based rehabili-
tation in up to 14 RCTs have shown reductions in mortality of
between 20% and 25% (absolute risk reduction [ARR], 3.1%) at 3-
year follow-up, although many of the trials allowed other risk-factor
intervention as well.»'® While these data must be interpreted with
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Glossary of abbreviations

ACE inhibitor — angiotensin-converting enzyme inhibitor
AlIRA — angiotensin Il receptor antagonist

AMI — acute myocardial infarction

CCF - congestive cardiac failure

CHD - coronary heart disease

HDL cholesterol — high-density lipoprotein cholesterol
LDL cholesterol — low-density lipoprotein cholesterol
RCT - randomised controlled trial

TIA — transient ischaemic attack

caution, prescribing a moderate degree of regular physical exercise
is consistent with published evidence.

c) Diet

Cohort studies have shown that eating fruit and vegetables reduces
the risk of heart attack and stroke.!' One RCT showed that a
Mediterranean diet decreased mortality by 30% at 27 months after
AMI (ARR, 4.0%)."? In addition, a modest intake of fish (as little as
35 g daily) appears to decrease the relative risk of AMI."? Following
general advice to decrease the intake of saturated fats and choles-
terol and increase the intake of polyunsaturated fats favourably
affects serum lipid levels and decreases the likelihood of CHD.'*
Finally, weight maintenance education should be part of routine
advice for the general population, but is particularly important in
patients at increased risk of cardiovascular events.

d) Stress

Recently, an Expert Working Group of the National Heart Founda-
tion of Australia undertook a review of the evidence relating to
major psychosocial risk factors to assess whether these influenced
the development of CHD and acute coronary events.'” They
concluded that there was “no strong or consistent evidence for a
causal association between chronic life events, work-related stres-
sors (job control, demands and strain), type A behaviour patterns,
hostility, anxiety disorders or panic attacks and CHD”.'”> However,
there was strong and consistent evidence of an independent and
causal association between depression, social isolation and the
prognosis of CHD and, importantly, the impact of these was of a
similar order to conventional risk factors such as smoking.'” It is
therefore crucial that these psychosocial factors are considered
during individual CHD risk assessments.

Recommendations for patients with established
vascular disease

1. Normotensive patients with a history
of cardiovascular disease

The HOPE,! PROGRESS? and, more recently, EUROPA studies'®
have examined the effects of preventive treatment with ACE
inhibitors in normotensive high-risk patients. In the HOPE study,
patients with CHD, peripheral vascular disease, stroke, or diabetes
(types 1 or 2) and an additional risk factor were randomly allocated
to receive ramipril 10 mg daily or placebo. Patients were included
irrespective of a history of hypertension, but those with blood
pressure greater than 140/90 mmHg or with a specific indication
for treatment with an ACE inhibitor (eg, CCF) were excluded. The
3/1 mmHg lower blood pressure in the ramipril group at the end of
the study was unlikely to explain the highly significant 22%

reduction in the combined endpoint of cardiovascular death, stroke
or heart attack (cardiovascular death [26% reduction; ARR, 2.0%],
stroke [32% reduction; ARR, 1.5%], heart attack [20% reduction;
ARR, 2.2%]; P<0.05) or the 17% decrease in total mortality
(P<0.05.

In the PROGRESS study,® patients with a previous history of
stroke or TIA were randomly allocated to perindopril 4mg +
indapamide 2.5 mg versus placebo, whether there was a history of
hypertension or not. When given together this combination
reduced the risk of recurrent stroke (fatal or non-fatal) and major
vascular events in both normotensive and hypertensive patients
with this background.” There was also a significant reduction in
major coronary events (26%) and the development of heart failure
(26%) in these patients with underlying cerebrovascular disease.'”
The magnitude of blood pressure reduction in the active treatment
group was greater in the PROGRESS study (9/4 mmHg) than in the
HOPE study (3/1 mmHg), making it less clear as to how much of
the benefit seen in the PROGRESS study was independent of blood
pressure reduction alone.

