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Preamble
Guidelines and Expert Consensus documents aim to
present all the relevant evidence on a particular issue in
order to help physicians to weigh the benefits and risks of
a particular diagnostic or therapeutic procedure. They
should be helpful in everyday clinical decision-making.
A great number of Guidelines and Expert Consensus
Documents have been issued in recent years by different
organisations, the European Society of Cardiology (ESC)
and by other related societies. By means of links to web
sites of National Societies several hundred guidelines are
available. This profusion can put at stake the authority and
validity of guidelines, which can only be guaranteed if they

have been developed by an unquestionable decisionmaking process. This is one of the reasons why the ESC
and others have issued recommendations for formulating
and issuing Guidelines and Expert Consensus Documents.
In spite of the fact that standards for issuing good quality
Guidelines and Expert Consensus Documents are well
defined, recent surveys of Guidelines and Expert
Consensus Documents published in peer-reviewed
journals between 1985 and 1998 have shown that
methodological standards were not complied with in the
vast majority of cases. It is therefore of great importance
that guidelines and recommendations are presented in
formats that are easily interpreted. Subsequently, their

*Correspondence to Prof. Guy De Backer, University Hospital, De Pintelaan 185, B-9000 Ghent, Belgium.
E-mail: guy.debacker@ugent.be
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implementation programmes must also be well conducted.
Attempts have been made to determine whether
guidelines improve the quality of clinical practice and the
utilisation of health resources.
The ESC Committee for Practice Guidelines (CPG)
supervises and coordinates the preparation of new

1) Executive summary
The rationale for an active approach to the prevention of
cardiovascular disease (CVD) is firmly based on five
observations:
• CVD is the major cause of premature death in most
European populations; it is an important source of
disability and contributes in large part to the escalating costs of health care
• the underlying pathology is usually atherosclerosis,
which develops insidiously over many years and is
usually advanced by the time symptoms occur
• death, myocardial infarction and stroke nevertheless
frequently occur suddenly and before medical care is
available, and many therapeutic interventions are
therefore inapplicable or palliative
• the mass occurrence of CVD relates strongly to
lifestyles and modifiable physiological factors
• risk factor modifications have been unequivocally
shown to reduce mortality and morbidity, especially in
people with either unrecognised or recognised CVD.
Cardiovascular disease is generally due to a combination
of several risk factors, and, in recognition of the multifactorial nature of this group of diseases, the European
Atherosclerosis Society, the European Society of
Cardiology, and the European Society of Hypertension
agreed in the early 1990s to collaborate to suggest guidelines for prevention of coronary heart disease in clinical
practice. The result was a set of recommendations published in 1994. A revision of these early guidelines was
published in 1998 by the Second Joint Task Force, which
set lifestyle, risk factor and therapeutic goals for coronary
prevention. In this 2nd report the original three societies
were joined by the European Society of General Practice/
Family Medicine, the European Heart Network and by
the International Society of Behavioural Medicine.
Since completion of this report, important new data have
been published. Therefore the Third Joint Task Force
provides a second revision of the joint European guidelines. The Task Force has been joined by the European
Association for the Study of Diabetes and by the
International Diabetes Federation Europe. These new
guidelines differ from the previous ones in several important aspects:
1) From coronary heart disease (CHD) to CVD prevention. The etiology of myocardial infarction, ischaemic
stroke and peripheral arterial disease is similar, and,

Guidelines and Expert Consensus Documents produced
by Task Forces, expert groups or consensus panels. The
Committee is also responsible for the endorsement of
these Guidelines and Expert Consensus Documents or
statements.

indeed, recent intervention trials have shown that
several forms of therapy prevent not only coronary
events and revascularisations but also ischaemic
stroke and peripheral artery disease. Hence, decisions
about whether to initiate specific preventive action
can be guided by estimation of risk of suffering any
such vascular event, not just a coronary event, and
preventive actions can be expected to reduce risk, not
only of coronary heart disease, but also of stroke and
peripheral arterial disease.
2) In order to assess the risk for development of CVD
different multifactorial risk models have been developed. The Task Force recommends using the
SCORE Model and Risk Charts as recently developed. The risk assessment using the SCORE database can be easily adapted to national conditions,
resources and priorities and takes into account the
heterogeneity in CVD mortality across European
populations. A core element of the model is that risk
is now defined in terms of the absolute 10 year probability of developing a fatal cardiovascular event.
3) Explicit clinical priorities. As in the 1994 and 1998
recommendations, the first priority of practitioners is
patients with established cardiovascular disease and
subjects who are at high risk of developing CVD.
Subjects at high risk may also be recognised by new
imaging techniques which allow visualisation of subclinical atherosclerosis.
4) All new and published knowledge from the field of
preventive cardiology was considered, particularly
results from recent clinical trials showing clinical
benefit of dietary changes, of good management of
risk factors and of the prophylactic use of certain
drugs. This includes data on usage of certain drugs in
elderly subjects and in subjects at high risk with a relatively low total cholesterol level.
These guidelines are specifically intended to encourage
the development of national guidance on cardiovascular
disease prevention. Implementation of these guidelines
is possible only through collaboration between very different professional groups at the national level. The
guidelines should be considered as the framework in
which all necessary adaptations can be made in order to
reflect different political, economic, social and medical
circumstances.
The Third Joint Task Force recognises that these guidelines, which are targeted at those at highest CVD risk,
should be complemented by strategies aimed at whole
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populations at the national and European level as a contribution to a public health policy to reduce the enormous
burden of cardiovascular disease in European populations.
Medical priorities

Preventive efforts are most efficient when they are
directed at those at highest risk. The present recommendations therefore define the following priorities for CVD
prevention in clinical practice:
1) Patients with established coronary heart disease,
peripheral artery disease and cerebrovascular atherosclerotic disease.
2) Asymptomatic individuals who are at high risk of
developing atherosclerotic cardiovascular diseases
because of:
a) Multiple risk factors resulting in a 10 year risk of
≥ 5% now (or if extrapolated to age 60) for developing a fatal CVD event.
b) Markedly raised levels of single risk factors:
cholesterol ≥ 8 mmol/l (320 mg/dl), LDL cholesterol ≥ 6 mmol/l (240 mg/dl), blood pressure
≥ 180/110 mmHg.
c) Diabetes type 2 and diabetes type 1 with microalbuminuria.
3) Close relatives of:
a) Patients with early onset atherosclerotic cardiovascular disease.
b) Asymptomatic individuals at particularly high risk.
4) Other individuals encountered in routine clinical practice.

Objectives of cardiovascular prevention
The objectives of these guidelines are to reduce the
incidence of first or recurrent clinical events due to coronary heart disease, ischaemic stroke and peripheral artery
disease. The focus is prevention of disability and early
deaths. To this end, the current guidelines address the
role of lifestyle changes, the management of major cardiovascular risk factors and the use of different prophylactic
drug therapies in the prevention of clinical CVD.
Intermediate end-points such as left ventricular hypertrophy, carotid artery plaques and to a lesser extent endothelial dysfunction as well as alteration in the electrical
stability of the myocardium have been shown to increase
the risk of cardiovascular morbidity, indicating that subclinical organ damage has clinical relevance. Accordingly
such measurements may be incorporated in more sophisticated models to assess the risk for future CVD events.
Total cardiovascular risk as a guide to preventive
strategies: the SCORE system

Patients with established cardiovascular disease have
declared themselves to be at high total risk of a further
vascular event. Therefore, they require the most intensive lifestyle intervention, and where appropriate drug
therapies.
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In asymptomatic, apparently healthy subjects, preventive
actions should be guided in accordance with the total
CVD risk level. Those at highest total risk should be identified and targeted for intensive lifestyle interventions and
when appropriate, drug therapies. Several models have
been developed to assess the risk for CVD in asymptomatic subjects. Using different combinations of risk factors
these models are all based on a multifactorial risk analysis
in populations which have been followed for several years.
These guidelines recommend a new model for total risk
estimation based on the SCORE (Systematic Coronary
Risk Evaluation) system. The new risk chart based on
the SCORE study represents several advantages compared to the previous chart. The SCORE risk assessment
system is derived from a large dataset of prospective
European studies and predicts any kind of fatal atherosclerotic end-point i.e. fatal CVD events over a 10 year
period. In SCORE the following risk factors are integrated: gender, age, smoking, systolic blood pressure
(SBP) and either total cholesterol or the cholesterol/
HDL ratio. Since this chart predicts fatal events the
threshold for being at high risk is defined as ≥ 5%,
instead of the previous ≥ 20% in charts using a composite
coronary endpoint. Using SCORE it is now possible to
produce risk charts tailored for individual countries provided reliable national mortality information is available.
Practitioners should use total CVD risk estimates when
decisions are taken to intensify preventive actions i.e.
when dietary advice should be more specified, when the
physical activity prescription should be more individualized, when drugs should be prescribed, dosages adapted
or combinations started to control risk factors. These
decisions should usually not be based on the level of any
one risk factor alone, neither should they be linked to
only one arbitrary cut point from the continuous total
CVD risk distribution.
Total CVD risk can easily be derived from printed charts
(see illustrations in Figs 1 and 2 and instructions on how to
use the charts in Tables 1 and 2) or from the web where in
addition the SCORECARD system will provide physicians
and patients with information on how total risk can be
reduced by interventions (both lifestyles and drugs) that
have been proven to be efficacious and safe in descriptive
cohort studies and/or in randomised controlled trials.
Both the SCORE and the SCORECARD system also
allows the estimation of total CVD risk to be projected to
age 60 which may be of particular importance for guiding
young adults at low absolute risk at the age of 20 or 30
but already with an unhealthy risk profile which will put
them at much higher risk when they grow older.
Furthermore, both systems allow the use of relative risk
estimates which, in addition to total absolute risk, may be
of interest in particular cases.
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Instructions on how to use the charts

The low risk chart should be used in Belgium, France, Greece, Italy, Luxembourg, Spain, Switzerland and Portugal; the high risk chart should be used in all other
countries of Europe
To estimate a person’s total ten year risk of CVD death, find the table for their gender, smoking status and age. Within the table find the cell nearest to the
person’s systolic blood pressure (mmHg) and total cholesterol (mmol/l or mg/dl)
The effect of lifetime exposure to risk factors can be seen by following the table upwards. This can be used when advising younger people
Low risk individuals should be offered advice to maintain their low risk status. Those who are at 5% risk or higher or will reach this level in middle age should be
given maximal attention
To define a person’s relative risk, compare their risk category with that of a non smoking person of the same age and gender, systolic blood pressure < 140 mmHg
and total cholesterol < 5 mmol/l (190 mg/dl)
The chart can be used to give some indications of the effect of changes from one risk category to another, for example when the subject stops smoking or
reduces other risk factors

Table 2

Qualifiers

Note that total CVD risk may be higher than indicated in the chart:
•
as the person approaches the next age category
•
in asymptomatic subjects with pre-clinical evidence of atherosclerosis (eg CT scan, ultrasonography)
•
in subjects with a strong family history of premature CVD
•
in subjects with low HDL cholesterol levels, with raised triglyceride levels, with impaired glucose tolerance, and with raised levels of C-reactive protein, fibrinogen,
homocysteine, apolipoprotein B or Lp(a)
•
in obese and sedentary subjects

New imaging methods to detect asymptomatic
individuals at high risk for cardiovascular events

Magnetic resonance imaging (MRI) allows in vivo imaging
of the arterial wall and differentiation of plaque components. Coronary calcifications can be detected and quantified by computed tomography (EB-CT or MS-CT). The
resulting calcium score is an important parameter to detect
asymptomatic individuals at high risk for future CVD
events, independent of the traditional risk factors.
Furthermore, carotid intima-media thickness, measured
by ultrasound, is a risk factor for cardiac events and stroke.
Left ventricular hypertrophy, either detected by ECG or
by echocardiography has also been shown to be an independent risk factor for CVD mortality and morbidity in

hypertensive subjects. Each of these measurements has its
limitations, yet they may be included in sophisticated
models for risk assessment, which may be more precise
than current models based on classical risk factors.

Management of CVD risk in clinical practice
Behavioural risk factors

Changes in many patterns of individual behaviour are
necessary in a large majority of patients with established
CVD or at high risk of CVD, but recent surveys suggest
a serious gap between recommendations for behavioural
change and the advice actually provided by physicians in
routine clinical practice. The management of behavioural
risk factors is similar for patients with CVD and high risk
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people, but changing risk behaviours (unhealthy diet,
smoking, sedentary lifestyle), which have lasted for many
years, needs a professional approach.
For many people it can be difficult to change lifestyle
according to a physician’s advice. This difficulty pertains
especially to people and patients who are socially and
economically disadvantaged, who exercise little control
over a monotonous and unrewarding job, who are in a
stressful family situation, or who live alone and lack
social support.
Moreover, negative emotions, including depression,
anger and hostility, may constitute barriers to preventive
efforts, both in patients and in high-risk people.
The physician can recognise these barriers by using a
simple set of questions. Although the physician’s awareness is helpful and in some cases sufficient, persistent
and severe negative emotions can require expert consultation and behavioural or pharmacological treatment. As
psychosocial risk factors are independent of standard risk
factors, efforts to relieve stress and counteract social isolation should be emphasised whenever possible.
Strategic steps that may be used to enhance the effectiveness of behavioural counselling include (adapted from
the Report of the US Preventive Services Task Force):
• develop a therapeutic alliance with the patient
• ensure that patients understand the relationship
between behaviour, health and disease
• help patients to understand the barriers to behavioural
change
• gain commitments from patients to behavioural change
• involve patients in identifying and selecting the risk
factors to change
• use a combination of strategies including reinforcement of patients’ own capacity for change
• design a lifestyle modification plan
• monitor progress through follow-up contact
• involve other health care staff wherever possible
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Make healthy food choices

Making healthy food choices is an integral part of total
risk management. All individuals should receive professional advice on food and food choices to compose a diet
associated with the lowest risk of cardiovascular disease.
A sound diet reduces risk by several mechanisms including weight reduction, lowering of blood pressure, effects
on lipids, control of glucose and reduction of the propensity to thrombosis.
General recommendations (to be specified according to
local culture):
• foods should be varied, and energy intake must be
adjusted to maintain ideal body weight
• the consumption of the following foods should be
encouraged: fruits and vegetables, whole grain cereals
and bread, low fat dairy products, fish and lean meat.
• oily fish and omega-3-fatty acids have particular protective properties
• total fat intake should account for no more than 30%
of energy intake, and intake of saturated fats should
not exceed a third of total fat intake. The intake of
cholesterol should be less than 300 mg/day
• in an isocaloric diet, saturated fat can be replaced
partly by complex carbohydrates, partly by monounsaturated and polyunsaturated fats from vegetables
and marine animals
Patients with arterial hypertension, diabetes, and hypercholesterolemia or other dyslipidemias should receive
specialist dietary advice.
Increase physical activity

Physical activity should be promoted in all age groups –
from children to the elderly – and all patients and high
risk people should be professionally encouraged and supported to increase their physical activity safely to the
level associated with the lowest risk of CVD. Although
the goal is at least half an hour of physical activity on
most days of the week, more moderate activity is also
associated with health benefits.

Stop smoking tobacco

All smokers should be professionally encouraged to permanently stop smoking all forms of tobacco. Strategies
that may help can be summarised into the following 5 A’s:
• Ask: systematically identify all smokers at every
opportunity
• Assess: determine the patient’s degree of addiction
and his/her readiness to cease smoking
• Advise: urge strongly all smokers to quit
• Assist: agree on a smoking cessation strategy including behavioural counselling, nicotine replacement
therapy and/or pharmacological intervention
• Arrange a schedule of follow-up visits

Healthy people should be advised to choose enjoyable
activities which fit into their daily routine, preferably
30–45 min, 4–5 times weekly at 60–75% of the average
maximum heart rate. For patients with established CVD,
advice must be based on a comprehensive clinical judgement including the results of an exercise test. Detailed
recommendations for CVD patients have been given by
other expert committees.

Management of other risk factors
Overweight and obesity

Avoiding overweight or reducing existing overweight is
important in patients with established CVD as well as in
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Fig. 3

Estimate absolute fatal CVD risk* using the SCORE Chart
Use initial office blood pressure# to estimate risk of fatal CVD

BP
< 140/90
mmHg

Maintain
lifestyle
advice
and annual
follow-up

Absolute risk of fatal
CVD < 5%
and no target
organ damage
DBP 90–109 mmHg
and/or
SBP 140–179 mmHg

Absolute risk of fatal
CVD < 5%
and target
organ damage
DBP ≥ 90 mmHg
and/or
SBP ≥ 140 mmHg

Absolute risk of fatal
CVD ≥ 5%
and
DBP ≥ 90 mmHg
and/or
SBP ≥ 140 mmHg

DBP ≥ 110 mmHg
and/or
SBP ≥ 180 mmHg

Lifestyle advice for
several months
with repeat BP
measurements

Lifestyle advice and
drug therapy#

Lifestyle advice and
drug therapy#

Lifestyle advice and
drug therapy#
promptly and
independently of
total risk

DBP
90–94
and/or
SBP 140–149
mmHg

DBP
≥ 95
and/or
SBP ≥ 150
mmHg

Reinforce
lifestyle
advice;
drug therapy
if preferred
by patient

Drug#
therapy and
reinforce
lifestyle
advice

Goals:
< 140/90 mmHg in all high risk subjects
< 130/80 mmHg in patients with diabetes

*High fatal CVD risk ≥ 5% over 10 years or will exceed 5% if projected to age 60 years.
This corresponds to the formerly used 20% absolute risk of a composite of coronary heart disease
events.
#

Consider causes of secondary hypertension. If appropriate, refer to a specialist.

CAUTION: Patients with normal or high normal pressure (130–139/85–89 mmHg) may
qualify for antihypertensive treatment if they have a history of stroke, CHD, or diabetes.

Guide to blood pressure management.

high risk people. Weight reduction is strongly recommended for obese people (BMI ≥ 30 kg/m²) or overweight individuals (BMI ≥ 25 and < 30 kg/m²) and for
those with increased abdominal fat as indicated by waist
circumference > 102 cm in men and > 88 cm in women.
Success in weight reduction is more likely if supported
professionally, but it also requires strong motivation by
the individual.
Blood pressure

The risk of cardiovascular diseases increases continuously as blood pressure rises from levels that are considered to be within the normal range. The decision to start
treatment, however, depends not only on the level of
blood pressure, but also on an assessment of total cardiovascular risk and the presence or absence of target organ
damage. In patients with established CVD the choice of
antihypertensive drugs depends on the underlying cardiovascular disease.
A guide to blood pressure management in asymptomatic
people is given in Fig. 3. The decision to lower blood
pressure with drugs depends not only on the total cardiovascular risk but also on presence of target organ damage.
Drug therapy should be initiated promptly in individuals
with a sustained SBP ≥ 180 mmHg and/or a diastolic
blood pressure (DBP) ≥ 110 mmHg regardless of their
total cardiovascular risk assessment.

Individuals at high risk of developing CVD with sustained SBP of ≥ 140 mmHg and/or DBP ≥ 90 mmHg also
require drug therapy. For such individuals, drugs should
be used to lower blood pressure to < 140/90 mmHg.
Similar elevation of blood pressure in low risk people
without target organ damage should be followed closely,
and lifestyle advice should be given. Drug treatment
might be considered after asking the patients’ preference.
With few exceptions, individuals with SBP < 140 mmHg
and/or DBP < 90 mmHg do not need drug therapy.
Patients with a high or very high cardiovascular risk
profile and patients with diabetes can benefit from
reducing blood pressure below the goal of
SBP< 140 mmHg and/or DBP< 90 mmHg.
Antihypertensive drugs should not only lower blood
pressure effectively. They should have a favourable
safety profile and be able to reduce cardiovascular morbidity and mortality.
Five classes of drugs currently meet these requirements:
diuretics, beta-blockers, ACE inhibitors, calciumchannel blockers and angiotensin II antagonists.
In many clinical trials blood pressure control has been
achieved by the combination of two or even three drugs,
and drug combination therapy is often also necessary in
routine clinical practice. In patients with several diseases
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requiring drug therapy, polypharmacy can become a
major problem and good clinical management is required
to resolve it. In all patients, blood pressure reduction
should be obtained gradually. For most patients, the goal
of therapy is blood pressure less than 140/90 mmHg, but
for patients with diabetes and individuals at high total
CVD risk, the blood pressure goal should be lower.
Plasma lipids

In general, total plasma cholesterol should be below
5 mmol/l (190 mg/dl), and LDL cholesterol should be
below 3 mmol/l (115 mg/dl). For patients with clinically
established CVD and patients with diabetes the treatment goals should be lower: total cholesterol < 4.5 mmol/l
(175 mg/dl) and LDL cholesterol < 2.5 mmol/l
(100 mg/dl).
No specific treatment goals are defined for HDL cholesterol and triglycerides, but concentrations of HDL cholesterol and triglycerides are used as markers of increased
risk. HDL cholesterol < 1.0 mmol/l (< 40 mg/dl) in men
and < 1.2 mmol/l (46 mg/dl) in women, and similarly,
fasting triglycerides > 1.7 mmol/l (150 mg/dl), serve as
markers of increased cardiovascular risk. Values of HDL
cholesterol and triglycerides should also be used to guide
the choice of drug therapy.
Asymptomatic people at high multifactorial risk of developing cardiovascular disease, whose untreated values of
total and LDL cholesterol are already close to 5 and
3 mmol/l respectively, seem to benefit from further reduction of total cholesterol to < 4.5 mmol/l (175 mg/dl), and
from further reduction of LDL cholesterol to < 2.5 mmol/l
(100 mg/dl), with moderate doses of lipid lowering drugs.
However, these lower values are not goals of therapy for
patients with higher untreated values because high-dose
therapy, the merits of which have not yet been documented, would be needed to reach such lower goals.
In asymptomatic individuals (see Fig. 4), the first step is
to assess total cardiovascular risk and to identify these
components of risk that are to be modified. If the 10 year
risk of cardiovascular death is < 5% and will not exceed
5% if the individual’s risk factor combination is projected
to age 60, professional advice concerning a balanced diet,
physical activity and stopping smoking should be given to
keep the cardiovascular risk low. Risk assessment should
be repeated at 5 year intervals. Note that assessment of
total risk does not pertain to patients with familial hypercholesterolemia, since total cholesterol > 8 mmol/l
(320 mg/dl) and LDL cholesterol > 6 mmol/l (240 mg/dl)
by definition places a patient at high total risk of CVD.
If the 10 year risk of cardiovascular death is ≥ 5%, or will
become ≥ 5% if the individual’s risk factor combination is
projected to age 60, a full analysis of plasma lipoproteins
should be performed, and intensive lifestyle advice, par-

S7

Fig. 4

Estimate total fatal CVD risk using the SCORE chart. Use initial total cholesterol (or ratio of
total to HDL cholesterol) to estimate risk. (TC: total cholesterol, LDL-C: LDL cholesterol,
HDL-C: HDL cholesterol)

Total risk < 5%
TC ≥ 5 mmol/l (190 mg/dl)
Lifestyle advice to reduce TC below
5 mmol/l (190 mg/dl) and LDL-C below
3 mmol/l (115 mg/dl). Follow-up at a
minimum of 5 year intervals.