The recently published EUROPA study'® looked at patients with
known ischaemic heart disease, and participants were randomly
allocated to receive perindopril 8 mg or placebo, independent of
whether or not they had a history of hypertension. At 5 years, there
was a significant 20% reduction in cardiovascular mortality, infarc-
tion and cardiac arrest in patients who received perindopril, with a
blood pressure difference of 5/2 mmHg between the groups.

It appears that, in patients with a history of CHD or cerebrovas-
cular disease, treatment with a high dose ramipril- or perindopril-
based regimen will improve outcomes whether or not there is a
history of hypertension, and that at least some of these benefits are
independent of blood pressure reduction alone.

In the immediate post-infarct management of normotensive
patients, a mortality benefit in the short term has also been
demonstrated with B-blockers'® and ACE inhibitors (particularly in
patients with associated heart failure),'® with less robust evidence
for calcium channel blockers, verapamil and diltiazem.?*-%*

2. Patients with elevated blood pressure and a history
of cardiovascular disease

While epidemiological studies have established that raised blood
pressure is a major risk factor for cardiovascular events in patients
with a history of AMI,** until recently there has been no systematic
review or RCT that specifically examines blood pressure reduction
in patients with established CHD, nor in those with peripheral
vascular disease; however, the results of the HOPE, PROGRESS and
EUROPA studies are applicable to patients with hypertension. In
our recommendations, and those of both the JNC-7 Report24 and
the National Heart Foundation,”’ the benefits of blood pressure
lowering in patients with CHD have been extrapolated mostly from
primary prevention trials and from studies of patients after AMI.'+'8-22
Evidence of event reduction exists for patients taking calcium
channel blockers,2%2222% diuretics and B-blockers,?*>> and ACE
inhibitors.! %> In patients with elevated blood pressure and a
history of stroke or TIA, the evidence is strongest for the use of ACE
inhibitors (ramipril 10mg; and perindopril 4 mg when given with
indapamide 2.5 mg),l’Z diuretics and B-blockers.>*38

More recently, the INVEST study®” examined patients with
hypertension and known ischaemic heart disease. This study found
that event rates were similar in both subjects taking a verapamil-
based regimen and in those receiving atenolol-based therapy.
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However, to achieve target blood pressures, most patients in both
study groups were taking combination therapy that also included
an ACE inhibitor and thiazide diuretic.

As over 50% of patients in the ALLHAT study>® had a history of
atherosclerotic cardiovascular disease, the result of this study
should be considered when blood pressure lowering is contem-
plated for such patients.”® Specifically, the results of treatment with
ACE inhibitors, diuretics or calcium channel blockers were compa-
rable. It should be noted, however, that there was an increased rate
of development of diabetes mellitus in the thiazide diuretic treat-
ment arm. In view of the impact of diabetes on cardiovascular event
rates, this finding may have implications for cardiovascular disease
beyond the 5-year treatment period covered by the trial.

3. Patients with dyslipidaemia and a history
of cardiovascular disease

There is strong RCT evidence that lowering cholesterol levels
decreases cardiovascular mortality and morbidity in patients who
have been diagnosed with an acute coronary syndrome or myocar-
dial infarction,™ even if cholesterol levels are normal.>*'** The
most substantial data are from studies of simvastatin and pravasta-
tin,**%%2 bu, recently, results of the PROVE-IT study*® suggest that
intensive lipid lowering with atorvastatin 80mg improves out-
comes more than moderate lipid lowering in patients with acute
coronary syndromes and cholesterol levels less than 6.2 mmol/L.*?
The Heart Protection Study® provides the most complete informa-
tion of the benefits of lowering cholesterol level in a wide range of
circumstances. Both men and women with total cholesterol levels
greater than 3.5mmol/L and with a history of cardiovascular
disease (including those with a history of coronary disease, cere-
brovascular disease, or peripheral vascular disease) achieved a
significant reduction in major vascular events (P<0.001) irrespec-
tive of the starting cholesterol level.

In men with low levels of HDL cholesterol and a history of CHD,
gemlfibrozil significantly reduced the risk of major cardiovascular
events, in the absence of an effect on LDL cholesterol level. ¥

In patients with diabetes and CHD, the data are strongest for the
use of statins,>***? but, again, in patients with low levels of HDL
cholesterol gemfibrozil is efficacious.** To date, this evidence has
been derived from subgroup analyses. In RCTs, it has been shown
that both pravastatin and simvastatin reduce the incidence of stroke
in patients with CHD>*1%% but in those without CHD the
evidence is strongest for simvastatin.® There are no “head-to-head”
outcome studies of statins versus fibrates.

Recommendations for patients with diabetes
without known cardiovascular disease

1. Patients with diabetes and “normal” blood pressure

In patients with diabetes, “normal” blood pressure is arbitrarily
defined as being less than 130/85 mmHg and “ideal” blood pressure
as less than 120/80 mmHg.*> As the HOPE study' only included
patients with diabetes if they had at least one cardiovascular risk
factor, treatment of low-risk patients with diabetes (ie, those who
have no additional cardiovascular risk factors) with an ACE inhibi-
tor to prevent future CHD events is not supported by current data.
Observation with repeated measurement of blood pressure at least
annually is recommended.?>*

2. Patients with diabetes and elevated blood pressure

A systematic review of RCTs has shown that ACE inhibitors,
diuretics, calcium channel blockers and -blockers are all effective
in primary prevention of cardiovascular events in patients with
diabetes and hypertension.*” There is no clear evidence that any of
these classes is more effective than another in event reduction,?®?8
and currently drugs of all of these classes are recommended to treat
blood pressure in patients with diabetes.?” Despite this, an apparent
greater reduction in major cardiovascular events (including heart
failure) occurring with ACE inhibitors, compared with some cal-
cium channel blockers,*®° has led us to list calcium channel
blockers as second-line therapy. In addition to reducing cardiovas-
cular events, ACE inhibitors have a major role in renal protection in
patients with type 1 diabetes and hypertension.”! Similar protection
has recently been shown with the AIIRAs irbesartan’**> and
losartan,” including patients with type 2 diabetes and left ventricu-
lar hypertrophy.”

3. Lowering cholesterol level in patients with diabetes

In the Heart Protection Study,”*® patients with diabetes with a total

cholesterol level greater than 3.5mmol/L had significantly fewer
major vascular events (P<0.0001) when taking simvastatin 40 mg,
whether or not they had a prior history of CHD. To date, this is the
largest intervention trial of statin therapy in patients with diabetes
and thus should be considered the definitive trial. These data
support the use of a statin for both primary and secondary
prevention of major vascular events in patients with diabetes.
Furthermore, three large primary prevention RCTs using lovasta-
tin,”" gemfibrozil®® and bezafibrate®® have each shown a benefit in
preventing cardiovascular events. Thus, a predominant elevation of
total or LDL cholesterol levels indicates a statin is appropriate initial
therapy, whereas a fibrate could be an appropriate choice in patients
with low levels of HDL cholesterol and raised triglyceride levels.
When treating combined hyperlipidaemia, both classes of drug may
be required, but there are no outcome data from using this
approach and practitioners should exercise caution in prescribing
this combination. Definitive trials on lipid management in patients
with diabetes (eg, the FIELD study®”) are still to be published.

4. Cardiovascular prevention with other therapies

As the HOPE study included patients with diabetes and dyslipidae-
mia (total cholesterol level >5.2 mmol/L and HDL cholesterol level
0.9mmol/L),°! the use of ramipril in addition to other therapies
should be advocated in diabetic patients with dyslipidaemia or
other cardiovascular risk factors.