TC < 5 mmol/l (190 mg/dl) and
LDL-C < 3 mmol/l (115 mg/dl)
Maintain lifestyle advice with
annual follow-up. If total risk remains
≥ 5%, consider drugs to lower TC
to < 4.5 mmol/l (175 mg/dl)
and LDL-C to < 2.5 mmol/l (100 mg/dl).

Total risk ≥ 5%
TC ≥ 5 mmol/l (190 mg/dl)
Measure fasting TC
HDL-C and triglycerides.
Calculate LDL-C
Patient to follow lifestyle advice for
at least 3 months. Repeat measurements.

TC ≥ 5 mmol/l (190 mg/dl) or
LDL-C ≥ 3 mmol/l (115 mg/dl):
Maintain lifestyle advice and
start drug therapy.

Guide to lipid management in asymptomatic subjects.

ticularly dietary advice, should be given. If values of total
and LDL cholesterol fall below 5 mmol/l (190 mg/dl) and
3 mmol/l (115 mg/dl), respectively, and the total CVD risk
estimate has become < 5%, then these persons should be
followed at yearly intervals to ensure that cardiovascular
risk remains low without drugs. In contrast, if total CVD
risk remains ≥ 5%, lipid lowering drug therapy should be
considered to lower total and LDL cholesterol even
further. The goals in such persistently high-risk individuals are to lower total cholesterol to < 4.5 mmol/l
(175 mg/dl) and to lower LDL cholesterol to < 2.5 mmol/l
(100 mg/dl). As stated earlier, these lower values are not
goals of therapy for patients with higher untreated values.
The first clinical trials which documented the clinical
benefits (improved survival) of lipid lowering therapy
with statins were restricted to individuals < 70 years and
total cholesterol > 5 mmol/l. Recently published trials
indicate that such treatment can also be effective in the
elderly and in subjects with lower cholesterol levels.
Some individuals require combination therapy. In
patients with several diseases requiring drug therapy,
polypharmacy can become a major problem and good
clinical management is required to resolve it. In some
patients, goals cannot be reached even on maximal
therapy, but they will still benefit from treatment to the
extent to which cholesterol has been lowered.
Diabetes

It has been demonstrated that progression to diabetes
can be prevented or delayed by lifestyle intervention in
individuals with impaired glucose tolerance.
In patients with type 1 and type 2 diabetes, there is convincing evidence from randomised controlled trials that
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Table 3

Treatment goals in patients with type 2 diabetes
Goal

HbA1c (DCCT-standardized)
Venous plasma glucose

Self-monitored blood glucose

Blood pressure
Total cholesterol
LDL cholesterol

HbA1c (%)
Fasting/preprandial
mmol/l
mg/dl
Fasting/preprandial
mmol/l
mg/dl
Postprandial
mmol/l
mg/dl
mmHg
mmol/l (mg/dl)
mmol/l (mg/dl)

≤ 6.1
≤ 6.0
< 110
4.0–5.0
70–90
4.0–7.5
70–135
< 130/80
< 4.5 (175)
< 2.5 (100)

good metabolic control prevents microvascular complications. Regarding the prevention of cardiovascular events,
there are also good reasons to aim for good glucose
control in both types of diabetes. In type 1 diabetes,
glucose control requires appropriate insulin therapy and
concomitant professional dietary therapy. In type 2 diabetes, professional dietary advice, reduction of overweight and increased physical activity should be the first
treatment aiming at good glucose control.
Drug therapy must be added if these measures do not lead
to a sufficient reduction of hyperglycemia. Recommended
treatment targets for type 2 diabetes are given in Table 3.
Treatment goals for blood pressure and lipids are generally more ambitious in patients with diabetes (see above).

Other prophylactic drug therapies

In addition to drugs needed to treat blood pressure, lipids
and diabetes, the following drug classes should also be
considered in the prevention of CVD in clinical practice:
• aspirin or other platelet-modifying drugs in virtually
all patients with clinically established CVD
• betablockers in patients following myocardial infarction or with left ventricular dysfunction due to CHD
• ACE inhibitors in patients with symptoms or signs of
left ventricular dysfunction due to CHD and/or arterial hypertension
• anti-coagulants in those patients with CHD who are
at increased risk of thromboembolic events
In asymptomatic high risk people there is evidence that
low dose aspirin can reduce the risk of cardiovascular
events in people with diabetes, in people with well controlled hypertension and in men at high multifactorial
CVD risk.
Screening close relatives

Close relatives of patients with premature coronary heart
disease (men < 55 years and women < 65 years) and
persons who belong to families with familial hypercholesterolemia or other inherited dyslipidemias should be
examined for cardiovascular risk factors, because all of
these persons are at increased risk of developing cardiovascular disease.

2) Introduction

The metabolic syndrome

2.1 The scope of the problem: past and future

In clinical practice, the definition given by the US
National Cholesterol Education Program can be provisionally used for the identification of individuals with the
metabolic syndrome. The diagnosis of the metabolic
syndrome is made, when three or more of the following
features are present:

CVDs are the major causes of death in adults in their
middle and older years in most European countries.
Cardiovascular diseases result in substantial disability
and loss of productivity and contribute in large part to the
escalating costs of healthcare, especially in the presence
of an ageing population.

1) Waist circumference > 102 cm in males, > 88 cm in
females.
2) Serum triglycerides ≥ 1.7 mmol/l (≥ 150 mg/dl).
3) HDL cholesterol < 1 mmol/l (< 40 mg/dl) in males or
< 1.3 mmol/l (< 50 mg/dl) in females.
4) Blood pressure ≥ 130/85 mm Hg.
5) Plasma glucose ≥ 6.1 mmol/l (≥ 110 mg/dl).

CVD (including CHD and stroke) accounts for 49% of all
deaths in Europe and for 30% of all deaths before the age
of 65 years. One in eight men and one in 17 women die
from CVD before the age of 65 years [1].

People with the metabolic syndrome are usually at high
risk of cardiovascular disease. Lifestyle has a strong influence on all the components of the metabolic syndrome
and therefore the main emphasis in the management of
the metabolic syndrome should be in professionally
supervised lifestyle changes, particularly efforts to reduce
body weight and increase physical activity. Elevated
blood pressure, dyslipidemia and hyperglycemia (in the
diabetic range) may, however, need additional drug treatment as recommended in the present guidelines.

In 2000 CVD also accounted for 22% of all disabilityadjusted life years (DALY’s) lost in Europe [2]. Furthermore, there are enormous differences in disease experience
between countries and within countries over time.
There is up to 10-fold difference in premature CVD mortality between western Europe and countries in central
and eastern Europe, with the highest rates in the east.
For the period 1970–2000 major differences in the annual
change of CVD mortality in men aged 45–74 years were
observed between countries. But in almost all countries,
even in those where the age standardised mortality rates
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from CVD have gradually declined, the prevalence of
CVD is on the increase. CVD is strongly related to age
and this together with an improved CVD treatment and
survival rate means that an increasing number of subjects
in Europe are living with impaired cardiovascular health.
Europe has the oldest population in the world. In the
coming years this demographic picture will rapidly
change to even higher ages with a projection of one in
three Europeans aged 65 and over by 2050. Therefore the
prevalence of patients who are at risk for recurrent disease
(reinfarction, recurrent stroke, heart failure, sudden
death) is on the increase and the overall burden of CVD
is anticipated to increase in the forthcoming decade.
Female gender is considered as a protection against
CVD. Indeed, the age-specific incidence rates are
3–6 times higher in men compared to women [1,3] but
attenuation of this difference occurs in all populations at
older age. Nevertheless, even in older age incidence
rates for women are lower than for men.
However, it should be realised that CVD kills ultimately
as many women as men. The onset of CVD events may be
delayed by some 10 years but when CVD strike women,
their prognosis is not better, on the contrary [4,5].
Although differences exist between genders in the prevalence of certain risk factors, all of the major risk factors
raise the risk of CVD also in women. Of special interest is
the synergetic effect of oral contraceptives and smoking on
CVD risk. The relative importance of certain factors, such
as diabetes and triglycerides, may also be slightly different
between genders. From all this the Task Force concluded
that one should use gender specific risk estimation models
but make no distinction in preventive actions when it
comes to lifestyle changes or risk factor management.
There are also marked socio-economic gradients in CHD
morbidity and mortality within European countries [6,7].
These differences are partly explained by socio-economic differences in conventional risk factors, such as
smoking, blood pressure, blood cholesterol and glucose.
However, specific psychosocial factors related to the
work environment and reflecting social support and
coping style are believed to be rather potent in explaining the socio-economic gradient.
In seeking to prevent CVD in European populations the
objectives are to reduce morbidity, and also mortality,
and thus improve quality of life and the chances of a
longer life expectancy. The development of CVD is
strongly related to lifestyle characteristics and associated
risk factors and there is overwhelming scientific evidence
that lifestyle modification and risk factor reduction can
retard the development of CVD both before and after
the occurrence of a clinical event. In 1994 a Task Force
of the European Society of Cardiology, European
Atherosclerosis Society and European Society of
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Hypertension published joint recommendations on the
prevention of CHD in clinical practice [8]. These joint
recommendations represented the first important step in
specialist collaboration to make common cause on the
prevention of coronary disease. Whilst recognising the
powerful political, economic and social determinants of
atherosclerotic diseases in populations, and therefore the
need for a population strategy in coronary prevention, the
Joint European Societies recommendations focused on
prevention of CHD in clinical practice.
The highest priority for prevention was given to patients
with established coronary heart disease or other atherosclerotic disease. The next priority for prevention was
given to apparently healthy subjects at high risk for
developing CHD. In this context the risk was defined as
multifactorial, namely the total risk of developing CHD
based on an assessment of all major risk factors, and coronary risk charts were developed for the physician to estimate total risk at a glance.
These charts illustrate how an individual with a number
of modest risk factors may be at considerably greater risk
than another person with one very high risk factor.
Traditionally, risk factor guidelines have been concerned
with unifactorial assessment – in the management of
hypertension, hyperlipidaemia or diabetes – and this has
resulted in undue emphasis being placed on individually
high risk factors rather than the overall level of risk based
on a combination of risk factors. Therefore, these joint
recommendations emphasised the importance of matching the intensity of risk factor management with the
hazard for developing CVD, based on a multifactorial
total CVD risk assessment, rather than the level of one
risk factor alone. This approach acknowledges three
important facts: that CHD has a multifactorial aetiology,
that risk factors can have a multiplicative effect, and that
as physicians we are dealing with the whole person, not
with isolated risk factors.
The third priority for prevention was the close relatives
of patients with early onset CHD, or other vascular
disease, and those of high risk individuals in the population. The relatives are themselves at increased risk of cardiovascular disease compared to the general population,
particularly the first degree blood relatives of patients
with premature CHD. In addition, members of a family,
and especially an adult partner, sharing the same household, can favourably influence the adoption of a healthy
lifestyle.
Developments in CVD prevention in Europe from 1994
onwards are summarised in Fig. 5.
After the publication of the First Joint Task force report
in 1994 a Joint Implementation Group has taken several
initiatives to disseminate the recommendations: to have
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Fig. 5

1994

First Joint Task Force Recommendations

1994

Joint European Societies Implementation
Group on Coronary Prevention

1995–96

EUROASPIRE I

1998

Second Joint Task Force Recommendations

1999–2000

EUROASPIRE II

2000

Joint European Societies CVD Prevention
Committee

2003

Third Joint Task Force Recommendations

Recent developments in CVD prevention in Europe.

them adapted or adopted by National Task Forces and
translated into different European languages with the
ultimate goal of having them implemented in daily clinical practice.
In 1995 a European survey was undertaken to describe
how secondary prevention was realised in practice
(EUROASPIRE I). These results demonstrate an unacceptable gap between the recommendations and what
was achieved in the patients [9].
A Second Joint Task Force was then asked to update the
report of 1994 and this was done in close collaboration
with an even larger number of Scientific Societies by
adding to the original three the European Heart
Network, the European Society for General Practice/
Family Medicine and the International Society of
Behavioural Medicine.
These new recommendations, presented at the ESC
Congress in Vienna in 1998 and published shortly after
[10], unite secondary and primary prevention by setting
common lifestyles and risk factor goals for patients with
established atherothrombotic disease and for those at
high risk of developing these diseases.
To promote the development of national guidance on
coronary prevention a European Forum was convened at
the Heart House in February 1999 which was attended
by 162 representatives from 41 European countries. At
the same time a European Coordinator for CHD prevention was appointed by the ESC. Regional follow-up
meetings on coronary prevention have been organised in
Prague, Barcelona, Munster, Bucharest and Istanbul.
There are many examples of national efforts illustrating
a common approach to the principles of prevention based
on the Second Joint Task Force recommendations but
with appropriate modifications to reflect the different
ways in which medicine is practised in Europe.

This concept of devolved responsibility is central to the
European efforts as each country needs to develop multiprofessional national guidance on coronary prevention
and to ensure it is effectively communicated, implemented and evaluated.
In the meantime the importance of comprehensive risk
factor intervention in patients with established
atherothrombotic disease and in high risk subjects has
been emphasised by several other expert groups in different places of the world [11–14]. Thus, there is unanimity on the clinical priorities for coronary prevention
and the need to target those at highest risk on the basis
of a comprehensive multifactorial risk assessment.
Although this valuable consensus has emerged between
professional societies, the reality of clinical practice has
fallen short of these recommendations.
In 1999–2000 a second EUROASPIRE survey was
carried out in 15 European countries [15]. These results
show that there is still considerable potential to improve
risk factor management in coronary patients; the comparison with results from EUROASPIRE I reveals little
improvement over time [16].
All this underlines the need for a continuous process of
guidance, implementation and evaluation. This is not
new in medicine; it was already realised by pioneers in
cardiology such as René Laënnec who introduced cardiac
auscultation. He stated 200 years ago:
“Do not fear to repeat what has already been said.
Men need the truth dinned to their ears many
times and from all sides. The first rumour makes
them prick up their ears, the second registers and
the third enters.”
Laënnec, RTH (1781–1826)
Regius Professor of Medicine, Collège de France.
When in 2001 the Third Joint Task Force was asked to
update the previous recommendations, the platform of
Scientific Societies that makes the Third Joint Task
Force was enlarged by inviting the European Association
for the Study of Diabetes and the International Diabetes
Federation Europe to join.
Indeed, it is now well recognised that atherothrombotic
diseases are the greatest health threat to patients with
diabetes. In EUROASPIRE II 20% of all patients were
known diabetics, another 9% were undetected with diabetes and another 23% had impaired glucose tolerance
[15]. The mortality follow-up of the EUROASPIRE I
cohort revealed that apart from smoking, diabetes is the
most important risk factor for total, CVD and CHD mortality in these coronary patients (EUROASPIRE I
Mortality follow-up study, unpublished results).
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The Third Joint Task Force decided at the beginning to
focus not only on the prevention of coronary heart
disease but also on the prevention of other clinical manifestations of atherothrombotic disease including thrombotic stroke and peripheral artery disease.
The recommendations are dealing with prevention of cardiovascular disease in clinical practice. However, the
Third Task force recognises the importance of population
strategies at the national, regional and global level. This
approach is complementary to the prevention in clinical
practice and is briefly addressed in the introduction.
One of the criticisms of the recommendations of the First
and Second Joint Task Forces is related to the model that
was used for total coronary risk estimation. This was
based on the results from the Framingham Study [17].
The strengths and limitations of this model for application in populations with very different absolute risk of
CHD are well known. The Third Task Force decided at
the start of its work to adopt the results of SCORE for
total CHD and CVD risk estimations [18]. The advantage of this is elaborated in the document.
Furthermore, the Third Joint Task Force has considered
all new and published knowledge from the fields of preventive cardiology; a more systematic approach towards
evidence based medicine has been applied. On the other
hand we have tried to keep important steps such as risk
estimation and risk factor management simple and user
friendly. Finally, the need for an ongoing update was felt
and initiatives are taken to answer that.
These guidelines represent the view of the Third Joint
Task Force on CVD prevention in clinical practice. They
were endorsed by the different societies. Health professionals are expected to take them fully into account
when exercising their clinical judgement. These guidelines do not, however, override the individual responsibility of health professionals to make appropriate
decisions in the circumstances of the individual patient,
in consultation with that patient, and when appropriate
and necessary, the patient’s guardian or carer.

2.2 Rationale for prevention of CVD
The overall objective of CVD prevention both in
patients with clinically established CVD and in high risk
subjects is the same:
• to reduce the risk of major cardiovascular events and
thereby reduce premature disability and morbidity
and prolong survival and quality of life.
There is a wealth of evidence that certain lifestyles
related to diet, physical activity and tobacco smoking,
have an important role as causes of the mass occurrence
of cardiovascular diseases in populations and as con-
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Lifestyles and characteristics associated with the risk of
cardiovascular events
Table 4

Lifestyles
Diet
Tobacco smoking
Physical activity

Biochemical or physiological
characteristics

Personal
characteristics

Arterial blood pressure
Total cholesterol
(LDL cholesterol)
HDL cholesterol
Triglycerides
Glycaemia/diabetes
Overweight/obesity
Thrombogenic factors
Markers of chronic inflammation

Age
Sex
Family history
of premature CVD
Personal history
of CVD
Genetic markers

tributing factors to the risk of CVD in individuals within
populations. These lifestyles lead in many subjects to
adverse changes in biochemical and physiological characteristics that enhance the development of atherosclerosis
and associated thrombotic complications (Table 4).
It becomes more and more apparent that all these factors
interact with each other in a rather complex way.
Intrauterine and early life influences may contribute to
the development of an adverse cardiovascular risk factor
profile in later life. Genetic susceptibility is important
but appears to mediate largely through the interaction
between genetic factors and the environment.
For a proper assessment of the total cardiovascular risk in
an individual, the presence or absence and the degree of
severity of each individual risk factor has to be considered, and in addition the potential impact of modifying
existing risk factors has to be assessed against the background set by non-modifiable risk characteristics of each
individual.
Figure 6, based on results from the SCORE project, illustrates the multiplicative effects of risk factors. In an
asymptomatic man or woman, aged 60 years of age, with
a moderate elevation of the total cholesterol/HDL cholesterol ratio but without other risk factors such as
smoking and arterial hypertension, the risk of developing
a fatal cardiovascular event over the next ten years may
be lower than in a man or woman of the same age, but
with the other risk factors even when the TC/HDL C
ratio is lower. Therefore the concept of total CVD risk
estimation has been proposed as an important principle
in the development of preventive strategies aiming at a
good match between the intensity of intervention versus
magnitude of CVD risk. This principle has now been
accepted and adopted by a great variety of expert groups.

2.3 Prevention strategies
The 1982 report of the World Health Organization Expert
Committee on Prevention of Coronary Heart Disease
considered that a comprehensive action for coronary heart
disease prevention has to include three components: 1) a
population strategy – for altering, in the entire population,
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also acknowledges the fact that an individual already suffering from atherosclerotic cardiovascular disease, or otherwise at high risk for a novel manifestation of a
cardiovascular disease, will benefit from therapeutic and
lifestyle interventions, as proven by the results of numerous primary and secondary intervention trials.

Fig. 6

30

Men, smoking, SBP = 160 mmHg
Men, non-smoking, SBP = 120 mmHg
Women, smoking, SBP = 160 mmHg
Women, non-smoking, SBP = 120 mmHg

10-year risk of fatal CVD (%)

25

Table 5 summarises the most important distinctions
between the population and the clinical prevention
strategies.
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2.3.1 The population strategy
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TC/HDL ratio

The multiplicative effects of risk factors.

those lifestyle and environmental factors, and their social
and economic determinants, that are the underlying
causes of the mass occurrence of coronary heart disease, 2)
a high-risk strategy – identification of high risk individuals, and action to reduce their risk factor levels and, 3) secondary prevention – prevention of recurrent coronary
heart disease events and progression of the disease in
patients with clinically established coronary heart disease.
The last two correspond to prevention activities targeted
at individuals and should be an integral part of everyday
clinical practice. They are the focus of this report. The
population strategy targets entire communities and
should be an integral part of food and nutrition, transport,
employment, education, health and other policies at
European, national, regional and local levels. This is in
accordance with the notion that even small changes at
population level, through the large number of individuals
involved, will affect the health of many people [19]. It
Table 5

The population and the clinical approaches are complementary, but the population strategy is fundamental to
reduce the burden of cardiovascular diseases in Europe.
Populations are not the mere sum of individuals but bear a
higher level of complex social organizations. Thus, the
population approach is not meant to reduce the incidence
of cardiovascular diseases by medically treating all individuals of a population one by one, something unfeasible even
for the richest of nations and unsafe for many individuals.
On the contrary, it is meant to target the social and economic determinants of disease through political action.
A preventive population strategy can be successful, as
demonstrated in Finland [21], but is critically dependent
on the number of participating parties such as governments, insurance companies, the food industry, etc. The
national cardiac and other professional societies,
however, should not underestimate the impact that they
as professionals can make in the public domain.
The population strategy must lead eventually to changes in
lifestyle: a reduction in the number of people who smoke,
an increased number of people eating a balanced diet, and
an increased number of people who are physically active.
These goals can be reached in many different ways, but
political will and development of ad-hoc policies and
investments at European, national, regional and local levels
are a condition without which they could not be achieved.
The Task Force therefore endorses and recommends
support for the implementation of the International
Framework Convention for Tobacco Control, as initiated

Main differences between the population and the clinical prevention strategies

Prevention in clinical practice

Population strategy: health promotion

The aim is the prevention of onset and progression of
disease in an individual
The targets are individuals
Quantitative methods
Instruments are medical interventions
The standards are randomized controlled trials
Less than therapeutic dose is unacceptable
Easier to treat an individual
Outcomes of interventions are to change individuals
Interventions can focus on most factors relevant to the outcome

The aim is the reduction of incidence of disease in the population

Modified from the OSAKA declaration [20]

The target is the community
Use quantitative and qualitative methods
Instruments are development and implementation of local, national and international policies
Standards are both outcome and process evaluation
Preventive dose rarely applied
Difficult to scale up health promotion programs that reach the whole population
Outcomes are to change the social norms, environments and behaviour of entire populations
Interventions take on social determinants external to the community
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Table 6

1)

2)

Proposed Tobacco Control Measures*

Related to the reduction of demand for tobacco
1.1 Price and tax measures
1.2 Non-price measures
1.3 Protection from passive smoking by regulation
1.4 Regulation of contents of tobacco products
1.5 Regulation of tobacco products disclosures
1.6 Packaging and labelling of tobacco products
1.7 Education, communication, training and public awareness
1.8 Advertising, promotion and sponsorship of tobacco products
1.9 Demand reduction measures concerning tobacco dependence and
cessation
Related to the reduction of the supply of tobacco
2.1 Illicit trade (smuggling) in tobacco products
2.2 Sales to minors
2.3 Elimination of tobacco subsidies and provision of government
support for other economically viable activities

*Based on: Intergovernmental negotiating body on the WHO framework
convention on tobacco control, A/FCTC/INB 5/2, 25 June 2002,
www.who.int/gb/fctc [22].

Table 7

a)

b)

c)

Table 8

1)
2)
3)
4)
5)
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Health, Economics and Political Action*

Increase awareness of governments that the health agenda is not just an
agenda of the health departments.
Let scientists and health professionals contribute to the marketing of the
heart health agenda.
Let schools for health professionals provide training in methods for
community organizing, social marketing and advocacy.
Let departments of health, NGO’s and professional organizations develop
plans to make the case for heart health resources at the political level.
Let the WHO continue to strengthen the capacity for heart health
promotion in all WHO regions and member states.

*Based on: Declaration of the fourth International Heart Health Conference,
Osaka (Japan), May 2001, www.med.mun.ca/chhdbc/public.htm [20].

tackle the determinants of these inequalities. In addition, the population strategy has to ensure equity of
access to everybody for preventive advice, diagnostic and
therapeutic interventions, in order to reduce the social
differences in health.

Population dietary goals

Goals* for which scientific evidence is strong and public health gain large
1. Saturated fat and trans fats:
• less than 10% of dietary energy from saturated fat, and
• less than 2% of energy from trans fats
2. Fruit and vegetables:
• more than 400 g/day
3. Salt:
• less than 6 g/day
4. Obesity and overweight:
• BMI < 25 kg/m2
• PAL† of more than 1.75 PAL
Goals* for which scientific evidence is moderate and public health gain
moderate
5. Total fat
• less than 30% of energy
6. Polyunsaturated fat
• n-6 polyunsaturated fat: 4–8% energy
• n-3 polyunsaturated fat: 2 g/day of linolenic acid and 200 mg/day of
very long chain fatty acids
Goals* for which scientific evidence is weaker and public health gain
smaller
7. Dietary fibre: more than 25 g/day (or 3 MJ) of dietary fibre and more
than 55% of energy from complex carbohydrates
8. Folate from food: more than 400 µg/day
9. Sugary foods: four or fewer occasions per day

*From: European Heart Network’s Nutrition Expert Group – Food, Nutrition and
Cardiovascular Disease Prevention in the European Region: Challenges for the
New Millenium. European Heart Network, May 2002, www.ehnheart.org [23].
†Physical activity level (PAL) as the ratio of total energy expenditure to estimate
basal metabolic rate. A PAL of 1.75 is equivalent to 60 min/day of moderate
activity or 30 min/day of vigorous activity.

by the WHO (www.who.int), the European Commission
Directive on Tobacco Control and the Warsaw
Declaration for a Tobacco-free Europe (Table 6) [22], the
Population Dietary and Physical Activity Goals, as formulated by the European Heart Network (Table 7) [23],
and the WHO recommendations for the prevention of
obesity. For a broader perspective, the Task Force refers
to the Osaka Declaration, jointly endorsed by the 5th
International Conference on Preventive Cardiology and
the 4th International Heart Health Conference
(www.med.mun.ca/chhdbc/pdf) (Table 8) [20].
Important social inequalities affect cardiovascular health.
A population strategy should ensure specific actions to

The goal of the Task Force is to make recommendations
at the European level. However, the national societies
are invited to actively contribute to develop national preventive population strategies, in partnership with their
respective governments, other professional societies and
the civil society, dependent on their own national needs
and possibilities.
2.3.2 Prevention in clinical practice

The population strategy is aiming at a shift in the distributions of risk factors towards more favourable levels. Indeed,
it has been shown that most cases of coronary heart disease
and stroke occur among the large number of people in
whom risk factors are only modestly elevated [24].
Within a favourable public health scenario, prevention
work in clinical practice becomes much easier because
changing lifestyle towards healthier directions is socially
easier.
Patients with symptomatic coronary heart disease present
to family physicians, cardiologists and other specialists
and this offers a unique opportunity for preventive action.
High risk persons could also be identified in clinical practice because of their lifestyle, e.g. smoking cigarettes or
obesity, or through the detection of hypertension, hyperlipidemia, diabetes, or a combination of risk factors. A
substantial number of such persons can be identified in
daily clinical practice without having to resort to comprehensive cardiovascular screening of the population.
Preventive action directed at patients with established
coronary heart disease, stroke or heart failure and at high
risk persons should lead to contact with their families and
other blood relatives for risk assessment and preventive
advice among them, with preventive intervention if necessary. This type of action has, in addition, the advantage
of contributing to the awareness and spread of preventive
knowledge throughout the society as a whole.

S14

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

Priorities in cardiovascular prevention in clinical practice

In European countries the number of patients with established cardiovascular diseases is large and the number of
otherwise healthy individuals but at high risk of cardiovascular diseases is enormous. Understandably the medical
community may feel the tasks of CVD prevention are too
overwhelming and impossible to accomplish in their
everyday work. On the other hand, the cost-benefit
balance of interventions, especially the costs related to
unwanted side effects of long-term treatments varies as
the scale of cardiovascular risk goes down. Therefore, it is
useful to define priorities for CVD prevention in clinical
practice, and these are set out in Table 9. This list of priorities proposes the order in which preventive action
should be directed to the different groups listed, because
with limited resources a full-scale action directed to all
groups potentially needing preventive advice is not possible within a short period of time. As soon as progress has
been made in the top priority groups, action may be
directed to groups with a lower rank order in the list. The
highest priority is given to patients with clinically established CVD, and the next place to healthy individuals at
high risk of CVD. Patients who present with CVD have
already declared themselves to be at high-risk of a further
major ischaemic event and therefore additional action is
needed to reduce their modifiable risk factors. The next
priority is given to the many healthy individuals at high
CVD risk who have already been identified or will be
detected in the context of daily clinical practice.
Preventive action may then be extended to assessment of
risk factor levels in the closest relatives of patients with
early-onset CVD and those of high risk individuals, especially when familiar hyperlipidemia is suspected. Finally,
physicians should also act as opinion leaders to inform and
influence public health decisions which can facilitate
healthy lifestyles at a population level in their society.
They should try to avoid giving messages based on fear
but adopt lucid messages instead, or even better establish
alliances with communication experts.

2.4 How to evaluate the scientific evidence
Evidence Based Medicine (EBM) has been defined as
the integration of individual clinical expertise with the
Priorities of cardiovascular disease prevention in
clinical practice
Table 9

1)

Patients with established coronary heart disease, peripheral artery disease
and cerebrovascular atherosclerotic disease
2) Asymptomatic individuals who are at high risk of developing atherosclerotic
cardiovascular disease because of:
a) Multiple risk factors resulting in a 10 year risk of ≥ 5% now
(or if extrapolated to age 60) for developing a fatal cardiovascular event
b) Markedly raised levels of single risk factors: cholesterol ≥ 8 mmol/l
(320 mg/dl), LDL cholesterol ≥ 6 mmol/l (240 mg/dl), blood pressure
≥ 180/110 mmHg
c) Diabetes Type 2 and diabetes Type 1 with microalbuminuria
3) Close relatives (first degree relatives) of
Patients with early-onset atherosclerotic cardiovascular disease
Asymptomatic individuals at particularly high risk
4. Other individuals met in connection with ordinary clinical practice

Table 10

Desirable attributes of clinical guidelines

Attribute of guideline

How to test the attribute

Validity

Are the health benefits/costs predicted
achieved in practice?
Does the same evidence and method result in
the same recommendation?
Do the guidelines result in the same
interpretation in similar clinical
circumstances?
Were key groups affected by the guidelines
involved in its development?
Can evidence be used to define the patients
involved or does this require judgement?
Are exceptions permitted and are patient
preferences considered?
Are the guidelines unambiguous and user
friendly?
Who does this, what assumptions are made,
what evidence has been collected, and what
methods have been used in compiling the
guidelines?
When and how will guidelines be reviewed
and updated if necessary?

Reproducibility
Reliability

Representative development
Clinical applicability
Clinical flexibility
Clarity
Meticulous documentation

Scheduled review

best available clinical evidence from systematic research.
It involves asking answerable questions, searching for
the best evidence, critically appraising the evidence,
applying the evidence to individual patient care, and
evaluating the process [25]. Despite a decade of educational effort, it is rare for clinicians to practice EBM as
intended, with many considering that the major issue is
finding the evidence [26].
This report aims to provide guidelines under the auspices of the Third Task Force of the European and other
Societies on Cardiovascular Disease Prevention. We
would wish these guidelines to be as evidence based as
possible. Good guidelines are a major mechanism for
improving the delivery of health care and improving
patient outcomes [27]. It has been shown that guidelines
based on credible evidence are more likely to be adopted
[28]. The desirable attributes of clinical guidelines have
been discussed and are shown in Table 10 [29].
It is often apparent that despite using high quality evidence derived from systematic reviews of randomised
controlled trials, predicted benefits are not achieved [30].
This is due to the diminishing impact of efficacious interventions when applied in the real world due to problems
of poor coverage, professional compliance and patient
adherence to the intervention [31]. In some circumstances, only those at high risk of poor outcomes will
benefit owing to the trade off between hazards and benefits of treatment being adverse among low risk people
[32]. There is evidence that the reproducibility and reliability of guidelines is influenced by the composition of
the group producing the guidelines. Grimshaw and
Russell comment that a surgical panel found more indications for surgery than a “balanced” panel [29]. Perhaps of
greater concern are the findings of a study that compared
five different guidelines on cholesterol testing and con-
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cluded that “the more clinicians were involved in the
development process, the less the guidelines reflected
the research evidence.” [33]. Clinicians may well be more
aware of the need for clinical applicability, flexibility and
clarity in guidelines, that are necessary if they are to be
implemented, and are well aware of the highly selected
patients that enter clinical trials. These different goals
may conflict resulting in guidelines that do not follow the
research evidence. However, formal study of the ways in
which the research evidence and clinical imperatives
interact has not been conducted. In previous guidelines
the link between evidence and recommendations has not
always been apparent. In this new version we have aimed,
where possible, to make the relationship between
evidence and recommendation more transparent.
Adherence to the notion that the “hierarchy of evidence”
flows in a downward quality direction from a Cochrane systematic review, other systematic reviews, randomised controlled trials, non-randomised comparative studies,
prospective observational studies, retrospective observational studies, finishing at case studies is often misplaced.
Quality implies being fit for purpose – the best evidence to
identify rare hazards of treatment is not a systematic review
or a randomised controlled trial. Case reports may provide
the first hint that a treatment is hazardous but require confirmation in either large prospective surveillance studies.
We have attempted to ensure that the most appropriate
evidence is used to underpin recommendations. For population prevention programmes observational epidemiological findings are clearly of great importance in
determining causality and in the cases of smoking and
physical activity, randomised controlled trials to determine the benefits of these behaviours would be inordinately difficult to conduct and might even be misleading.
Clearly, systematic reviews of observational studies are
preferable to citation of single observational studies. For
example, individual studies of the relationship between
homocysteine and cardiovascular disease have demonstrated variable associations [33]. Pooling data can
provide greater understanding of sources of heterogeneity introduced either by study design (e.g. case control
versus cohort) or by the nature of the participants and
will provide a more precise estimate of effect. However,
it is important to be aware that this increased precision
may be spurious if the control for confounding and other
biases is weak in the index studies [34].
A further and growing concern in observational epidemiology is that with some associations causation has been
wrongly attributed. This appears to be the case for antioxidant vitamins where observational studies suggested a
reasonable protective effect, but randomised controlled
trials have shown that the interventions may even be
harmful [34,35]. Similar concerns have now become
apparent with hormone replacement therapy that was
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thought to confer benefits, but an early systematic review
[36] showing adverse cardiovascular effects was ignored
until recent randomised controlled trials of hormone
replacement therapy confirmed this adverse effect.
A further concern is the nature of available evidence.
Much of the evidence concerns drug treatments rather
than lifestyle interventions or health system improvements. Since robust evidence from systematic reviews of
randomised controlled trials exists for benefits of statins on
cardiovascular disease outcomes [37], it is tempting to
prefer this evidence over the much weaker evidence from
studies of dietary fat reduction for the same outcomes [38].
In examining the effects of interventions, we have given
prominence to Cochrane systematic reviews where they
exist as these are conducted to a rigorous standard and
are updated periodically. We have used other systematic
reviews where these exist and have only cited individual
trials where they make particular points of interest, or are
sufficiently large to provide a clear answer to a clinical
question. Where we feel the evidence is scant we have
stated this.
When examining effect sizes we have not used numbers
needed to treat as these have quite marked problems
[39], particularly in preventive cardiology where baseline
rates of cardiovascular disease vary markedly throughout
Europe. Consequently a number needed to treat would
be needed for countries with low, medium and high risk.
Moreover, numbers needed to treat for different age
groups and for men and women would be required.
Relative risk reductions on treatment are applicable to all
European populations, age groups and men and women
as, in general, most treatments have the same relative
benefits at different levels of risk.
In this report we have attempted to follow an evidence
based approach. We have defined the following questions:
• What is the evidence that specific risk factors cause
cardiovascular disease?
• What is the evidence that these risk factors vary in
importance among those with and without established cardiovascular disease?
• What is the evidence that interventions for populations lead to reductions in risk factors and cardiovascular disease outcomes?
• What is the evidence that interventions for individuals lead to reductions in risk factors and cardiovascular disease outcomes?
We have critically reviewed the relevant literature to
answer each question posed. Efforts have been made to
implement the guidelines through the various participating societies. Previous guidelines have been evaluated
by means of EUROASPIRE I and II [9,15].
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3) Total risk estimation
Total risk in the context of these recommendations
means the likelihood of a person developing a fatal cardiovascular event over a defined period of time.
Table 11 illustrates how risk factor management decisions should not be based on consideration of a single
risk factor such as cholesterol alone; a women with cholesterol of 8 mmol/l can be at nine times lower risk than
a similarly aged man with a cholesterol of 5 mmol/l if the
latter smokes and is hypertensive.
For these considerations to impact on clinical practice, it
is essential for the clinician to be able to assess risk
rapidly and with sufficient accuracy to allow evidence
based management decisions.
This realisation led to the development of the risk chart
published in the 1994 and 1998 recommendations [8,10].
This chart, developed from a concept pioneered by
Anderson [17], used age, sex, smoking status, total cholesterol and SBP to estimate the risk of any coronary heart
disease event, fatal or non fatal over the next ten years. A
ten year risk of 20% or more was used arbitrarily as a threshold for intensified risk factor intervention.
There were several problems with this risk chart. Firstly, it
was derived from American data from the Framingham
project and the applicability of the risk chart to European
populations was uncertain. Secondly, the dataset used for
the chart was fairly small. Thirdly, the definition of non
fatal endpoints differed from that used in many other
studies making it difficult to validate the chart.
The risk chart presented in the present recommendations was developed as part of an EU Concerted Action
Project [18] and aims to address these concerns. It has
become known as the SCORE system.

Examples of how other risk factors may negate the
advantages of having a desirable cholesterol level. Risk
figures refer to the risk of dying of cardiovascular disease
over the next 10 years (based on results from SCORE [18])
Table 11

Sex
Female
Female
Male
Male

Age
(years)

Cholesterol
(mmol/l)

BP
(mmHg)

Smoking

Risk (%)

60
60
60
60

8
7
6
5

120
140
160
180

0
+
0
+

2
5
8
19

• The risk chart has been modified in several respects,
notably in providing more detail in middle aged subjects where risk changes more rapidly with age.
• Separate charts have been prepared for higher and
lower risk areas of Europe (see Figs 1 and 2). The low
risk chart should be used in Belgium, France, Greece,
Italy, Luxembourg, Spain, Switzerland and Portugal;
the high risk chart should be used in all other countries
of Europe. In the future it will be possible to produce
individualised risk charts for individual countries, provided reliable mortality information is available.
• Separate charts have been prepared with the total
cholesterol/HDL cholesterol ratio instead of total
cholesterol (see Figs 7 and 8). There is almost no difference in the performance of these charts, and use of
total cholesterol has the advantage that it is easier to
relate to the results of therapeutic trials, most of
which address cholesterol rather than the ratio. In
Table 1 instructions are given on how to use these
charts and in Table 2 qualifiers are highlighted that
should be considered in estimating total CVD risk.
It should be stressed that the SCORE charts are specifically for use in subjects without known vascular disease.
Subjects with clinical or investigational evidence of atherosclerotic vascular disease are already at high risk of
vascular events and warrant intensive risk factor advice.
The SCORE chart has several functions:

The SCORE risk prediction system is derived from
12 European Cohort Studies and comprises over 200 000
persons, 3 million person years of observations and over
7000 fatal cardiovascular events. It differs from the previous risk prediction system in several important ways:
• Mortality rather than total events has been used as a
primary endpoint because this allows risk to be calculated for countries or regions for which only mortality
data are available. In addition, non fatal endpoints
have been defined in different ways by different
investigators and this makes it difficult to merge the
results of different cohort studies.
• All atherosclerotic deaths (not just coronary heart
disease) have been included in the risk model by
using a calculation method that allows stroke deaths
to be considered separately from coronary heart
disease deaths if required. Stroke deaths may be proportionately more important in low risk populations.