Recommendations for patients with non-diabetic
renal disease

1. Patients with non-diabetic renal disease and
“normal” blood pressure

Renal insufficiency is a well described predictor of cardiovascular
outcomes.®* Hypertension in patients with renal disease is defined
as blood pressure greater than 130/85mmHg,° although observa-
tional studies suggest that even a lower blood pressure confers an
increased risk. Despite this, there is no RCT of antihypertensive
therapy showing treatment benefit if blood pressure is below this
threshold. Ongoing observation with repeated measurement of
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blood pressure every 6 months is currently recommended for
normotensive patients with non-diabetic renal disease.?*%>%¢

2. Patients with non-diabetic renal disease
and hypertension

The benefits of treating hypertension in patients with established
renal disease have largely been studied with surrogate endpoints,
and the effects of lowering blood pressure on cardiovascular
outcomes have not been specifically assessed. Nevertheless,
patients with renal dysfunction are at high risk of CHD and it is
reasonable to extrapolate from this that aggressive blood pressure
lowering will confer a substantial benefit.*”

Published data support the use of ACE inhibitors as first-line
treatment for hypertension, with greater demonstrated efficacy in
reducing proteinuria than calcium channel blockers.”" Further, in a
meta-analysis of a number of clinical trials, ACE inhibitors were
more effective than other agents in delaying the development of
end-stage renal disease; however, it could not be determined
whether this was due to the lower blood pressure achieved with
ACE inhibitors or to effects independent of blood pressure.®® B-
Blockers and diuretics are also recommended.?**> If calcium
channel blockers are used they should be considered as second-line
therapy after ACE inhibitors.>!

More recent information in this patient group has been derived
from the CATS®" and COOPERATE® studies. The CATS study
showed that, although renal function deteriorated markedly after a
first AML, it was significantly preserved by taking the ACE inhibitor
captopril. Patients after a first anterior-wall AMI were allocated at
random to receive captopril (up to 75mg daily) or placebo, after
completion of a streptokinase infusion. Renal function determined
by calculating glomerular filtration rate was found to decline by
5.5mlL/min within 1 year versus only 0.5 mL/min in the captopril
group (P<0.05). The beneficial effects of captopril were most
pronounced in patients with the most compromised renal function
at baseline.

The COOPERATE study® aimed to assess the effects of ACE
inhibitor and AIIRA therapy, both in combination as well as
monotherapy at maximal dose. Participants were randomly
assigned to receive losartan 100 mg daily or trandolapril 3 mg daily,
or a combination of both drugs at equivalent doses. Survival
analyses were done to compare the effects of each regimen on the
primary combined endpoint of time to doubling of serum creati-
nine concentration or end-stage renal disease on an intention-to-
treat basis. Eleven per cent of patients taking the combination
treatment reached the combined primary endpoint, compared with
23% of patients taking trandolapril alone (hazard ratio, 0.38; 95%
CI, 0.18-0.63; P=0.018) and 23% of patients taking losartan alone
(hazard ratio, 0.40; 95% CI, 0.17-0.69; P=0.016). Combination
treatment was found to safely retard the progression of non-diabetic
renal disease compared with monotherapy; however, as some
patients taking combined therapy reached the combined endpoint,
further research on strategies for complete management of progres-
sive non-diabetic renal disease is needed.

3. Lowering cholesterol level in patients with
non-diabetic renal disease

Specific trials of lipid-lowering therapy have not been conducted in
patients with non-diabetic renal disease. Thresholds for interven-
tion have been derived by consensus and recommendations for the

choice of agents have been based on the lipid-lowering characteris-
tics of specific therapies.

The approach for other high-risk patients

Over the past decade, it has been recommended that the intensity
of risk-factor management be governed by a patient’s absolute risk
of a CHD event. However, patients with mild levels of multiple risk
factors may be at high risk because of the exponential additive
contribution of each risk factor,”® whereas other patients may have
an overall low risk even if they have one markedly abnormal risk
factor (Box 1).