• An individual’s risk of dying of cardiovascular disease
over the next ten years can be read from the chart
without any calculations.
• Although young people are generally at low risk, this
will rise as age increases. The chart can be used by
following the tables upward to illustrate the effects of
lifetime risk by observing the increased risk with an
increase in age. In general, risk will rise even further
than indicated by the chart since risk factor levels will
also tend to increase with age.
• Relative risk can readily be estimated by comparing the
risk in one cell with that of a non smoking person of the
same age and gender, systolic blood pressure < 140 mmHg
and total cholesterol < 5 mmol/l (190 mg/dl).
• The chart can be used to give some indication of the
effect of changes from one risk category to another,
for example when the subject stops smoking or
reduces other risk factors.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

Fig. 7

Fig. 8

Men

Women

Non-smoker

Smoker

180
160
140
120

7 8 9 11 14
5 6 7

8 10

3 4 5

6 7

6 7 9 11 13

2 3 3

4 5

4 5 6

8 10

180
160
140
120

4 4 5

6 8

7 8 10 12 15

3 3 4

5 6

5 6 7

9 11

2 2 3

3 4

3 4 5

6 8

1 2 2

2 3

2 3 3

4 5

180
160
140
120

2 2 3

3 4

3 4 5

6 8

5

6 7

1 2 2

2 3

2 3 4

5 6

3

4 5 7

9

6

8 10 12 16

1 1 1

2 2

2 2 3

3 4

2

3 4 5

6

5

6 7 9 11

1 1 1

1 2

1 1 2

2 3

2

2 3 3

4

3

4 5 6

180
160
140
120

1 1 1

2 2

2 2 2

3 4

3

4 4 6

7

6

7 8 11 12

1 1 1

1 1

1 1 2

2 3

2

3 3 4

5

4

5 6 8 10

0 1 1

1 1

1 1 1

2 2

1

2 2 3

4

3

3 4 5

7

0 0 0

1 1

1 1 1

1 1

1

1 2 2

3

2

2 3 4

5

180
160
140
120

0 0 0

0 0

0 0 0

1 1

1

1 1 2

2

1

2 2 3

4

0 0 0

0 0

0 0 0

0 0

1

1 1 1

2

1

1 2 2

3

0 0 0

0 0

0 0 0

0 0

0

1 1 1

1

1

1 1 2

2

0 0 0

0 0

0 0 0

0 0

0

0 0 1

1

1

1 1 1

1

3 4 5 6 7

Non-smoker

Smoker

12 15 17 21 26

12 14 17 22 27

22 26 31 38 47

9 10 12 15 19

8 10 13 16 20

15 19 23 28 35

6

7 9 11 14

11 13 17 20 26

4

5 6 8 10

8 10 12 15 19

8

9 12 15 18

14 17 21 29 33

5

7 8 11 13

10 13 15 19 24

4

5 6 8 10

7

9 11 14 18

3

3 4 5

5

6 8 10 13

3 4 5 6 7

Age

65

60

55

50

40

7

9 12

3 4 5 6 7

Non-smoker

9 11 14 17 22

8

SC O RE
15% and over
10%–14%
5%–9%
3%–4%
2%
1%
< 1%

10-year risk of
fatal CVD in
populations at
high CVD risk
© 2003 ESC

3 4 5 6 7

Total cholesterol: HDL
cholesterol ratio

Systolic blood pressure

Women

Systolic blood pressure

S17

Men
Smoker

180
160
140
120

4 5 6

7 8

8 9 11 13 15

3 3 4

5 6

6 6 8

9 11

2 2 3

3 4

4 5 5

6 8

1 2 2

2 3

3 3 4

5 6

180
160
140
120

2 3 3

4 5

4 5 6

7 9

2 2 2

3 3

3 4 4

5 6

1 1 2

2 2

2 2 3

4 4

1 1 1

1 2

1 2 2

3 3

180
160
140
120

1 1 2

2 2

2 3 3

1 1 1

1 2

1 1 1
0 0 1

180
160
140
120
180
160
140
120

Age

Non-smoker

Smoker

7

8 10 12 15

5

6 7 9 11

9 11 13 16 20

4

4 5 6

8

7

8 10 12 14

2

3 4 4

6

5

6 7 8 10

5

5 7 8 10

9 10 12 15 19

3

4 5 6

7

6

8 9 11 13

2

3 3 4

5

4

5 6 8 10

2

2 2 3

4

3

4 4 5

4 5

3

3 4 5

6

5

6 8 10 12

2 2 2

3 3

2

2 3 4

5

4

5 6 7

9

1 1

1 1 2

2 2

1

2 2 3

3

3

3 4 5

6

1 1

1 1 1

1 2

1

1 1 2

2

2

2 3 3

4

1 1 1

1 1

1 1 1

2 2

2

2 2 3

4

3

4 5 6

7

0 0 1

1 1

1 1 1

1 2

1

1 2 2

3

2

3 3 4

5

0 0 0

0 1

0 1 1

1 1

1

1 1 2

2

2

2 2 3

4

0 0 0

0 0

0 0 0

1 1

1

1 1 1

1

1

1 2 2

3

0 0 0

0 0

0 0 0

0 0

0

1 1 1

1

1

1 1 2

2

0 0 0

0 0

0 0 0

0 0

0

0 0 1

1

1

1 1 1

1

0 0 0

0 0

0 0 0

0 0

0

0 0 0

1

0

0 1 1

1

0 0 0

0 0

0 0 0

0 0

0

0 0 0

0

0

0 0 1

1

3 4 5 6 7

3 4 5 6 7

65

60

55

50

40

3 4 5 6 7

13 16 19 23 28

7

SC O RE
15% and over
10%–14%
5%–9%
3%–4%
2%
1%
< 1%

10-year risk of
fatal CVD in
populations at
low CVD risk
© 2003 ESC

3 4 5 6 7

Total cholesterol: HDL
cholesterol ratio

Ten year risk of fatal CVD in high risk regions of Europe by gender,
age, systolic blood pressure, total cholesterol/HDL cholesterol ratio
and smoking status.

Ten year risk of fatal CVD in low risk regions of Europe by gender,
age, systolic blood pressure, total cholesterol/HDL cholesterol ratio
and smoking status.

Even low risk individuals should be offered lifestyle
advice to maintain their low risk status. In the chart,
based on the Framingham study results, high risk was
defined as a level of 20% or more. This would equate to
a risk of approximately 5% or more in the present charts
and anybody at or above this level would merit intensive
risk factor advice.

nutritional intervention studies, decrease of fat intake is
associated with a relative or absolute increase in the
intake of carbohydrates. In such circumstances, a
decrease in LDL and HDL cholesterol levels and an
increase in triglyceride concentrations is observed
[42,43]. The effect on HDL cholesterol is attenuated
when the subject loses weight [44] or when the carbohydrates are derived from food with high fibre content [45].
Finally, a diet with high fat content is dense in energy
which may predispose to overweight and obesity. These
in turn are two major causes for insulin resistance, diabetes and cardiovascular complications.

4) Scientific evidence for risk estimation,
risk factor modification and
implementation programmes
4.1 Nutrition
4.1.1 Fatty acids and cholesterol

Saturated fatty acids

Food lipids are made up of 3 major classes of fatty acids
(FA’s): saturated (SFA’s), monounsaturated (MUFA’s) and
polyunsaturated (PUFA’s). This classification is based on
the number of double bonds between carbon atoms.
Fatty acids regulate cholesterol homeostasis and concentrations of blood lipoproteins. Besides, food FA’s affect
the levels of other cardiovascular risk factors, such as
blood pressure, haemostasis and body weight through
various mechanisms. In food, SFA’s, MUFA’s and PUFA’s
are mixed together [40], making the study of the effects
of specific classes of FA’s on cardiovascular outcomes
considerably complex.

The sources of SFA’s in human diet are mainly derived
from animal products (i.e. meat and dairy products), oils
used for cooking or ready-cooked meals from the foodprocessing industry (i.e. coconut and palm oils) and some
home cooking fats (lard, hard margarines). In comparison
with PUFA’s, consumption of SFA’s increases the concentration of LDL cholesterol.

In the “Seven countries” study, the between cohorts
comparison, showed that intake of total but mainly SFA’s
was associated with 10 and 25-year follow-up coronary
mortality [41]. At the individual level in single cohort
studies, only SFA’s were related to coronary mortality. In

The effect of reducing saturated fat intake on serum
lipids depends on what the saturated fat is replaced with.
Reducing saturated fat intake by a third and replacing
with complex carbohydrate, polyunsaturated fat or
monounsaturated fats results in mean changes in serum
lipids in healthy volunteers as presented in Table 12 [46].
In randomised controlled trials of saturated fat reduction
(either through replacement of saturated fat with other
fats or with carbohydrates) only small effects on blood
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Effects of replacing dietary saturated fat with complex
carbohydrates, polyunsaturated fats or monounsaturated fats
Table 12

5% of total energy
as saturated fat,
replaced with:

Change in
Change in
total serum
LDL cholesterol,
cholesterol, mmol/l
mmol/l

Complex carbohydrate
Polyunsaturated fats
Monounsaturated fats

–0.26
–0.39
–0.24

–0.18
–0.29
–0.22

Change in
HDL cholesterol,
mmol/l
–0.17
–0.04
–0.04

lipids were observed, and little effect on mortality is
seen. But in studies with at least 2 years follow-up, there
was a significant reduction in cardiovascular events (rate
ratio 0.76, 95% CI 0.65–0.90) [38]. It should be noted that
most studies included in the review replaced saturated
fat with mono- or polyunsaturated fats, rather than with
carbohydrates.
SFA’s make up a heterogeneous group of molecules with
different metabolic properties [47]. In comparison with
oleic acid (18 : 1), FA’s with 12, 14 and 16 carbon atoms
increase LDL cholesterol, whereas stearic acid (18 : 0)
decreases HDL cholesterol [48–50]. International comparison studies [51] have found strong associations
between the intake of SFA’s and the risk of ischaemic
heart disease [41]. Recently, the Nurses’ Health Study
showed only a weak relationship between the intake of
SFA’s and the risk of ischaemic heart diseases [40]. More
precisely, a high intake of SFA’s of 12 to 18 carbon chain
increases the risk of ischaemic heart disease, whereas the
intake of FA’s with short or medium chains did not have
such an impact [52]. Moreover, in comparison with fish
and poultry, the intake of red meat, which is a significant
source of SFA’s is associated with a higher risk of
ischaemic heart disease [52].
Monounsaturated fatty acids

MUFA’s have a single double bond. Epidemiological data
on MUFA’s is scarce. Two prospective studies have
shown a positive link between the intake of MUFA’s and
the risk of coronary disease [53,54]. However, these
studies did not take into account possible confounding
factors such as the concomitant ingestion of SFA’s. This
may arise as both meat fats are rich in MUFA’s and SFA’s.
In a more detailed analysis, the substitution of SFA’s by
MUFA’s is associated with a lower risk of coronary
disease [40]. A systematic review of randomised controlled trials suggests that replacement of carbohydrates
with MUFA’s increases concentrations of HDL cholesterol without changing LDL cholesterol levels [55], and
that replacement of saturated fats with either MUFA’s or
PUFA’s fats raises the ratio of HDL to LDL, whilst
replacement with carbohydrates leave this ratio unaltered. In the Nurses’ Health study, a 5% increase in
MUFA’s intake was associated with a borderline protective association with CHD (RR: 0.81 [95% CI 0.65–1])
[40]. Beyond the effects on serum cholesterol, diets rich
in MUFA’s seem to have favourable biological effects on

lipoprotein oxidation, coagulation factors, endothelial
function and blood pressure, although sound trial evidence is still lacking [56].
Polyunsaturated fatty acids

PUFA’s belong to two major groups having different
chemical compositions: n-6 and n-3. Linoleic acid is the
main representative of the n-6 group. It is made up of
18 carbon atoms and two double bonds. The n-6 group
FA’s mainly originate from vegetable oils. Experimental
clinical studies have shown that the intake of polyunsaturated FA’s reduced plasma LDL cholesterol and, to a
lesser extent, HDL cholesterol as compared to saturated
FA’s. In prospective epidemiological investigations, the
consumption of polyunsaturated FA’s instead of saturated
FA’s or trans FA’s is inversely correlated to coronary artery
disease risk [40]. Systematic review of randomised
studies of high monounsaturated or high polyunsaturated
diets (either in a crossover or parallel design) suggests no
significant differences in total, LDL or HDL cholesterol
with these two types of fat. Triglyceride levels were
reduced by 0.14 (95% CI 0.00–0.29) mmol/l on the diets
high in PUFA’s especially by omega-3 FA’s [57].
Unfortunately there is not enough data available to
compare the effects of diets high on PUFA’s or MUFA’s
on morbidity and mortality outcomes [38].
α-Linolenic acid is the precursor in the n-3 group. It is
made up of 18 carbon atoms and 3 double bonds. The
main food sources are certain vegetable oils: soybean, safflower and linseed oils. The α-linolenic acid is an essential fatty acid. In fact, there are physiologic needs for this
FA, like vitamins and minerals. These needs are particularly important among new-born babies, young children
and patients receiving parenteral nutrition. In prospective epidemiological studies, a high intake of α-linolenic
acid is associated with a reduction in fatal cardiovascular
events [58–60]. In the same way, in secondary prevention, a reduction of 65% and 56% in coronary and allcauses mortality was achieved after 46 months of
follow-up among patients randomly assigned to a
Mediterranean diet enriched with α-linolenic acid supplement [61] compared to a control diet. These benefits
could be due, in part to heart-rate regulating properties of
the α-linolenic acid [62,63] as have also been suggested
by the results of a more recent trial [64].
Eicosapentaenoic acid (EPA) and docosahexaenoic acid
(DHA) are two significant representatives of the n-3
group. These FA’s are mainly derived from fish and
special n-3 rich vegetal oils (i.e. canola and soybean oil).
There is much evidence suggesting that consumption of
EPA and DHA reduces concentrations of plasma triglycerides and, to a lesser extent, of HDL cholesterol [65]. In
addition to their impact on lipid metabolism, n-3 FA’s are
beneficial to blood pressure, hemostatic balances and
heart rhythm [66]. However, the effects on blood pres-
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sure are seen at doses of 3–4 g/day, while the current
average intake is around 1 g/day depending on the type
of population. Prospective epidemiological population
studies show lower rates of fatal coronary occurrences
and sudden death among people who regularly consume
fish than among non-consumers [67,68]. The DART
study showed that the prescription to eat fish twice a
week for patients having suffered myocardial infarctions
resulted in a decrease in total mortality and coronary
mortality, without any impact on non-fatal cardiovascular
events [69]. In the GISSI study, the supplementation of
the diet with 850 mg of EPA/DHA for subjects who have
had heart attacks is associated with a reduced number of
deaths during the 3.5-year follow-up period [70,71]. All
these results suggest a significant protective effect of EPA
and DHA on fatal cardiovascular events. These effects are
partly due to a regulation of the heart rate. Systematic
review of the effects of dietary and supplemental
omega-3 FA’s in people with coronary heart disease
support a reduction in overall mortality (relative risk 0.8,
95% CI 0.7–0.9), as well as fatal myocardial infarction and
sudden death, but not non-fatal myocardial infarction
[72]. There were no significant differences between the
effects of dietary or supplemental omega-3 fats.

Dietary cholesterol intake

Trans fatty acids

Revision of randomised controlled trials testing the
effects of sodium restriction have shown on average,
reductions of SBP of –4.8 mmHg and –1.9 mmHg in normotensive and hypertensive subjects respectively and of
–1.9 and –1.1 mmHg in DBP [86]. Furthermore, recent
results of the DASH-II trial of 30 days of intensive
dietary advice have demonstrated, over this very short
duration, not only that a reduction of sodium intake leads
to a reduction of blood pressure both in hypertensive and
normotensive subjects [87], but that the additional combined increase in the intake of potassium, magnesium
and calcium, achieved through the combined approach of
a diet rich in low SFA’s dairy products and high in fruits
and vegetables, was followed by greater reduction in
blood pressure than the single effects of sodium restriction [88]. A recent systematic review [89] including only
randomised controlled trials testing the effects of sodium
restriction over at least 6 months have shown on average at
between 24 and 36 months, reductions in SBP of only
–1.1 mmHg (95% CI –1.9, –0.3) and –1.5 mmHg (95% CI
–12.6, 9.6) in normotensive and hypertensive subjects
respectively and of –0.5 (95% CI –1.1, 0) and –7.0 (95% CI
–12.5, –1.5) mmHg in DBP. The few community intervention trials carried out showed that reduction of salt consumption levels are feasible and followed by a reduction of
average blood pressure levels in the community [90,91].

Trans FA’s are MUFA’s or PUFA’s isomers whose conformation has been modified during the digestion of ruminants or by hydrogenation industrial processes.
Trans-FA’s are mainly derived from meat, dairy products,
margarines and ready-cooked meals from the food-processing industry. Important efforts have been made to
reduce the trans-FA’s content in margarines in Europe.
However, significant discrepancies within and between
European countries still remain. Compared with oleic
acid, trans-FA’s increase LDL cholesterol concentrations
and, to a lesser extent, they reduce plasma HDL cholesterol concentrations [73]. Generally, prospective epidemiological studies have found associations between
the intake of trans FA’s and cardiovascular morbidity and
mortality in Northern America and in Europe
[40,54,58,74,75]. On the other hand, the relationship
between trans-FA’s concentrations in the adipose tissue –
which is a consumption marker of trans-FA’s – with
myocardial infarction occurrences, is not so clearly established in the EURAMIC study [76]. However, after the
exclusion of an uninformative centre, the relative risk for
developing a myocardial infarction increased while
remaining non-statistically significant. Likewise, the
connection between the trans-FA’s intake and sudden
death has been subject to contradictory reports [77,78].
In a study, no excess of sudden death was found across
the distribution of trans-fatty acid in adipose tissue [77].
On the other hand, among subjects who had a cardiac
arrest, concentrations of the trans isomers of FA’s within
the red cell membranes were significantly higher than in
paired age- and sex-matched control subjects [78].

Dietary cholesterol intake appears to have relatively little
effect on serum lipids. Reduction of 100 mg dietary cholesterol per day appears to reduce total serum cholesterol
by only 0.06 or 0.07 mmol/l, roughly 1% [46,79], although
this relationship may not be linear [80]. However, there
is a tremendous heterogeneity among subjects and individual susceptibilities in the response to low cholesterol
diet suggesting that some patients might benefit substantially from low cholesterol diet [81,82].
4.1.2 Sodium, potassium and other electrolytes and
blood pressure

Sodium intake, especially in the form of sodium chloride
influences arterial blood pressure and therefore the risk
of arterial hypertension, stroke, CHD and heart failure.
Blood pressure raises with age and it is an important risk
factor in the age-related risk of CVD [83,84]. Newborn
babies fed with low-sodium milk have lower blood pressure levels than babies fed with milk of normal sodium
content during the first six months of life [85]. In societies with low salt intake there is no age-related increase
in blood pressure [83], likewise in societies with low
blood cholesterol, there is no massive CHD.

4.1.3 Fruits and vegetables

Fruits and vegetables are significant sources of vitamins
and fibre. Observational studies have shown favourable
relationships between the consumption of the main
antioxidant vitamins [92–94], or of the plasma levels of
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such vitamins [95], and cardiovascular diseases. These
results have been confirmed in cohort studies which have
shown negative correlations between the consumption of
fruits or vegetables and the occurrence of stroke [96–98]
or coronary events [98–100]. In a meta-analysis, a 15%
reduction in relative risk of ischaemic heart disease
between the 10th and 90th centile of fruit and vegetable
consumption (i.e. indicating a 4-fold difference in fruit
and a 2-fold difference in vegetable consumption) was
found, suggesting protection due to consumption of fruits
and vegetables [101]. All these results suggest that eating
fruits and vegetables on a regular basis has beneficial
effects on the cardiovascular system. Recently, the DASH
study has shown, in the short term, that having a regular
diet with a higher fruit and vegetable content and a lower
dairy product content reduces systolic and DBP [87,102]
further supporting the properties of fruit and vegetable
consumption. However, there is still no formal demonstration, by means of a randomised intervention trial, of a
beneficial effects of a diet with a high content of fruits
and vegetables on CHD events.
There is increasing evidence that phytonutrients (nonnutritive) compounds of many fruits and vegetables, such
as flavonoids present in apples, onions, tea and red wine are
associated with lower levels of CHD and stroke [103–106].
4.1.4 Vitamins: a-tocopherol (vitamin E), β-carotene
(retinol) and folic acid
Vitamin E: α-tocopherol

Vitamin E is a powerful antioxidant. The incorporation of
vitamin E to LDL’s, through food supplementation,
reduces the susceptibility of LDL’s to oxidation in vitro.
Cohort studies have demonstrated a reverse relationship
between the intake of vitamin E and cardiac morbidity
and mortality [92,93]. Intervention trials with vitamin
supplements have shown contradictory results. In the
CHAOS study, where 2000 patients with coronary
disease were supplemented with 400 or 800 UI α-tocopherol, a reduced number of non-fatal myocardial infarctions was reported [107]. On the other hand, no
beneficial effect was found for fatal heart attacks and
total mortality. In the same way, no cardiovascular beneficial effect of vitamin E was observed among patients
with high lung cancer risks in the ATBC study (treated
with 50 mg/d of vitamin E) [108], among CHD patients
in the GISSI study (300 mg/d) [70] and among high cardiovascular risk patients in the HOPE (400 IU/d) [109]
and PPP (300 mg/d) [110] studies. Meta-analysis of these
intervention studies found no effect of vitamin E on cardiovascular mortality (odds ratio 0.98, 95% CI 0.92–1.06)
[111]. This has been further confirmed by the Heart
Protection Study [112,113], a randomised trial of over
20 000 people at increased risk of heart disease.
Participants were given antioxidant vitamins (600 mg
vitamin E, 250 mg vitamin C and 20 mg beta-carotene
daily) or placebo and followed up for 5 years. There were

no significant differences in total (Relative Risk 1.04, not
statistically significant) or any specific cause mortalities or
in any major vascular events (for all major vascular events
the RR was 1.00) [113]. However, at the high doses given
in these trials, which are higher than those present in
usual diets, vitamin E becomes pro-oxidant rather than
antioxidant, thus explaining the observed absence of
effect in cardiovascular outcomes in these trials.
Vitamin A: β-carotene and retinol

Vitamin A is a general term combining a set of molecules:
carotenoids (pro “vitamin A”) and retinoids. Many epidemiological observation, case/control and prospective
studies have found an inverse relationship between
vitamin A plasma levels, the intake of vitamin A in food
and cardiac morbidity and mortality [114]. Intervention
studies of vitamin supplements have failed to confirm
these results. In ATBC, there was an increased risk of
fatal coronary disease among cardiac patients who
smoked and received a 20 mg/d β-carotene supplement
or a combination of β-carotene and α-tocopherol
[108,115]. In PHS, the 25 mg/d β-carotene treatment had
no impact on the occurrence of cardiovascular deaths,
myocardial infarctions and cerebral vascular accidents
among physicians aged from 40 to 84 [116]. In CARET,
the combination of 30 mg/d β-carotene and 25 000 IU
retinol was associated with an increase in cardiovascular
deaths [117] among subjects with high broncho-pulmonary cancer risks. All these results do not support the
conclusion that β-carotene and retinol supplementation
is beneficial for cardiovascular protection.
Folic acid and homocysteine

Folates are co-factors of significant biochemical reactions
involving the transfer of carbon atoms. They contribute
to the synthesis of DNA and to the metabolism of certain
amino acids. Lack of nutritional folate intake is associated with defects in the DNA synthesis, inducing megaloblastic anaemia, anomalies in the closing of the foetus’
neural tube, cancers. More moderate chronic deficiencies
have been inconsistently associated with a higher risk of
cardiovascular disease. Most cross-sectional studies
[118–122], though not all of them [123–125] have found
a deficiency in the plasma concentrations of folate among
coronary patients. These results have been confirmed in
prospective studies which have shown a higher coronary
[126–129], carotid stenosis [130] and stroke [130,131] risk
among subjects lacking plasma folate. These results have
not been repeated in other studies [132,133]. Finally,
compared with subjects whose diet includes a “high”
content of folate, subjects whose diet includes a “low”
content of folate have a higher coronary risk [134–136].
The mechanisms through which leaf vegetable vitamins
could have a beneficial impact are manifold – improved
endothelial function, reduced homocysteine concentrations, antioxidant action, interaction with eNOS.
Although the folic acid treatment reduces plasma homo-
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cysteine concentrations [137], the final proof of the folate
supplementation beneficial impact on coronary heart
disease occurrence will be provided by the large-scale
randomised trials being performed [135].
Homocysteine is an amino acid produced by the catabolism of methionine. Homocysteine plasmatic concentrations are determined by genetic and nutritional factors.
They are increased by dietary deficiencies in leaf vegetable vitamin, vitamin B6 (pyridoxine) and vitamin B12
(cobalamin) and excessive methionine intake.
Congenital hyperhomocysteinuria is associated with a
significant risk of vascular pathology [138]. In a systematic analysis of case–control studies and prospective
enquiries, a moderate increase in blood homocysteine is
linked with a higher coronary risk [139]. This association
is reported in case–control studies, but it is less obvious in
prospective studies. Moreover, homocysteine increases
the cardiovascular risk related to tobacco abuse, hypertension and dyslipemias [140]. The demonstration of a
cardiovascular beneficial effect of reduced plasma homocysteine is being assessed through therapeutic trials.
4.1.5 Obesity and abdominal fat

Epidemiological studies in Western populations have
highlighted a relationship between overweight, defined
according to body mass index [weight (kg)/height (m)2]
and total mortality [141]. Thin subjects have a slightly
higher mortality rate than subjects having “normal”
weights. Then, mortality rapidly increases with overweight [141–143]. The higher mortality rates are mainly
due to cardiovascular complications, the impact of which
is proportional to overweight [141,144] and weight gain
since youth [145–147]. Obesity is also associated with an
increased risk of stroke [148,149].
In addition to total adiposity, the distribution of fat in the
organism and particularly in the abdominal cavity is a cardiovascular risk factor. Many abdominal adiposity
markers have been suggested [150]. The waist measurement, and, to a lesser extent, the waist-to-hip ratio are
simple, though incomplete appraisers of the abdominal
adiposity. Epidemiological studies have shown that the
waist-to-hip ratio is a coronary disease risk factor [146,
151–156]. The waist girth has also been associated with a
higher risk of ischaemic heart diseases [146,155–157].
However, these relationships do not always remain significant after adjustment for body mass index and biological factors [146,156]. Abdominal obesity is also a risk
factor for stroke [158].
Overweight and abdominal obesity are associated with
many deleterious metabolic anomalies: low HDL cholesterol, high triglyceridemia, small and dense atherogenic
LDL’s, hypertension, glucose intolerance, insulin resistance and diabetes [159]. These metabolic anomalies
tend to cluster among obese subjects to constitute a
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metabolic syndrome [160]. In prospective epidemiological
analyses, the relationship between the body mass index
and cardiovascular morbidity and mortality is attenuated
or disappears after an adjustment on these metabolic variables suggesting a significant role of such anomalies on
obesity-related cardiovascular complications [144,156].
Because of adverse effects of obesity on many cardiovascular risk factors (for example, systematic review of
weight reduction trials found that for every reduction of
1 kg in body weight, HDL cholesterol increased by
0.009 mmol/l and LDL cholesterol decreases [161]) and
also because weight reduction is associated with
improved clinical and biological metabolic disorders
[162], obese subjects should lose weight.
4.1.6 Alcohol

Alcohol is not an essential nutriment. The pathophysiological consequences of its use depend on the quantities
drunk, conditions of use (chronic or acute) as well as
many individual factors (gender, age, genetic susceptibility). The relationship between alcohol consumption and
total mortality has a U or J shape. Non-drinkers have a
slightly higher risk than moderate drinkers. The excess
of risk among non-drinkers could be related to pathologies which caused patients to stop drinking alcohol.
Then, mortality increases in proportion to alcohol use.
Death causes are manifold – violence, cirrhosis of the
liver, pancreatitis, cancers, cardiomyopathies and neurological diseases, as well as pathological effects on the
foetus [163–165]. Optimum consumption, associated
with the lowest mortality rate, ranges between 10 and
30 g of alcohol per day, i.e. 1 to 3 units of alcohol (a standard ration means 150 ml of wine, 250 ml of beer, 30 to
50 ml of spirits). Optimum consumption is lower for
women than for men because of enzymatic differences in
alcohol metabolism in women [166,167]. Reduced mortality related to moderate alcohol use results from lower
coronary mortality [165,168–175]. Presently, there is no
reliable proof showing any higher cardiovascular benefit
of any drink, compared with another [174–177]. Alcohol
use is linked with an increase of haemorrhagic cerebrovascular accidents and, to a lesser extent, ischaemic
stroke [176] which depends on the dose [178]. The
pattern of alcohol use also has an effect on the cardiovascular risk: binge drinking is associated with a higher risk
of sudden death [179] and stroke [176].
Alcohol has strong effects on cardiovascular risk factors.
Alcohol increases systolic and DBP among men and
women [178]. This increase is dependent on the dose.
Alcohol increases HDL cholesterol, as well as triglyceride concentrations in certain subjects. Alcohol reduces
concentrations of fibrinogen, antithrombin III and
increases concentrations of plasminogen and of the tissue
factor activator, thus modifying haemostatic balances
favourably [180]. Finally, alcohol drinking is likely to

S22

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

induce cardiac rhythm disturbances, a higher risk of
sudden death as well as cardiomyopathy [179,181].
Finally, to date no randomised trial has yet proven that
the voluntary intake of a moderate quantity of alcohol is
beneficial in terms of cardiovascular morbidity and mortality. As a consequence, there is still a doubt in respect
of the exact mechanisms of the reduction in cardiovascular mortality associated with alcohol use. In particular,
regular moderate alcohol drinking may be the sign of a
lifestyle or social condition associated with a low cardiovascular risk.
Because at the population level, adverse social, psychological and biological effects of alcohol tend to offset its
possible beneficial effects on the coronary heart disease
risk, it has been difficult to develop public health recommendations with regard to safe limits of alcohol use.
However, at an individual level, where there are no contraindications to alcohol use, 10 to 30 g of ethanol per day
for men and 10 to 20 g of ethanol per day for women may
be considered safe [182], therefore people at high cardiovascular risk, enjoying moderate alcohol consumption, do
not have to be discouraged.

4.2 Smoking

Table 13

•
•
•

Smoking of tobacco and CVD risk

Smoking of tobacco is a strong and independent risk factor for CVD in
asymptomatic subjects and in patients with CVD
Passive smoking is also associated with an increase of CVD risk
The effects of smoking on CVD interact synergistically in the presence of
other CVD risk factors

coronary heart disease events in patients with established
coronary heart disease than in asymptomatic individuals.
In patients with established coronary heart disease the
risk falls within 2–3 years to the level of those coronary
heart disease patients who never smoked [186], whereas
in asymptomatic individuals up to 10 years are needed to
reach the risk level of those who never smoked [189,193].
In a meta-analysis of cohort studies on the effect of
smoking cessation on mortality after a myocardial infarction all studies showed a mortality benefit with a combined odds ratio in those who quit of 0.54 (95% CI
0.46–0.62).The mortality benefit was consistent regardless of sex, duration of follow-up, study site and time
period [194]. Therefore stopping smoking after a
myocardial infarction is potentially the most effective of
all preventive measures. Sufficient efforts should be
devoted to this end.

Smoking as a risk factor (Table 13)

There is overwhelming evidence for an adverse effect of
smoking on health. In long term smokers, smoking is
responsible for 50% of all avoidable deaths and one half
of these are due to cardiovascular disease [183,184]. This
adverse effect of smoking is related to the amount of
tobacco smoked daily and to the duration of smoking
[185,186]. The effect is present in both men and women,
and may be even stronger in women, thus partly abolishing the relative protection of women from atherosclerotic
disease [187].The impact of smoking on atherosclerosis
progression is greater for subjects with diabetes and
hypertension [188]. The risk of future cardiovascular
disease is particularly high if smoking starts before the
age of 15 years [189]. Passive smoking has now been
shown to increase the risk of coronary heart disease and
other smoking related diseases [188,190–192]. The
impact of smoking on cardiovascular disease risk is
importantly modified in the presence of other risk
factors. Within Europe, the impact of smoking on the
absolute risk of coronary heart disease has been found to
be smaller in Mediterranean populations than in
Northern European populations [41]. Dietary factors
probably explain this difference in the effect of smoking.
Although the exact mechanisms by which tobacco
smoking increases the risk of atherosclerotic disease are
not yet fully understood, smoking enhances both the
development of atherosclerosis and the occurrence of
superimposed thrombotic phenomena. The latter effect
may be even more important, because stopping smoking
leads to a quicker reduction in the risk of subsequent

Smoking-risk estimation

The assessment of the smoking status of smokers should
be done at every opportunity.
Smoking history should include the following questions: is
the person a current smoker? If yes, number of cigarettes or
grams of tobacco (cigars, pipes) smoked daily; duration of
smoking; earlier attempts to stop. If the person has stopped
smoking, for how many years has he/she stopped?
In addition, in some subjects it may be of interest to
know their degree of addiction and their state of change.
The Fagerström test for nicotine dependence can be
used for the latter [195].

4.3 Physical activity
4.3.1 Physical inactivity as a risk factor

Physical inactivity is a growing public health problem.
This will have a major impact on the prevalence of
atherothrombotic cardiovascular diseases in the coming
decades as a lack of physical activity is apparent in the
young generation in several European countries.
Physical fitness has both a direct protective effect on the
development of vascular lesions and an indirect effect
through influencing other risk factors: lowering plasma
LDL cholesterol and triglycerides, increasing plasma
HDL cholesterol, reducing overweight and lowering
blood pressure levels. A lack of physical fitness will have
a reverse effect.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

Thus, the promotion of regular physical activity at school,
at the place of work, during leisure time and after old-age
retirement is an important target for preventive cardiology
as it may effectively ameliorate the future course of CVD
in Europe.
Physical activity in children and adolescents

Atherosclerosis begins in childhood: the first stage, an
often reversible fatty streak, is seen in most children. The
more harmful later stage, the atheromatous plaque, does
not appear until after puberty in boys and much later in
girls. Traditional risk factors, such as hypertension, dyslipidemia and smoking are important in the early stages of
the process [196]. Regular physical activity in young age
protects against the early onset of atherosclerosis.
The epidemiology of CVD in young age is changing.
Children have become less physically active in recent
decades, with children today expending approximately
600 kcal/day less than their counterparts 50 years ago [197].
Outdoor games such as football and rope jumping have
been replaced by long hours in front of a computer, often
combined with the intake of unhealthy amounts of fastfood. Both the prevalence and severity of obesity are
increasing [198], leading to the metabolic insulin resistance
syndrome with rising blood pressure and the occurrence of
type 2 diabetes mellitus in young individuals [199].
Physical education in school may form the starting point
for an active lifestyle later in life. However, in only a few
countries children have access to the recommended daily
dose of physical work, school gymnastics and sports.
More than half of the adolescents become physically
inactive after leaving school.
Physical activity in adults without clinical signs of CVD

Over the past decades the physical demands at the
place of work have decreased significantly. Only a
minority of labourers will experience some degree of
breathlessness in their daily work. Even in domestic
work and during leisure time there is a trend to a lower
energy demand.
Prospective epidemiological studies have shown that a
sedentary lifestyle is associated with a doubling of the
risk of premature death and with an increased risk of cardiovascular disease [200–211]. Both in healthy men and
in individuals with diagnosed CVD exercise capacity is a
more powerful predictor of mortality than other established risk factors for cardiovascular disease [212].
A high level of habitual physical activity helps to
prevent overweight, ameliorates dyslipidemia and
lowers blood pressure levels. Even moderate physical
activity can have a beneficial effect on mortality as well
as on the risk of non-fatal coronary heart disease events
[201,202,205].
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Maintaining regular physical fitness may also have a
direct protective effect against CVD independent of
other risk factors. Restitution of endothelial dysfunction
has been proposed as an explanatory mechanism [213].
Regular exercise has been demonstrated to protect
against the risks of strenuous exertion precipitating
myocardial infarction: for the untrained individual
sudden heavy work will increase the risk of an acute
cardiac event considerably; a well-trained person will
develop an adaptation to work stress, which will be protective against an acute cardiac event [214,215].
Physical activity in adults with clinical signs of CVD

Once CVD has been diagnosed patients tend to restrict
their physical activity in fear of further deterioration of
their heart condition or in order to prevent exercise
induced attacks of chest pain. The protective attitude of
the family may contribute to a sedentary lifestyle.
In Europe a minority of patients with CVD is routinely
referred to comprehensive cardiac rehabilitation including exercise training programmes. Yet, meta-analyses of
randomised trials of cardiac rehabilitation in patients surviving an acute myocardial infarction have shown that
participation may lead to a 20–25% reduction in overall
mortality [216,217]. In the latest meta-analysis, including
8440 patients, the pooled effect estimate for total mortality for the exercise only intervention showed a 27%
reduction, whereas cardiac mortality was reduced with
31% and 26% in the exercise only and the comprehensive cardiac rehabilitation groups respectively [218].
In earlier studies it has been shown that exercise training
contributes to an increase in cardio respiratory fitness
with a lower heart rate and blood pressure at comparable
workloads. It improves peripheral adaptation, HDL/LDL
cholesterol balance and enhances the threshold for angina
pectoris. Beneficial effects on fibrinolysis, carbohydrate
metabolism, blood viscosity, weight reduction, mental
health and the resumption of work have been reported.
Recent studies have brought new insight: leisure time
physical activity may affect the natural history of the atherosclerotic lesions through an effect on endothelial dysfunction [219]. Exercise training affects the production of
free radicals, protecting trained patients from the workload-induced oxidative stress [220]. It improves insulin
sensitivity and metabolism and it reduces plasma homocysteine levels [221,222]. A physically active lifestyle
may modify the sympathovagal balance towards a
parasympathetic dominance resulting in protection
against malignant arrhythmias and less myocardial wall
stress. Heart rate variability (HRV) reflects this balance,
which may be disturbed in patients with CVD. Exercise
training, supervised or at home may restore this imbalance [223,224].
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Physical inactivity is common in patients with congestive
heart failure. Over the past decade several studies have
shown the benefit of improving physical fitness in
patients with mild to moderate CHF [225].
Physical activity in the elderly

Approximately one quarter of the population above
65 years suffers from CVD. This age group accounts for
two thirds of all acute myocardial infarctions and half of
all coronary interventions. Within the next 50 years it is
expected that the number of individuals 65 years and
older will double in Western society.
Several physiological changes that occur in the elderly
may lead to physical inactivity. They include a decrease
in maximum heart rate, stroke volume, cardiac output
and down-grading of beta-adrenergic receptors, leading
to a lower aerobic work capacity. Peripheral changes contribute: a decrease in muscular strength and coordination,
peripheral oxygen–uptake, mineral skeletal content and
lung function. Co-morbid conditions i.e. arthrosis, hypertension and diabetes mellitus may further deteriorate
physical capacity. With increasing age larger parts of the
activities of daily life demand a workload on submaximum or maximum level.
Regular physical activity will counteract or effectively
slow down the age-related changes, thereby improving
physical functioning and extending disease-free survival.
Thus, preventive cardiology will have to play a major role
in the elderly, promoting a healthy lifestyle with special
focus on daily physical activity.

Assessment in non-CVD adults

A brief interview concerning the person’s physical activity at work and leisure gives the basis for assessing his or
her general level of fitness and the need to give advice
for an increase in physical exercise. There are several
self-reported recall questionnaires available. Even diaries
for noting daily physical activity may be useful.
This may be completed with an exercise test using a
bicycle ergometer or treadmill in order to obtain an
objective estimate of the exercise capacity of the individual. Guidelines for exercise testing in healthy individuals and in patients with symptoms suggestive of CVD
have been issued by the European Society of Cardiology
Working Group on Exercise Physiology, Physiopathology
and Electrocardiography [227] and more recently by the
American Heart Association [228].
Assessment in adults with CVD

The medical and social history of CVD patients usually
needs supplementary objective assessment, using exercise testing procedures in order to detect myocardial
ischaemia, to stratify for risk of a further major ischaemic
event, to select for coronary arteriography, to assess the
impact of revascularisation or the response to anti-anginal
medication.
Recently, guidelines for exercise testing in patients with
congestive heart failure have been issued by a study group
from the ESC Working Groups on Heart Failure and on
Cardiac Rehabilitation & Exercise Physiology [229].
Assessment in the elderly

4.3.2 Estimating physical activity
Assessment in children and adolescents

The assessment of physical fitness in the general population of young age remains the responsibility of school
health facilities and primary care physicians. Accurate
assessment is necessary to identify current levels of activity and to demonstrate the effectiveness of programmes
provided to increase physical activity. Recently, devices
such as heart rate monitors, pedometers and accelerometers have become increasingly popular as measurement
tools, although they may not be able to register all physical activity. These tools yield relatively high correlations
using oxygen consumption or direct observation as criterion measures (r = 0.62–0.93, and 0.80–0.97 respectively)
[226]. Surveys and recall instruments must be used cautiously in a paediatric population that has difficulty
recalling such information. Further investigation is
needed to improve accuracy of the available methods.
In high-risk individuals, e.g. children with hereditary dyslipidemia or with a high CVD burden in the family and
children suffering from diabetes mellitus, a formal assessment using standard exercise testing may be used in
order to provide a starting point for life style counselling.

As in the younger age groups the patient interview
remains the basis in assessing physical fitness. In the
elderly the specific problems of deteriorating physical
capacity, especially regarding the activities of daily living
and the need of social support, should be addressed.
Exercise testing on a bicycle ergometer or treadmill may
be needed in persons with symptoms of CVD. Less
resource demanding methods as the 6-min Walk Test or
the Shuttle Walk Test may also provide valuable information on the physical capacity of the elderly.
Conclusion

A lack of regular physical activity may contribute to the
early onset and progression of cardiovascular disease.
Assessment of physical activity on a population base is an
important part of preventive public health efforts and
assessment in coronary patients should be included in
the service facilities of medical care.

4.4 Blood pressure
4.4.1 Blood pressure as a risk factor for CVD

The importance of elevated blood pressure as a risk
factor for coronary heart disease, heart failure, cerebro-
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vascular disease and renal failure in both men and
women has been demonstrated in a large number of epidemiological studies [230–233]. Observational evidence
is also available that blood pressure levels correlate negatively with cognitive function and that hypertension is
associated with an increased incidence of dementia
[234]. It has also been shown that, compared to normotensive individuals, those with an elevated blood
pressure more commonly have other risk factors for cardiovascular disease (diabetes, insulin resistance, dyslipidemia) [232,235–237] and various types and degrees of
target organ damage. Because risk factors may interact
positively with each other, this makes the overall cardiovascular risk of hypertensive patients not infrequently
high when the blood pressure elevation is only mild or
moderate [17,238].