1. High-risk patients with raised blood pressure

A number of systematic reviews have shown a reduction in total
mortality, cardiovascular death, stroke, major coronary events and
CCF in patients taking [-blockers, diuretics, ACE inhibitors or
calcium channel blockers.?”%*®" One unblinded RCT in 6600
people aged 70-84 years, comparing diuretics and/or [-blockers
versus calcium channel blockers versus ACE inhibitors, showed no
significant difference in blood pressure control or cardiovascular
morbidity and mortality.%® The ALLHAT study, involving hyperten-
sive patients with at least one other CHD risk factor, supports these
findings.**% When the primary outcome was considered (fatal
CHD or non-fatal AMI), diuretic-based therapy (chlorthalidone)
was of similar efficacy to either therapy with a calcium channel
blocker (amlodipine) or an ACE inhibitor (lisinopril). In fact,
patients taking amlodipine had an increased risk of CCF (relative
risk, 1.38; 95% CI, 1.25-1.52) and patients taking lisinopril had a
higher risk of combined cardiovascular disease, stroke and CCE?®
As amlodipine is a dihydropyridine calcium channel blocker, it may
not be possible to extrapolate these results to the non-dihydropyri-
dine calcium channel blockers.®

2. Lowering cholesterol level in patients at high risk of
a cardiovascular event

Until recently, there was no evidence that lowering cholesterol level
reduces total mortality in non-diabetic patients without cardiovas-
cular disease, although systematic reviews and RCTs had shown
that cholesterol reduction improves cardiovascular outcomes in
high-risk populations.>>""%72 The benefit is related to baseline risk
and extent of cholesterol reduction rather than initial cholesterol
level (within the range studied).

The lipid-lowering arm of the ASCOT study’> demonstrated the
benefits of lipid reduction for hypertensive patients with multiple
cardiovascular risk factors. ASCOT examined 10305 patients with
hypertension and at least three other cardiovascular risk factors
(excluding previous AMI or current angina) who had non-fasting
cholesterol levels less than 6.5 mmol/L. Treatment with atorvastatin
10 mg conferred a 36% reduction in fatal CHD and non-fatal AMI
compared with placebo (P=0.0005). The benefits of lipid reduc-
tion were also evident among non-diabetic patients.

A total cholesterol level greater than 5mmol/L is the current
recommended threshold for treatment in patients with associated
risk factors or vascular disease.”

The approach for patients at low risk of
a cardiovascular event

Patients who are not in any of the above categories are at low risk of
a cardiovascular event. There is a more liberal threshold for
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intervention in this group in the knowledge that the treatment
benefits will be smaller, but the recommendations for choice of
therapy to lower blood pressure and lipid levels are identical to
those in higher-risk patients.

1. Blood pressure management

We routinely adopt a more proactive approach for monitoring
blood pressure than the current guidelines, which advocate that
low-risk patients whose blood pressure is considered normal by
current criteria should have blood pressure measurements either
every 5 years (age <60 years) or every 1-2 years (age >060
years).>>°” Current clinical practice would also be at variance with
the guideline recommendations that drug therapy and lifestyle
modification for hypertension should only be introduced in
patients under 60 years if their systolic blood pressure is greater
than 180mmHg or diastolic blood pressure greater than
100mmHg,*°7 or in those over 60 years whose systolic blood
pressure is greater than 160mmHg.**° Despite our personal
views, we have included the current published recommendations.*’
In the ANBP-2 Study,”” 6083 elderly subjects aged 65-84 years
with hypertension were treated with either ACE inhibitors or
diuretics and compared. Although a similar number of strokes
occurred in each group, ACE inhibitor therapy was associated with
better cardiovascular outcomes, particularly in men.””

2. Lipid management

Patients with normal lipid levels should be assessed every 5 years
until middle age and then every 1-2 years. In the absence of other
risk factors triggering a lower threshold for treatment, lipid-
lowering therapy with a statin should be commenced for patients
with predominant hypercholesterolaemia (total cholesterol >8.0
mmol/L or total cholesterol : HDL cholesterol ratio >8.0),7° or with
a fibrate for patients with low HDL cholesterol and high triglyceride
levels.”* (At present, the reimbursement criteria of the Pharmaceu-
tical Benefits Schedule are at variance with National Heart Founda-
tion guidelines).