2) extends at least to individuals up to 80 years of age
[243,245,248]; and
3) includes all major conditions for which hypertension
is a risk factor, e.g. stroke, coronary heart disease,
congestive heart failure, progressive renal damage
and insufficiency and, possibly, also cognitive dysfunction and dementia [200,249–252].

Blood pressure can be reduced either by lifestyle interventions or by drugs. Lifestyle interventions have been
evaluated in randomised controlled trials in subjects with
a mild blood pressure elevation who have been exposed
to dietary sodium reduction, increased potassium intake
[239], decreased alcohol consumption, body weight
reduction, dietary regimens based on fish oils, increased
physical activity and cessation of smoking [240]. Blood
pressure was moderately reduced in most trials and the
reduction was maintained for the overall study duration.
This has recently been reported also in the DASH study
in which a diet rich in fruits and vegetables, and low in
saturated and total fat (low-fat dairy products) caused a
substantial blood pressure reduction [102]. It should be
emphasised that the size of the trials has been too small
and their duration too short to provide evidence on the
effect of lifestyle changes on cardiovascular morbidity
and mortality. Furthermore, compliance to lifestyle
changes out of the context of controlled trials has been
shown to be poor, particularly with regard to weight loss
whose maintenance in the long term represents a universal problem [241]. However, the TOHP study [242] has
shown that even when body weight is regained, blood
pressure may remain lower than in the control group.
Also, in responsive and compliant individuals, lifestyle
changes may 1) decrease the number and doses of antihypertensive drugs necessary to control blood pressure,
2) make it unnecessary to restart medication after effective drug treatment has been stopped and, 3) reduce the
overall cardiovascular risk profile. This makes this
approach mandatory under all circumstances.

Following a myocardial infarction, blood pressure elevation is associated with an increased risk of reinfarction
and death [254–256]. No randomised controlled trial evidence is available on the effect of blood pressure lowering per se in these circumstances. However, use of
beta-blockers, ACE inhibitors and non-dihydropyridine
calcium antagonists immediately after an acute myocardial infarction has resulted in a secondary cardioprotective effect together with a modest blood pressure
reduction [257–259]. This has been seen in individuals
with both elevated and normal blood pressure.
Furthermore, antihypertensive treatment by several drug
classes has been found to prevent cardiovascular disease
in normotensive and hypertensive patients with a more
distant history of myocardial infarction [260,261]. Finally,
recent trials have demonstrated that clinically stable normotensive and hypertensive patients with a history of
cerebrovascular disease show a marked decrease in their
otherwise elevated incidence of stroke recurrence if
blood pressure is reduced by ACE inhibitors alone or in
combination with diuretics [262], with a decrease also in
the incidence of myocardial infarction. This suggests use
of antihypertensive drugs for secondary coronary and
cerebrovascular prevention, even when blood pressure is
not elevated. Treatment should be given according to
guidelines for primary prevention but blood pressure
should be lowered slowly and carefully because tissue
necrosis, atherosclerotic plaques and cardiac hypertrophy
may make coronary and cerebral blood pressure flow
autoregulation less effective in preserving organ perfusion
when perfusion pressure is reduced [263]. A similar
approach should be considered also in patients with a high
cardiovascular risk profile because of multiple cardiovascular risk factors, diabetes, or advanced renal damage.

Large-scale randomised controlled trials performed
mostly in Caucasian populations have conclusively
demonstrated that in hypertensive subjects a blood pressure reduction by antihypertensive drugs substantially
reduces cardiovascular morbidity and mortality [243–247].
They have also provided evidence that the benefit:
1) occurs in both men and women;

Evidence from placebo-controlled and comparative trials
also makes it clear that cardiovascular protection can be
obtained by treatments based on a variety of antihypertensive drug classes, i.e. diuretics, beta-blockers, ACE
inhibitors, calcium antagonists and angiotensin II antagonists. This presumably means that the protection is due,
to a substantial degree, to blood pressure lowering per se
[13,253].

Long-term observational data [264] provide evidence that
in hypertensive patients in whom treatment effectively
controls blood pressure, coronary, cerebro- and overall cardiovascular morbidity remains higher than that of normotensive controls. This may be accounted for by factors
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such as irreversible organ damage at the time treatment is
started, pointing to the need for earlier identification and
correction of blood pressure elevation. Research efforts,
however, currently also focus on the possibility that
greater cardiovascular protection may be achieved by, 1)
antihypertensive drugs with direct organ protective properties that might complement the protection due to the
blood pressure reduction [260], 2) multiple drug treatments that more comprehensively address the overall cardiovascular risk profile and, 3) more aggressive blood
pressure reductions below 140/90 mmHg. To date, trial
evidence that for a given pressure reduction some antihypertensive agents are more protective than others is
limited to the greater nephroprotective effects of drugs
primarily acting on the renin–angiotensin system (ACE
inhibitors and angiotensin II antagonists) [265–267]
because, with few exceptions [268,269] comparisons
between drugs have not shown differences in primary
cardiovascular end-points and no substantial advantage of
one class over another had emerged from their metaanalysis [270]. This has also been the case of a recent
large-scale trial (involving more than 33 000 patients)
comparing diuretic-, calcium antagonist-, and ACE
inhibitor-based regimens [271]. The same trial has
reported that, in patients with hyperlipidemia, the addition of pravastatin to antihypertensive treatment has no
additional cardioprotective effect compared to the group
in which a lipid-lowering treatment was left to the physician’s discretion [272]. However, several large-scale
studies have shown statins to be very effective in primary
and secondary prevention and, also, in patients with
hypertension and antihypertensive treatment [273,274].
Furthermore, in the ASCOT Study [275], the group of
patients with baseline total cholesterol < 6.5 mmol/l
treated with 10 mg atorvastatin in addition to antihypertensive treatment, has recently been stopped because of
the evidence of a major reduction in cardiovascular
disease (–30 to –40%) and stroke (–27%) compared to
placebo. This suggests that, in treated hypertensive
patients, lipid-lowering treatment may be of additional
benefit. Evidence has been obtained, on the other hand,
that in hypertensive patients in whom treatment provides
an adequate blood pressure control, the addition of acetylsalicylic acid at a low daily dose (75 mg) further decreases
(–35%) the incidence of myocardial infarction, [276] the
benefit being particularly evident in the male gender
[277] and in the subgroup with renal damage [278]. There
is also evidence that in patients with type II diabetes mellitus or with diabetic nephropathy, aiming at blood pressure values well below the traditional ones is associated
with a lower incidence of cardiovascular and renal events,
respectively [279–281]. The latter is the case particularly
in the presence of marked proteinuria. Thus antiplatelet
treatment should be considered in hypertensives with
blood pressure control. Furthermore, in diabetic and
nephropathic [282,283] patients, on-treatment blood pressure values less than 130/80 mmHg or lower

(125/75 mmHg in patients with proteinuria > 1 g/24 h)
should be achieved using all available drugs with evidence of antihypertensive efficacy and safety [284,285].
4.4.2 Blood pressure measurements

The large physiological variations in blood pressure [286]
mean that, to diagnose hypertension, blood pressure
should be measured in each individual several times on
several separate occasions. If systolic and/or DBP is only
slightly elevated, repeated measurements should be made
over a period of several months to achieve an acceptable
definition of the individual’s “usual” blood pressure and to
decide about initiating drug treatment. If systolic and/or
DBP are more markedly elevated, repeated blood pressure measurements are required within a shorter period of
time in order to make treatment decisions. This is also the
case if the blood pressure elevation is accompanied by
evidence of end-organ damage and/or by the concomitance of other cardiovascular risk factors that markedly
increase overall cardiovascular risk. Repeated blood pressure measurements on several occasions are necessary to
identify the relatively large number of persons in whom
blood pressure elevation disappears following the first few
visits. These individuals may need blood pressure measurements more frequently than the general population but
drug treatment does not appear to be necessary because
their cardiovascular risk is probably low [287].
Blood pressure measurement is carried out in the sitting
position from the right or the left arm, after the patient
has rested for 5 min. At the initial visit, blood pressure
values from both arms should be obtained to detect
patients in whom atherosclerotic plaques in subclavian or
more central arteries may be responsible for substantial
between-arm discrepancies. Under this circumstance the
arm with the higher values should be selected. In elderly
hypertensive individuals and in diabetic patients, it is
also important to measure blood pressure in the standing
position to detect possible orthostatic hypotension.
The use of a conventional sphygmomanometer with an
appropriate bladder size is recommended. The reading
of DBP should be taken at the disappearance of the
sound (phase V) and blood pressure levels have to be
read to the nearest 2 mmHg. At least two measurements
have to be made on each visit. Because medical use of
mercury is likely to be banned from some European
countries in the near future, performance of non-mercury
blood pressure measuring devices will become increasingly important. These devices should be properly tested
and validated according to standardized protocols [288],
as mentioned in the guidelines on blood pressure measurements of the European Society of Hypertension
[289]. Currently available devices measuring blood pressure in the fingers or on the wrist should be avoided
because of their limited relationship with central blood
pressure waveform and/or possible inaccuracy [290].
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Blood pressure measurements during exercise or laboratory stressors have been proposed as more sensitive indicators of blood pressure elevation and increased
cardiovascular risk, but their clinical superiority over conventional blood pressure has never been conclusively
proved and their use cannot be recommended. Semiautomatic and automatic devices are now available for
home and for prolonged (24 h or more) ambulatory monitoring of blood pressure. Such recording procedures may
provide useful additional information in a number of
cases. Furthermore, home blood pressure can increase
the patient’s perception of the problem and compliance
to treatment. However, insufficient information on their
prognostic value makes both pressures still unsuitable as
a routine substitute for clinic blood pressure in the diagnosis of hypertension, or to determine the need for treatment and assess treatment efficacy [291]. Ambulatory
and home blood pressure measurements are currently
used for the diagnosis of “white coat” or “isolated clinic”
hypertension, [253,292,293] i.e. the condition in which
blood pressure is persistently elevated in the physician’s
office while being normal at home (probably less than
135/85 mmHg) or over the 24 h (probably less than
125–130/80 mmHg) [294–297]. It is acknowledged that
these individuals may represent a noticeable fraction of
the overall hypertensive population [292]. It is also
acknowledged that their cardiovascular risk is less than
that of subjects with a blood pressure elevation in and
out of the physician’s office. Subjects with white coat or
isolated office hypertension, however, have been not
infrequently reported to have a greater prevalence of
organ damage than controls [293,298] which makes its
clinical innocence still controversial [299]. Physicians
should thus be aware of this fact to address it carefully.
That is, they should monitor these patients closely if
drug treatment is not implemented and favour an active
blood pressure reduction if there is organ damage or additional cardiovascular risk factors.
In patients with an acute myocardial infarction who have
been treated for hypertension before their infarction,
blood pressure may remain at much lower levels, or even
return to normotensive values, for months or years
without continuing antihypertensive treatment [300]. In
such instances, the blood pressure level has to be measured properly to detect whether and when hypertensive
values are regained and effective antihypertensive treatment should be restarted without delay.
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they also leave it again easily, and they do not cause atherosclerosis. In contrast, LDL (low density lipoproteins),
IDL (intermediate density lipoproteins), and small
species of VLDL (very low density lipoproteins) are
small enough to enter the artery wall. If they are chemically modified, for example by oxidation, they can be
retained in the wall and gradually cause atherosclerosis.
The largest lipoproteins, chylomicrons and large VLDL
are too large to enter the artery wall and they are not
atherogenic. Instead, high concentrations of these large
triglyceride-rich lipoproteins can cause pancreatitis.
Cholesterol and LDL cholesterol

Most of cholesterol in blood plasma is normally carried in
LDL, and, over a wide range of cholesterol concentrations,
there is a strong and graded positive association between
total as well as LDL cholesterol and the risk of cardiovascular disease [301,302]. The association applies to individuals without cardiovascular disease as well as to patients
with established disease [303,304]. It applies to women as
well as men, but the general level of risk is lower in women,
and it applies to old as well as younger people [305].
The association is considerably modified by other risk
factors [306]. At the concentrations of cholesterol given
in the cardiovascular risk chart, overall risk depends
critically on numerous other risk factors including the
major factors that it is possible to capture in simple
tabular form: age, sex, smoking, and blood pressure.
Hypertriglyceridemia, low HDL (measured as HDL
cholesterol) and diabetes aggravate the effect of LDL
substantially, even though concentrations of LDL are
only moderately elevated. Coronary artery disease is rare
in populations with total cholesterol less than 3–4 mmol/l
(115–155 mg/dl), even in the presence of other risk
factors. Conversely, coronary artery disease is inevitable
in untreated patients with the severest forms of familial
hypercholesterolemia, even in the absence of other risk
factors. In patients with the fairly common heterozygous
form of familial hypercholesterolemia, LDL cholesterol
can be quite elevated, 7–12 mmol/l (270–465 mg/dl), and
LDL cholesterol is extremely elevated in the rare
homozygous form, 12–20 mmol/l (465–770 mg/dl).

4.5.1 Lipids and lipoproteins as risk factors

Like other classes of lipoprotein, LDL are heterogenous.
Small, dense LDL appear in plasma when triglyceride
concentrations exceed approximately 1.4 mmol/l, and
they seem to be more atherogenic than larger forms of
LDL [307]. They are associated with premature coronary
artery disease, particularly in young and middle-aged
people [308].

In blood plasma, lipids such as cholesterol and triglycerides are bound to various proteins to form lipoproteins.
The degree to which lipoproteins cause atherosclerosis
depends in part on their concentrations in plasma and in
part on their size. The smallest lipoproteins, HDL (high
density lipoproteins), enter the artery wall easily, but

The results of epidemiological studies, as well as trials
with angiographic or clinical end-points, confirm the
importance of LDL as a cause of atherosclerosis.
Reduction of LDL, measured as LDL cholesterol, must
therefore be of prime concern in both primary and sec-

4.5 Plasma lipids
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ondary prevention of atherosclerotic disease. This point
of view has been strongly emphasised in previous recommendations developed in Europe [10] and the United
States [11], and it is central to the recommendations in
the present document, in which LDL cholesterol
< 3 mmol/l (~115 mg/dl) is a goal of therapy for the
majority of high-risk patients.
Triglycerides

Hypertriglyceridemia is also associated with risk of atherosclerotic disease, but the association is not as strong as
it is for hypercholesterolemia, and the relationship of
triglycerides to atherosclerosis continues to be a source of
confusion to clinicians.
An early analysis of the literature indicated that the association of triglycerides to coronary heart disease might not
be causal, since it was not statistically independent of
other risk factors, HDL cholesterol in particular [309]. A
later meta-analysis of 17 population-based studies, comprising more than 46 000 men and more than 10 000
women, showed that risk of cardiovasular disease in fact
did increase with increasing degrees of hypertriglyceridemia [310]. Although these results were attenuated
when adjustments were made for HDL cholesterol, they
were significant in multivariate as well as univariate analysis. Risk is associated more strongly with moderate than
with very severe hypertriglyceridemia, probably because
the former often is due to accumulation in plasma of IDL
and small VLDL, whereas the latter can be due to nonatherogenic large VLDL and chylomicrons [311].
The concept of statistical “independence” of the effects
of triglycerides on risk makes limited sense, given the
complex, multifactorial nature of the pathophysiology
involved. As a result of a better understanding of this
pathophysiology, a consensus on the clinical management of hypertriglyceridemia has begun to emerge. The
association of hypertriglyceridemia to atherosclerosis can
be explained in terms of at least 3 mechanisms.
The first is that, like LDL, some triglyceride-rich
lipoproteins can enter the artery wall, where they can be
retained to contribute to atherosclerosis. That seems to
be the case for small VLDL and IDL.
The second is that the metabolism of triglyceride-rich
lipoproteins is closely linked to that of LDL and HDL in
ways that seem to promote atherosclerosis. Small dense
LDL, which are especially atherogenic, appear in plasma
when triglyceride concentrations rise above 1.4 mmol/l.
By a variety of mechanisms, high concentrations of
triglycerides are also commonly attended by low concentrations of HDL. As will be discussed later, the evidence
is now strong that HDL can inhibit atherosclerosis, and
the low HDL concentrations associated with hypertriglcyeridemia are therefore probably also atherogenic.

By a variety of metabolic links, moderate elevation of
triglycerides therefore signifies a generalised, atherogenic disturbance of lipoprotein metabolism.
The third is that hypertriglyceridemia can be associated
with a large number of physiological and environmental
phenomena that, by other mechanisms as well, promote
the development of early-onset cardiovascular disease.
They include the metabolic syndrome, type 2 diabetes,
hypertension, low physical activity, obesity and low consumption of fruits and vegetables.
A triglyceride value > 1.7 mmol/l (~150 mg/dl) is considered a marker of increased risk, but concentrations
< 1.7 mmol/l are not considered a goal of therapy. This
recommendation is in broad agreement with the latest
American guidelines [11].
HDL

Low concentrations of HDL can be clearly associated,
not only with early development of atherosclerosis, but
also with poor outcome in those who already have cardiovascular disease [302,303,312,313]. The association is
not invariable, since it is not apparent in societies in
which the risk of atherosclerotic cardiovascular disease is
low [314,315]. The deleterious effects of low HDL
therefore depend on larger contexts, and it is very
strongly associated with risk in urbanised societies where
people smoke, tend to be sedentary and eat large
amounts of animal products.
HDL is associated with protection of the artery wall by
several different mechanisms. One has already been discussed: low concentrations of HDL are metabolically
linked to high concentrations of IDL and VLDL, which
are atherogenic. Animal experiments show that HDL are
also directly antiatherogenic [316,317]. There are numerous mechanisms to explain this more direct protective
effect. They include stimulation of prostacyclin synthesis and inhibition of synthesis of platelet-activating factor
in endothelial cells, antioxidant activity, and inhibition of
adhesion of monocytes to endothelial cells, an early step
in the atherosclerotic process [318].
The participation by HDL in transport of cholesterol to
the liver from other organs is yet another mechanism by
which HDL could protect the artery wall. This transport
process has been termed reverse cholesterol transport, and
low concentrations of HDL have mistakenly been taken
to denote low rates of reverse cholesterol transport.
Although a rare disease of humans, Tangier disease, in
which cholesterol is accumulated in non-hepatic organs,
probably including the arteries, in fact is characterised by
extremely low or unmeasurable concentrations of HDL
cholesterol and a severe failure of reverse cholesterol
transport. Low concentrations of HDL do not in general
signify that cholesterol is being transported to the liver at
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lower rates than normal. By the same token, whether a
bath tub is almost empty or almost full does not tell us how
much water is entering and leaving it. Concentrations of
HDL cholesterol are therefore not measurements of rates
of reverse cholesterol transport [319], which cannot be
gauged in any clinically useful way.
HDL cholesterol is not considered a goal of therapy in
the present document. Instead, HDL cholesterol
< 1 mmol/l (~40 mg/dl) in men and < 1.2 mmol/l
(∼46 mg/dl) in women is considered a marker of
increased risk that should suggest to the physician that
attention to lifestyle and management of high LDL cholesterol and high blood pressure is necessary.
High triglycerides, low HDL cholesterol

The combination of moderately elevated triglycerides
and low concentrations of HDL is very common in
patients with early-onset atherosclerotic disease. It is part
of a pattern of deranged plasma lipoproteins characterised
by a triad of increased concentrations of IDL and VLDL,
the presence of small dense LDL, and low concentrations
of HDL. This “lipid triad” has also been termed “atherogenic dyslipidemia” [11], and it may rival hypercholesterolemia, due to high concentrations of LDL, as a cause
of atherosclerosis. Indeed, hypercholesterolemia and
“atherogenic dyslipidemia” are the two major patterns of
atherogenic disorders of lipoprotein metabolism. Both of
them are, of course, atherogenic dyslipidemias, and it is
therefore not entirely fortunate that the term is used to
specify one of them. A more cumbersome but less
ambiguous term is “high triglycerides, low HDL cholesterol”, which also reflects the limitation that one component of the triad, small dense LDL, cannot be measured
in routine clinical practice. Whatever term is used, the
combination of high triglycerides and low HDL cholesterol is characteristic, not only of patients with type 2 diabetes, but also of patients with abdominal obesity, insulin
resistance and physical inactivity, all of whom are at
greater risk of cardiovascular disease.
Other lipoproteins and lipoprotein components
Lp(a)

Lp(a) is pronounced “LP little a”. It is a low density
lipoprotein to which is attached an additional protein called
apolipoprotein(a). It has no known physiological role, and
high concentrations of Lp(a) (arbitrarily > 30 mg/dl) are
largely resistant to modification. They identify persons at
increased risk of atherosclerotic diseases [320,321].
Apolipoprotein B

Apolipoprotein B (apoB) is the major protein component
of LDL, IDL, VLDL and, in truncated form, chylomicrons. Since chylomicrons normally are not present in
plasma in the fasting state, almost all apolipoprotein B is
in atherogenic lipoproteins. Concentrations of
apolipoprotein B are therefore a direct measure of the
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concentration of atherogenic lipoproteins in plasma.
The measurement is a useful indicator of risk of atherosclerosis, particularly in patients with hypertriglyceridemia [322] and in people with normal concentrations
of LDL cholesterol [323]. Values > 150 mg/dl are clearly
associated with increased risk. Since measurement of
apolipoprotein B is not generally available to physicians
in Europe, however, it is not included as an integral part
of the present recommendations.
Apolipoprotein A1

Apolipoprotein A1 is the major protein component of
HDL. Low concentrations of apolipoprotein A1 are, like
HDL cholesterol, associated with higher risk of cardiovascular disease [322], but, as for apolipoprotein B, measurements of apolipoprotein A1 are not generally
available, and they are not included in the present recommendations for assessing cardiovascular risk.
Calculated lipoprotein variables
LDL

LDL can be measured directly, but it is usually calculated by the Friedewald formula [323]:
• In mmol/l: LDL cholesterol = total cholesterol – HDL
cholesterol – (0.45 × triglycerides)
• In mg/dl: LDL cholesterol = total cholesterol – HDL
cholesterol – (0.2 × triglycerides)
The calculation is valid only when concentrations of
triglycerides are less than approximately 4.5 mmol/l
(400 mg/dl). That is because the ratio of triglyceride to
cholesterol in triglyceride-carrying lipoproteins (VLDL
and chylomicrons) progressively increases as hypertriglyceridemia becomes more severe.
Non-HDL

In the fasting state, non-HDL cholesterol is the cholesterol in LDL, IDL and VLDL. Calculated by simply
subtracting HDL cholesterol from total cholesterol, nonHDL cholesterol, unlike LDL cholesterol, doesn’t
require triglycerides to be less than 5 mmol/l. It is, moreover, like apolipoprotein B, a measure of concentrations
of atherogenic lipoproteins in plasma [324]. It is more
readily available than measurements of apolipoprotein B,
however, and the ATP-III has adopted non-HDL cholesterol as part of the routine lipoprotein variables on
which to base assessments of risk [325]. Although not
part of the general recommendations of the present document, which strongly emphasise simplicity, physicians
who wish to exploit non-HDL cholesterol in the assessment of their patients should consider a value of
< 4 mmol/l (~150 mg/dl) as a goal of therapy.
Total cholesterol/HDL cholesterol

Taking several plasma lipoprotein variables into account
refines but also complicates the assessment of cardiovas-
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cular risk. One way to do this has a long history in cardiovascular risk assessment. It is the ratio of either total
cholesterol or LDL cholesterol to cholesterol in HDL.
Total rather than LDL cholesterol is preferable in the
numerator, because, as is apparent from the Friedewald
formula, a mistake made in the measurement of HDL
cholesterol will affect the calculation of LDL cholesterol
and compound the mistake in the assessment of risk (an
erroneously high HDL cholesterol reduces the amount
of cholesterol calculated to be present in LDL and vice
versa). It is therefore more prudent to use the ratio of
total cholesterol to HDL cholesterol as an assessment of
risk. A total cholesterol/HDL cholesterol ratio > 5 indicates increased risk and is particularly useful in the
middle part of the cholesterol distribution (5–6.5 mmol/l
~190–250 mg/dl).
A caveat should be introduced here, however. The analysis of large European databases, on which the present
recommendations for assessing cardiovascular risk are
based, showed that the total cholesterol/HDL cholesterol ratio predicted cardiovascular events as well but not
better than the simple measurement of total cholesterol.
Indeed, for all cohorts, the mean difference in predictive
power was less than 0.1%, and the concordance correlation coefficients were 0.97–0.98 [18].
The utility of the ratio of total cholesterol to HDL cholesterol as an indicator of risk of CHD is predicated on
the idea of a close physiological relationship between
LDL and HDL, especially the concept of a balance
between two opposing processes: transport of cholesterol
away from the liver and transport of cholesterol to the
liver. As indicated above, however, the importance of
HDL for cardiovascular risk may not be limited to its role
in lipoprotein metabolism. It might also be due to properties such as antioxidant activity, effects on endothelial
function, etc. If that is the case, use of the ratio of total
cholesterol to HDL cholesterol makes no more sense
than use of any other ratio of a positive to a negative risk
factor, eg the ratio of SBP to HDL cholesterol (P. Barter,
personal reflection).
Despite these considerations, the present document has
included the total cholesterol/HDL cholesterol ratio in
one version of the risk tables, because it is so well-established in European clinical practice.
4.5.2 Lipoproteins and risk of cardiovascular disease:
the evidence for current recommendations for lipid
management

Plasma cholesterol does not differentiate well between
individuals destined and not destined to develop coronary artery disease [306]. That observation, of course, is
one of the reasons for the multifactorial approach to risk
estimation recommended in this document. On the
population level, however, concentrations of plasma

cholesterol are powerful predictors of coronary artery
disease. A meta-analysis of 10 cohort studies, including
½ million men and 18 000 ischaemic heart disease
events, indicated that a 10% increase in plasma cholesterol is associated with an increase in the incidence of
coronary artery disease of 27% [326]. Observational data
of this sort are good indicators of the magnitude of the
public health problem associated with hyperlipidemia,
but they do not establish the degree to which lowering
of cholesterol is followed by reductions in risk. That
information can only be obtained by randomised clinical trials.
Clinical trials of lowering cholesterol have used angiographic as well as clinical end-points. The number of
such trials is very large, and numerous meta-analyses of
published as well as unpublished data have been performed as the evidence gradually has accumulated
during the past 40 years [37,326,328–334,336,348]. The
analysis by Law et al. [326] considered 28 randomised
clinical trials of cholesterol-lowering by diet, drugs or
surgery, which in aggregate had included more than
46 000 men and more than 4000 events. It showed that a
10% reduction in plasma cholesterol was followed by a
25% reduction in incidence of coronary artery disease
after five years, very close to the 27% estimate derived
from the observational cohort data. The data for women
were limited but indicated a similar effect.
These conclusions were confirmed and extended by the
results of five large clinical trials of cholesterol-lowering
with statins, which were published from 1994 to 1998. In
all, they randomized more than 30 000 men and women,
with and without coronary artery disease, to treatment
with placebo or a statin drug [273,337–340]. They contributed large parts of the data that have been subjected
to recent meta-analyses. But no meta-analysis has as yet
included the results of the most recent large statin trials
[274,275,347]. All in all, these three later trials randomised more than 40 000 patients to treatment with
placebo or simvastatin, pravastatin or atorvastatin. With
one exception, the last three statin trials confirmed the
results of the first five trials, since they also showed that
lowering LDL cholesterol with a statin reduced the risk
of coronary artery disease events. The exception was the
ALLHAT-LLT of pravastatin therapy, in which the differences in CHD events between the pravastatin and the
placebo aims was not statistically significant. The authors
explained their discrepant results by the exceptionally
modest difference in cholesterol between the active and
control groups of that study (9.6%) compared to that
obtained in the earlier trials, including three earlier trials
with pravastatin. Thus, clinical benefit does not occur if
cholesterol is not adequately reduced.
Overall, several questions concerning subgroups, including diabetic patients, which had been left unanswered or
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only partially answered by each of the earlier trials, and
only tentatively answered by meta-analyses seem now to
have been satisfactorily answered particularly by the
Heart Protection Study (HPS) [274].
The main conclusions of the trials of lipid-lowering is
that it is possible to inhibit progression of coronary atherosclerosis and to reduce risk of myocardial infarction. In
several trials the resulting decrease in coronary death
rates translated into a reduction of overall death rates.
Moreover, the trials have consistently shown that treatment, with statins especially, reduces the need for coronary artery by-pass grafting and various forms of coronary
angioplasty, and the HPS extended this evidence of
benefit to carotid endarterectomy and other peripheral
artery revascularisations as well.
In observational studies, plasma cholesterol is not associated to overall rates of stroke [341], and early meta-analyses indicated that lowering cholesterol does not lower risk
of stroke [342]. It was therefore remarkable when several
of the large statin trials reported reductions in stroke rates
in patients with or at high risk of getting coronary artery
disease [273,337,340,341]. Several meta-analyses indicated that cholesterol lowering with statins does reduce
risk of ischaemic stroke [344–346] and the HPS has now
also shown that statin therapy reduces rates of overall
stroke due to a reduction in the rates of ischaemic stroke.
There was no indication in the data from the statin trials
that therapy increases the risk of hemorrhagic stroke, a
concern that had been raised by observational data [349].
Four of the 5 large statin trials published until 1998
included women and patients over 65 years. Women constituted 14–19% of study subjects, and people older than
65 years at entry constituted 21–39%. In three of the
trials, women and older patients were prespecified subgroups. The analyses indicated no differences in effects
of lipid-lowering between men and women and between
younger and older age groups [348]. Benefits in women
and in the elderly are also supported by the HPS [274]
and the PROSPER trial [347].
A result of early as well as later meta-analyses of the literature is that the benefits of cholesterol-lowering
therapy depend on initial levels of risk: the higher the
risk, the greater the benefit [37,332]. That concept has
been central to the earlier versions of the Joint European
Recommendations [8,338], and it is supported by the
results of the statin trials. Since the relative reductions in
risk as a consequence of lipid-lowering were approximately the same in patients at higher and lower risk, the
absolute reductions in risk were highest in patients at
highest baseline risk.
High-risk patients included, in particular, patients with
established coronary artery disease [273,340,343], and the
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earlier statin trials suggested that the absolute reductions in
risk as a result of statin therapy are particularly marked in
patients with diabetes [350]. The majority of patients in
the HPS [274] had established coronary artery disease, but
35% did not. They were included because of hypertension,
diabetes or atherosclerotic disease in the arteries to the
brain and the legs. The finding that the incidence of new
cardiovascular disease was significantly reduced also in
these patients definitively expands the population of highrisk patients in whom lipid-lowering therapy is beneficial.
Indeed, a major finding of the HPS [274] is that patients
with cerebrovascular disease, peripheral artery disease and
diabetes merit the same degree of attention to treatment of
plasma lipids as patients with coronary artery disease.
The statin trials as well as several meta-analyses dispelled early concerns that lipid-lowering might cause
non-cardiovascular mortality to increase. The concern
was based, first, on the J-shaped curve relating cholesterol concentrations to mortality risk: at high concentrations, death rates are high due to an excess of
cardiovascular deaths, but at the lower end of the distribution, there is also an excess of deaths including deaths
due to cancers, depression, etc. [349]. The epidemiological evidence supports the interpretation that cancers and
depression cause plasma cholesterol to fall rather than
the other way around. The concern was also based on the
results of a large trial of clofibrate [351], but meta-analyses support the interpretation that increased risk of noncardiovascular death is associated with specific drugs, in
this case clofibrate, rather than with lipid-lowering itself
[332,334,336]. Indeed, rates of cancer and suicide seem
to be unaffected by statin therapy [274,352].

4.6 Glucose
Epidemiological studies have shown that hyperglycaemia is associated with an increased risk of developing
coronary heart disease as well as other atherosclerotic diseases [353–356]. This is true for diabetes as well as for
individuals with impaired glucose tolerance (IGT) – the
intermediate stage between normal and diabetic post
load glucose levels. In diabetic individuals the relative
risk of CVD is in the order of 2–4, while in individuals
with IGT the relative risk is 1.5 compared to individuals
with normal glucose tolerance [358].
More recently it has been demonstrated that there is a
linear association between non-fasting glucose values
and the risk of developing CVD continuing all the way
down to the normal range. This has been demonstrated
both using the 2-h value following an oral glucose tolerance test and using the integrated measure of glycated
haemoglobin HbA1c [359]. In the non-diabetic range,
non-fasting plasma glucose values are more predictive
than fasting values in relation to CVD, but these studies
have compared fasting glucose values with the 2-h value
following an oral glucose tolerance test. The clinically more

S32

Table 14
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Status of glucose regulation based on fasting and 2-h plasma glucose values.

Normal (NGT)
Impaired fasting glycaemia (IFG)
Impaired glucose tolerance (IGT)
Diabetes (DM)

Fasting plasma glucose

2-h plasma glucose

≤ 6.0 mmol/l (108 mg/dl)
6.1 to 6.9 mmol/l (110 to 125 mg/dl)
< 7.0 mmol/l (125 mg/dl)
≥ 7.0 mmol/l (125 mg/dl)

< 7.8 mmol/l (140 mg/dl)
< 7.8 mmol/l (140 mg/dl)
7.8 to 11.0 mmol/l (140 to <200 mg/dl)
≥ 11.1 mmol/l (200 mg/dl)

relevant comparison would be between fasting and postprandial glucose, but this study has not been performed.
4.6.1 Impaired glucose regulation and risk

The status of glucose regulation can be classified based
on fasting and 2-h plasma glucose values (following a 75 g
oral glucose load) into the categories normal glucose tolerance (NGT), impaired fasting glycaemia (IFG),
impaired glucose tolerance (IGT) and diabetes (DM) as
shown in Table 14 [360]:
Diabetes is classified into two major groups and a number
of smaller specific disease entities. The major types of
diabetes are type 1 diabetes and type 2 diabetes [360].
Type 1 diabetes is characterised by loss of beta cell function and endogenous insulin production to a level where
the individual would die from ketoacidosis if not treated
with insulin injection. The incidence is highest in children and young adults, but it can develop at any age.
Insulin resistance is one of the main characteristics of
type 2 diabetes. Insulin may be necessary to obtain
acceptable metabolic control [361]. The incidence and
prevalence increases by age, but the condition is heavily
associated with obesity and lack of physical activity, and
for this reason the incidence is not only increasing world
wide [362], the age at diabetes onset is also decreasing,
and type 2 diabetes can be seen even in teenagers.
The primary underlying mechanism behind development of type 2 diabetes is insulin resistance. Insulin
resistance is associated with a long list of cardiovascular
risk factors including hypertension, dyslipidaemia,
endothelial dysfunction and microalbuminuria [363], and
these associations partly explains the association
between diabetes/glucose intolerance and the increased
risk of cardiovascular disease.
4.6.2 Risk of CVD, CHD and stroke in diabetes

The association between these macrovascular complications differs markedly between type 1 and type 2 diabetes. In type 1 diabetic patients there is a 2–3-fold
increase in the risk of developing CVD, CHD and stroke,
but this increased risk is almost entirely confined to the
patients developing diabetic renal disease [364]. This is
in contrast to patients with type 2 diabetes, where all
patients are at increased risk, even in the absence of diabetic nephropathy. Finnish data indicates that the risk of
developing a myocardial infarction in patients with
type 2 diabetes is of the same order as for patients

without diabetes who have already suffered their first MI
[365]. The results of a more recent Scottish study and the
18.8-year follow-up study of men screened for the
Multiple Risk Factor Intervention Trial (MRFIT), based
on a larger numbers of diabetic subjects, have, however,
shown that the risk of diabetic subject without prior MI,
although markedly higher than in non-diabetic subjects
without prior MI, still remains lower than the risk of nondiabetic subjects with prior MI [366].
Although a substantial proportion of the excess risk of
atherosclerotic disease in both type 1 and type 2 diabetes
is caused by the diabetic state itself and related factors,
from the point of prevention of atherosclerotic disease it
is important to emphasise that the conventional, modifiable major cardiovascular risk factors, elevated blood
pressure, elevated total cholesterol, and smoking show in
both type 1 diabetic subjects [367] and type 2 diabetic
subjects [368] similar relationship with the risk of cardiovascular disease as in non-diabetic subjects. Because diabetes itself increases the absolute risk of cardiovascular
disease, the additional impact of conventional risk factors
leads to a more dramatic increase in absolute risk than in
non-diabetic subjects and thus the modification of these
risk factors offers a great potential for prevention.
4.6.3 Glucose and diabetes: the evidence for current
recommendations

With the exception of glucose management, prevention of
CVD follows the same lines as for people without diabetes.
Glucose

The UK Prospective Diabetes Study (UKPDS) [369,370]
was the first large scale randomised clinical trial to evaluate the effect of improved metabolic control on the risk of
developing coronary heart disease or any other atherosclerotic disease. The study demonstrated a 16% borderline
significant (P = 0.052) risk reduction for myocardial infarction associated with the 0.9% reduction in HbA1c obtained
in the study. The study used several different treatment
modalities, and many patients changed treatment during
the trial [361], and thus the authors have also estimated
the overall risk reduction associated with a 1% decrease of
HbA1c independent of treatment modality. On the basis of
their observational epidemiological analyses UKPDS
investigators concluded that a significant 14% reduction in
the risk of CVD would occur per 1% reduction in HbA1c
[371]. The risk-reduction for microvascular complications
(retinopathy and nephropathy) was much larger [369], as
also demonstrated in the Kumamoto study [372].
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Blood pressure

The effect of blood pressure reduction on the risk of
developing cardiovascular disease has predominantly
been studied in studies including diabetic as well as nondiabetic patients, so most of the existing evidence is
based on subgroup analysis from these combined trials.
The UKPDS-study randomised patients with hypertension to intensive or less intensive antihypertensive
therapy [373]. In this substudy there was a marked and
significant 44% risk reduction for stroke and a non-significant 21% risk reduction of myocardial infarction associated with a 10 mmHg reduction in systolic BP and
5 mmHg reduction in DBP.
Subgroup analyses restricted to the diabetic patients in
the SHEP-study, Syst-Eur and the HDFP-study
[374–376] consistently show a 40% risk reduction in cardiovascular morbidity and mortality, treatment effects as
big as or bigger than those found in the non-diabetic
groups. The Hypertension Optimal Study (HOT) comparing different DBP goals showed that the benefit from
more aggressive treatment of blood pressure (goal: DBP
of 80 mmHg) resulted in a larger reduction in cardiovascular events in diabetic individuals compared to non-diabetic individuals [276].
Dyslipidaemia

Before the publication of the Heart Protection Study
(HPS) [274], several large lipid lowering trials had
included subjects with diabetes (predominantly type 2
diabetes), and published subgroup analyses comparing
the results in diabetic and non-diabetic subjects. Most of
these studies were, however, underpowered for the diabetic group. Thus, although several studies demonstrated
quite large treatment effects, confidence intervals were
wide and in some studies results were non-significant.
The first trial used gemfibrozil as a lipid lowering agent
in primary prevention [377], and this study demonstrated
a non-significant 68% reduction in risk of MI or cardiovascular death. Several trials focused on secondary prevention in patients with already established coronary
heart disease and used statins for lipid lowering. The first
statin study was the Scandinavian Simvastatin Survival
Study (4S) [350] that showed a significant 55% risk
reduction in major CHD events, a significant 37% reduction in all cardiovascular events, and a borderline significant 43% reduction in all cause mortality. Subsequent
secondary prevention studies with statins, including
CARE and LIPID [338,340], demonstrated somewhat
smaller magnitudes of effect, but similar reduction in the
relative risk of coronary events in diabetic and non-diabetic patients. The Veterans Administration HighDensity Lipoprotein Intervention Trial, a secondary
prevention trial using a fibrate drug, gemfibrozil, included
a relatively large group of diabetic patients with CHD and
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demonstrated a similar, significant 24% reduction of
major coronary and stroke events in diabetic and non-diabetic patients [378]. In this trial LDL cholesterol level
remained almost unchanged in the gemfibrozil-treated
group, but typically for fibrate effect, HDL cholesterol
level increased and triglyceride level became reduced.
Recently the HPS [274] demonstrated in diabetic
patients, and similarly also in non-diabetic patients a significant 30% risk reduction in CHD and stroke. This
study included almost 6000 type 2 diabetic patients, and
almost 4000 of them did not have prior myocardial infarction or angina pectoris. Thereby this study is larger than
all previous studies on diabetic subjects combined, and
in contrast to the previous studies, the study included all
ranges of serum cholesterol down to 3.5 mmol/l. The relative treatment effect was independent of baseline cholesterol (although the absolute risk and thus also
treatment effect increased with increasing cholesterol).
Antithrombotic therapy

Both type 1 and type 2 diabetes are associated with
increased tendency to thrombotic phenomena. When the
Anti-Platelet Trialists’ Collaboration demonstrated in
their meta-analyses the beneficial effect of the use of
aspirin in patients with clinically established CHD, cerebrovascular disease and other forms of atheroclerotic
disease [379], they also analysed data from about 4500
diabetic subjects included in the trials and concluded
that treatment with antiplatelet drugs (mainly aspirin)
resulted in a 25% reduction in the risk of cardiovascular
events and that the effect would be similar in diabetic
and non-diabetic subjects. The Antithrombotic Trialists’
Collaboration have, however, now extended their metaanalyses to cover a larger number of trials on diabetic
patients and have arrived to a much more modest benefit
from antiplatelet therapy in diabetic patients – only a 7%
reduction in the risk of cardiovascular events as compared to the overall reduction of 22% in the trials [380].
Importantly, Early Treatment Retinopathy Study
demonstrated that in diabetic patients aspirin therapy
did not increase the risk of vitreous or retinal haemorrhage [381]. A new trial examining the role of aspirin in
the prevention of cardiovascular events in diabetic subjects is in progress in the UK.
Multifactorial intervention

The typical type 2 diabetic patient suffers from many
components of the metabolic syndrome, and guidelines
for treatment generally recommend intervention against
all cardiovascular risk factors. Despite these recommendations, no studies have been targeted against all risk factors
at the same time. The UKPDS [373] included intervention against glucose and hypertension, and demonstrated
an effect of both, although the study was underpowered to
evaluate the effect of the combined intervention. The
STENO-type 2 study included 160 patients at very high
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risk of CVD (type 2 diabetic patients with microalbuminuria), and the patients were randomised to standard treatment or intensive, polypharmacological treatment
including insulin, statins, ACE-inhibitors, other antihypertensive agents, Acetylic Salicylic Acid, and lifestyle intervention (smoking, physical activity and diet). After 4 years
a significant difference in incidence of microvascular complications was observed [382], and after 8 years a significant 53% risk reduction in macrovascular complications
was observed [383]. Thus in patients with very high risk of
cardiovascular disease, polypharmacological multitargeted
intervention is needed to obtain the maximal risk reduction. Whether a similar intensive treatment regimen is
necessary in the majority of patients with shorter diabetes
duration, without microalbuminuria and with a less serious
cardiovascular risk profile is still unknown, but this is currently being tested [384].