The approach for patients with macro-
or microalbuminuria associated with diabetes
or hypertension

The finding of microalbuminuria (urinary albumin excretion 20—
200 gg/min) or macroalbuminuria (urinary albumin excretion
>200 pg/min) should prompt a search for the presence of diabetes,
hypertension or renal disease. If diabetes is present, the use of
ramipril is appropriate for cardiovascular risk reduction.™®! Fur-
thermore, there is good evidence to support the use of ACE
inhibitors for renal risk reduction in normotensive patients with
diabetes (type 1 or type 2) and microalbuminuria"’” and hyperten-
sive patients with type 2 diabetes,’’ and the use of AIIRAs
(irbesartan and losartan) in patients with type 2 diabetes.”**

Other interventions

1. Antiplatelet therapies
(aspirin, dipyridamole or clopidogrel)

Aspirin (75-150 mg/day) has been shown to have significant
benefit for patients at high risk of cardiovascular disease, particu-
larly in secondary prevention,”®” although blood pressure should
be tightly controlled to minimise the risk of haemorrhagic stroke.**-%2

It must be recognised, however, that the benefits of aspirin are not
clear in older patients (> 70 years) with no previous cardiovascular
events who, primarily due to age, remain at high risk of cardiovas-
cular disease. This is highlighted by the recent FDA decision not to
list primary prevention of cerebrovascular disease as an indication
for aspirin in the elderly and to strongly support proposals for the
conduct of such trials. The risks associated with gastrointestinal and
cerebral bleeding in older patients may offset any cardiovascular
protection benefits. The American Diabetes Association recom-
mends the use of aspirin for patients with diabetes over the age of
30 years,* but there is no evidence of benefit in primary prevention
in low-risk subjects.®°

Alternative or additional antithrombotic therapies such as clopi-
dogrel or dipyridamole (stroke or TIA only) may be required if
aspirin is not tolerated or the patient experiences recurrent cardio-
vascular events while taking aspirin.**#

It is beyond the scope of this review of cardiovascular prevention
measures to focus on the management of acute coronary syn-
dromes. However, it is important to highlight the results of a recent
trial using combination antiplatelet therapy in patients with acute
coronary syndromes: initiating therapy during the acute manage-
ment phase in hospital was shown to have benefits up to 1 year
after the initial presentation. The CURE study®® showed that
patients with acute coronary syndromes who were given a loading
dose of 300 mg of clopidogrel followed by ongoing treatment with
75mg daily for 9 months, in addition to their usual therapy
(including aspirin), had a 20% reduction in the combined endpoint
of cardiovascular death, AMI, and stroke (ARR, 2.1%).%° Thus,
many patients who leave hospital after an admission with unstable
angina or non-ST elevation myocardial infarction will be receiving
clopidogrel in addition to aspirin as combined antiplatelet therapy
for atherothrombosis, which should be continued as long-term
therapy.

The CREDO study showed a 27% relative risk reduction (ARR,
3.0%) in the combined endpoint of death, AMI and stroke at 1 year
with the use of clopidogrel added to conventional therapy (includ-
ing aspirin) after placement of a coronary stent.®” Once again, early
treatment translates into long-term preventive therapy, and thus a
case can be made for the use of combination antiplatelet therapy
(aspirin and clopidogrel) for preventing ischaemic events in appro-
priate patients. Definitive long-term trials of this combination to
prevent events in patients with cardiovascular disease (but who
have not presented with an acute coronary syndrome), or to avoid
the need for coronary artery stenting, are currently under way.

2. Anticoagulation

Long-term anticoagulation to reduce thromboembolism may be
required for patients with paroxysmal or chronic atrial fibrillation,
proteinuria greater than 3g/day, and those with a history of
extensive anterior infarction or severe CCE*%!

Conclusion

Prevention of cardiovascular disease: an evidence-based clinical aid 2004
is based on a review of current evidence and practice, incorporating
data from RCTs, as well as recommendations from local and
international guidelines. This clinical aid consolidates current
evidence and recommendations into a single source and provides a
reference tool for the optimal treatment of “at-risk” patients to
prevent vascular events and improve clinical outcomes.
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PREVENTION OF CARDIOVASCULAR DISEASE
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