4.7 Metabolic syndrome
The metabolic syndrome, also known as the insulin
resistance syndrome is characterised by a clustering of
hyperinsulinemia and underlying insulin resistance with
several other cardiovascular risk factors, including
impaired glucose regulation, elevated triglycerides,
decreased HDL cholesterol, raised blood pressure, and
obesity and its central distribution. The pathogenesis of
the syndrome is so far incompletely understood, but
obesity, sedentary lifestyle, dietary factors and genetic
factors are known to contribute and interact in its development [385–387]. The main importance of the metabolic syndrome is in its association with the risk of the
development of type 2 diabetes mellitus and atherosclerotic cardiovascular disease.
Clinical and epidemiological research on the metabolic
syndrome has suffered from the lack of agreement on the
definition of the syndrome and from the diversity in the
cut-offs used for its components.
The World Health Organization (WHO) consultation for
diabetes and its complications [388] and the US National
Cholesterol Education Program (NCEP) Expert Panel
[325] have recently formulated definitions for the metabolic syndrome.
The NCEP definition of the metabolic syndrome was
developed for clinical use [325]. It does not include any
estimation of insulin resistance and is based on the presence of three or more of the following components:
1) central obesity (waist circumference > 102 cm in
males, > 88 cm in females)
2) impaired glucose regulation [fasting plasma glucose
≥ 6.1 mmol/l (≥ 110 mg/dl)]
3) elevated triglycerides [≥ 1.7 mmol/l (≥ 150 mg/dl)]
4) low HDL cholesterol [< 1.0 mmol/l (< 40 mg/dl) in
males, < 1.3 (< 50 mg/dl) in females]
5) raised blood pressure ≥ 130/85 mmHg.

Findings from prospective cohort studies on the predictive value of the WHO and NCEP definitions of the
metabolic syndrome with regard to the development of
type 2 diabetes are so far limited. A 4-year follow-up
study of Finnish middle-aged men showed that both definitions identified subjects at high risk of developing diabetes; the odds ratios were from 5.0 to 8.8, depending on
the cut-offs used for the measures of central obesity [389].
In the 11.6-year follow-up of the same study cohort, men
with the metabolic syndrome as defined by the WHO or
NCEP were about 3 times more likely to die from coronary heart disease [390]. In the 11-year follow-up of the
ARIC study population, the presence of the metabolic
syndrome as defined by the NCEP was associated both in
men and women with about 2-fold increase in the risk of
incident coronary heart disease and stroke [388]. These
results were obtained adjusting for the effect of smoking,
LDL cholesterol and other risk characteristics which do
not belong to the metabolic syndrome, suggesting that
the high risk associated with the metabolic syndrome will
not be well captured with risk prediction systems based
on the conventional set of risk factors.

4.8 Other risk factors
4.8.1 Homocysteine

Raised plasma homocysteine is associated with
increased risk of coronary heart disease although the
risk estimates are greater in cross sectional and retrospective case-control than in prospective studies
[139,391,392]. An elevated plasma total homocysteine
substantially increases the risk associated with smoking,
hypertension and hyperlipidaemia [140,393]. Dietary
deficiency of B-vitamin cofactors is among the principal
causes of raised plasma total homocysteine in the
general population [394]. Lifestyle and biological risk
factors of coronary heart disease are also associated with
plasma total homocysteine [395–397]. Genetic factors
also modulate total plasma homocysteine levels. Most
frequent of these is the thermolabile variant of methylenetetrahydrofolate reductase [398]. This folate-sensitive variant is associated with raised plasma total
homocysteine [399] and a higher risk of coronary heart
disease particularly in folate-depleted individuals [400].
Folic acid reliably reduces plasma total homocysteine
[392] but whether this reduces coronary heart disease
risk is unknown. This question is being addressed in
several ongoing randomised controlled trials. For the
present, careful attention to conventional risk factors in
individuals with raised plasma total homocysteine is
warranted.
4.8.2 Markers of inflammation

Inflammatory processes may have a role in the pathogenesis of atherosclerosis and clinical manifestations of atherosclerotic disease. Elevations of plasma C-reactive
protein (CRP), a marker of inflammation, using new sensitive assays, predict an increased risk of CHD events in
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patients with unstable and stable angina pectoris. [401].
Prospective epidemiological studies of initially asymptomatic individuals have shown an association between
elevated CRP levels and the risk of CHD events, stroke
and peripheral vascular disease, independently of traditional risk factors. In a large cohort study of initially
healthy women [402] it was suggested that CRP may be
a better predictor of risk of a first vascular event than
LDL cholesterol levels. Furthermore, in low cholesterol
subjects, post-hoc trial analysis suggests that statin
therapy may reduce both CRP and risk in subjects in
whom CRP is raised [403]. However, it is not yet clear
how clinicians should use screening results of C-reactive
protein, and therefore widespread screening is not recommended. Future trials must address whether reducing
CRP levels, with statins or by other means, actually
reduce risk [404]. It has been suggested that cytokines,
interleukin-6 and tumour necrosis factor alpha, which
regulate CRP, could be mediators in the association
between other laboratory markers for inflammation, such
as increased leukocyte count and reduced plasma
albumin, and CHD risk [405]. The association between
elevated plasma fibrinogen and CHD risk may also in
part reflect an on-going inflammatory process, because
fibrinogen is an acute phase reactant. An association
between elevated plasma levels of intercellular adhesion
molecule ICAM-1 and CHD risk has also been demonstrated, suggesting that cellular mediators of inflammation have a role in atherogenesis. The possible role of
markers of inflammation in the clinical assessment of cardiovascular risk remains to be determined.
There is also interest in the possible role of chronic infections caused by specific microorganisms, such as
Chlamydia pneumoniae, Helicobactor pylori, and cytomegalovirus, mainly based on studies of antibodies to
these microorganisms, in the pathogenesis of atherosclerosis and the precipitation of clinical manifestations
of CHD and other atherosclerotic disease [406]. The evidence for the association between C. Pneumoniae and
CHD is somewhat stronger than that found for H. pylori
and cytomegalovirus. C. Pneumoniae particles have been
found in coronary atherectomy specimens and not in
normal coronary arteries, but the sequence of infection
and the development of atherosclerotic lesions still
remains uncertain.
4.8.3 Thrombogenic factors

Pathological evidence indicates that the majority of acute
coronary events are caused by thrombosis in a coronary
artery often following rupture of atheromatous plaque in
the same vessel. [407,408]. Thrombolytic, anticoagulant
and antiplatelet therapy are routinely used in clinical
practice [409]. Many prospective studies have now examined which components of the complex, dynamic system
of coagulation and fibrinolysis are important in predicting
risk of subsequent cardiovascular events. Meta-analyses
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of studies of fibrinogen, C-reactive protein, albumin and
white cell count [405] and of haematocrit, viscosity and
erythrocyte sedimentation rate [410], all of which are
associated with coronary events, have been reported.
Other studies and meta-analyses have shown von
Willebrand factor [411,412] (a marker of endothelial dysfunction) and D-dimer antigen [413,414] (a marker of
fibrin turnover) to be associated with risk. Two cohort
studies [415,416] suggested that factor VII levels were
independently related to risk of coronary events but
other cohort studies have not confirmed this [133,417].
Two recent reports found plasminogen levels to be associated with increased risk of coronary events [417,418].
Observational studies of platelet aggregation [419,421]
have failed to show useful prediction of disease although
meta-analyses of antiplatelet treatments have clearly
established a role for reduction of platelet aggregability
in the prevention of cardiovascular events [379,380].
Studies which have compared the risk of subsequent coronary events in models in which thrombogenic factors
replace conventional lipid factors have generally found
that thrombogenic risk factors predict risk at least as well
as lipids [421–423]. European [424] and International
[425] Task Force reports acknowledge the relevance of
thrombogenic risk factors, but the former notes that fibrinogen has been incorporated into some risk scores. A
recent report from the PRIME Study in France and
Northern Ireland notes that fibrinogen levels accounted
for 30% of the difference in the excess risk in Northern
Ireland whilst the combined effect of the classical risk
factors accounted for only 25% of the excess [426]. Further
international studies may be helpful in establishing the
extent of the contribution of thrombogenic risk factors.
Several thrombogenic factors shown to predict risk of coronary disease are associated with lifestyle factors [427] which
may be modifiable. Smoking habit has been shown to be
closely associated with fibrinogen levels, plasma viscosity,
white cell count, and D-dimer [427,428]. Smoking habit
clearly has a major impact on the coagulation system and
several mechanisms probably account for the increase in
coagulability. Smoking also promotes an inflammatory or
acute phase response which appears to persist for 10 years
or more after quitting in middle aged men [429]. Not all
thrombogenic risk factors are influenced by smoking habit
however and clearly there is a need to further elucidate
thrombogenic risk factors which could be modified by
other lifestyle changes or by appropriate drug therapy.
Finally there is a need to address the issue of the link
between thrombogenic and inflammatory markers [430].
4.8.4 Genetic factors

Genetic information may be divided into three categories: information on family history, information on phenotypes, and information on genotypes. All three types of
information may be useful to identify patients who are at
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high risk of developing CHD, and who may therefore
warrant earlier or more aggressive therapeutic intervention to reduce modifiable risk factors (e.g. plasma cholesterol or blood pressure). Information on phenotypes and
genotypes may be additionally useful in guiding the particular therapeutic approach of choice.
Family history

The importance of a family history of CHD as a coronary
risk factor has been established by a number of studies.
A classical example is provided by a long-term follow-up
of more than 20 000 twins in Sweden [431]. In this study,
the relative risk (RR) of death from CHD in men, according to the age at which their twin died from CHD,
decreased from ~8 in monozygotes and ~4 in dizygotes in
the age range 36–55 years, to ~4 in monozygotes and ~2
in dizygotes in the age range 66–75 years. This suggests
the influence of genetics weakens with age. However, as
a consequence of the increasing frequency of coronary
disease with age, at the population level, the risk of CHD
attributable to genetics was maximal in the age range
55–75 years.
A detailed family history of CHD, or other atherosclerotic disease should be part of the assessment of all
patients with CHD and in the identification of high-risk
individuals. The risk of CHD increases (i) when an individual is closely related to a family member who has
developed CHD. A history of CHD in a first degree relative (parents, brother or sister, or son or daughter) is
more important than a similar history in a second degree
relative (grandparent, aunt, uncle) or in a third degree
relative (cousin); (ii) as the percentage of family
members with CHD increases; and (iii) the younger the
age at which family members develop CHD. Risk factor
screening should be considered in the first degree relatives of any patient developing coronary disease before
55 years in men and 65 years in women. A family history
of premature CHD should also be taken into account in
assessing the risk of developing the disease in a healthy
individual, including the taking of detailed history and
drawing of a pedigree. Lifestyle advice and, where
appropriate, therapeutic management of risk factors
should be offered to members of families where coronary
disease is highly prevalent.
Phenotypes

The pathophysiology of CHD is characterised by a
mixture of acute events, such as plaque rupture, thrombosis and vasoconstriction, acting on a substrate of
chronic processes, such as dyslipidaemia, hypertension,
endothelial dysfunction, diabetes, cardiac and vascular
hypertrophy, atherosclerosis. Each of these acute and
chronic processes will have their own genetic and environmental determinants. Hundreds, if not thousands of
molecules will thus be contributing to these complex
disease processes and a wide spectrum of responses,

reflecting the variable expression or function of these
molecules, can be expected. A better understanding of
the genetic contribution to common cardiovascular diseases and strongly depends on a more precise assessment
of the disease phenotypes. In other words, a purely clinical definition of a disease is largely irrelevant when discussing
genotype-phenotype
associations.
To
demonstrate their value genotypes will need to be
aligned with appropriate phenotypes, corresponding to
different clinical expressions of the disease.
For many measurable traits (phenotypes) there is good
evidence for a relatively strongly genetic contribution to
the determination of levels, which is usually estimated
by “heritability”. For apoproteins and lipid traits heritability varies between 40–60% [432], meaning that
genetic factors are determining around half of the
between-individual differences and environmental
factors the remainder. Similarly for CRP heritability
appears high [433] although fibrinogen appears lower
[434]. One exception to this is plasma Lp(a), a factor
where levels are remarkably stable within an individual
over time, and heritability is reported to be > 90% [435].
Interestingly, variability at the locus coding for the apo(a)
gene itself accounts all most all of the variance of plasma
Lp(a) in normal populations [436]. The relevance of this
is that a recent meta-analyses reported that levels of
Lp(a) in the top tertile was associated with a 1.6-fold
greater risk of CHD [320], an effect which is of similar
magnitude as smoking, and thus the (a) gene would
appear to be a major genetic factor for CHD, as was confirmed recently by a genetic approach [437].
Genotypes

A gene may predispose to CHD if it exists functionally
under different forms. Functional polymorphisms are relatively common and may affect regulatory or coding
regions of genes. This may induce variability of biological mechanisms, which have neutral, beneficial or detrimental consequences. Genetic polymorphisms are
defined as sequence variants that occur at a frequency
greater than 1%. These include insertion/deletion variants and single nucleotide polymorphisms (SNPs). SNP
analysis gained acceptability with the development of
the Human Genome Project, and the publishing of the
draft human genome sequence, which revealed that
there were only 30–40 000 genes. SNPs have been used
with increasing momentum [438] to study the genetic
determinants of complex diseases such as CHD, in casecontrol analyses and association and linkage disequilibrium studies with intermediate traits [439]. The
important issue is whether and under what circumstances
will such genetic information be useful for diagnosis and
patient management.
In general, the levels of CHD risk traits are influenced by
both environmental and genetic factors, with, in most
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subjects, gene variants of small or modest impact being
involved. Thus an individual with, for example, high
plasma cholesterol may have inherited several “raising”
alleles acting in combination, or they may have few such
alleles but are taking up a cholesterol-raising lifestyle (e.g.
diet), but most likely they have a combination of both
influences. In theory the identification of the complete
list of the genetic variants that an individual has inherited
may be of diagnostic or prognostic value, but since there
will be many functional sites (SNPs) in each gene, some
of which may increase risk and others decrease risk, and a
very large number of genes involved in determining even
each risk trait, it is unclear whether determining a few or
even several hundred SNPs will be of great value (or practically possible). Some studies have suggested that particular genotypes may predispose to elevated CHD trait
levels only in a certain environment, and understanding
such interactions is likely to be of major research importance in future years, since these interactions shed light on
pathophysiological processes. However the consequence
of this is that in subjects in the general population, DNAbased tests do not, at the present time, add significantly to
diagnostic utility or patient management, over-and-above
the use of measures of established CHD risk factors.
A large number of “candidate” genes have already been
investigated in relation to CHD traits and to risk of CHD
itself, and a comprehensive list is beyond the scope of this
report. Recently, meta-analyses have been used to obtain
a statistically robust estimate of these effects, and several
variants appear to be associated with statistically significant although rather modest effects on risk. These include
ApoE, ACE and PAI-1 [440–444]. For the common ApoE
protein variants (E2, E3 and E4), there is a strong and consistent impact on plasma lipid levels (E2 lowering and E4
raising), which translates into a modest E2 lower and E4
higher impact on CHD risk such that this genotype may
explain 5–8% of the attributable risk of CHD in the population [441]. The ACE polymorphism has probably been
the most extensively studied polymorphism so far, in relation to preclinical phenotypes and cardiovascular endpoints. One important feature of this polymorphism is that
it appears to be a response modulator to a wide range of
inducing factors. For example, it has been reported to
modify the hypertrophic response of the heart to physical
training [445], the restenotic process after stent angioplasty [446], the evolution of cardiac function after
myocardial infarction [447] and the survival of patients
with congestive heart failure [448], and with the development of diabetic nephropathy and retinopathy [449].
Interestingly, other candidate gene polymorphisms may
also have the characteristic of being response modifiers to
a number of stimuli. A fibrinogen promoter polymorphism
may affect the plasma fibrinogen response to cigarette
smoking, physical training or acute phase reaction
[450–452], Cholesterol ester transfer protein (CETP) and
alcohol dehydrogenase genotypes modify the relationship
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between alcohol consumption and plasma HDL cholesterol [453,454], an amino acid variant that causes enzyme
instability in the methylenetatrahydrofolate reductase
(MTHFR) protein affects the relationship between folate
intake and plasma homocysteine [399] and the α-adducin
polymorphism between that of salt intake and blood pressure and risk of MI [455]. These interactions also need to
be more widely replicated in larger studies but if confirmed they offer potential prospects for CHD prevention
through the identification of responders to deleterious
factors or beneficial ones (drugs for example) by genotyping appropriate candidate genes.
What the future contribution of molecular genetics will
be to the management of common cardiovascular diseases is difficult to predict. In the longer term, understanding disease etiology in terms of genetic
determinants may be useful in identifying high-risk individual’s and adapting therapeutic management to the
individuals genetic make-up.
Severe familial hyperlipidaemias and CHD

These confer a high risk of early CHD and a high blood
lipid in an individual, and particularly if there is a family
history of premature CHD, should lead to systematic
screening of the close relatives. These include:
Familial hypercholesterolaemia (FH)

FH has an estimated prevalence of 1/500 [456], but may
be much higher in some populations which recently
increased in size (e.g. French Canadians, Afrikaners and
Lebanese), as a consequence of the so-called founder
effect. It is characterised by hypercholesterolaemia due to
elevated plasma LDL levels, xanthomas, premature
CHD and a family history of one or more of these. Angina,
heart attacks or death typically occur in men between 30
and 50 years, and in women between 50 and 70 years
[456], and those who smoke, are hypertensive or have
other risk factors are at particularly high risk. FH is
present in 5–10% of individuals who develop CHD under
the age of 55 years [457]. Thus the early identification of
FH individuals will allow changes in lifestyle, including
dietary intervention and smoking cessation advice as well
as for drug treatment, and these measures, particularly
statin treatment, will lead to a longer healthier life [458].
Statin therapy is warranted even in young FH subjects
who currently have no evidence of CHD because of their
high lifetime risk. Cost-benefit modelling based on data
in the UK has demonstrated the effectiveness of cascade
testing in the relatives of FH patients [459], and an active
programme in the Netherlands has been particularly successful in identifying FH relatives in this way [460].
FH is an autosomal dominant inherited disorder and is
usually caused by a mutation in the low-density lipoprotein receptor gene (LDLR). To date over 700 different
mutations have been identified world-wide (see

S38

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

http://www.ucl.ac.uk/fh) although the spectrum within a
single country is much smaller [461–463]. However, an
LDLR mutation is not found in all patients with a clinical diagnosis of FH, and in approximately 3% of FH
patients in the UK, North Europe and the USA a defect
has been detected in the apolipoprotein B-100 gene
(Apo B), the ligand for the LDL-receptor. This disorder
has been designated familial defective apolipoprotein
B-100 (FDB) [464]. FDB appears to be somewhat milder
in its expression that LDLR but hypercholesterolaemia
occurs in childhood, and early CHD is frequent.
Recently two reports of a third distinct genetic cause of
monogenic autosomal dominant familial hypercholesterolaemia have also been published [465,466] but no
specific gene has yet been identified. Finally, a recessive
form of hypercholesterolaemia has been reported, caused
by defects in a chaperone protein [467]. The frequency
of this is unknown but it appears to be rare.
Since cholesterol levels in FH and non-FH subjects
overlap, molecular genetic testing can be useful in the
correct diagnosis of relatives in such families, [468,469].
Using currently available routine clinical genetic diagnostic techniques [462], it is possible to demonstrate a
mutation in the gene for the LDL receptor, or the gene
for apolipoprotein-B, in many of these patients, but this
is usually only available in a research setting. Such specialist services are available in several European countries including the Netherlands [461], UK [462] and
Iceland [463], but each country should have its own programme for genetic testing for FH because the spectrum
of mutations varies between countries.
Familial combined hyperlipidaemia (FCH)

This is the most common of the severe hyperlipidaemias,
with a prevalence of perhaps 1/100 [470]. The genetic
inheritance pattern is not so clear-cut as seen for FH, and
a major gene determining this phenotype has so far been
identified only by linkage in a few families from Finland
[471]. FCH is likely to be more polygenic/multifactorial
than FH, but the identification of the gene(s) involved
will be of interest whether the disorder is caused by a
“major gene” or the interplay of several.
Coagulation disorders

Although familial monogenic disorders have been identified they are mostly extremely rare. Mutations in the genes
for clotting factor V (R506Q designated factor V Leiden)
and for prothrombin (G20210A) have been identified, each
with a carrier frequency of 2–3%, but these mutations primarily increase risk of venous thrombosis and have little
effect on arterial thrombosis and risk of CHD [444].
4.8.5 Early life determinants of cardiovascular disease

The risk of cardiovascular diseases is modified by factors
influencing foetal growth and development. This was
first recognised by Forsdahl who showed that coronary

heart disease risk was correlated with prior infant mortality in the 20 counties of Norway, thus implicating some
general aspect of infant health [472]. Barker has subsequently examined this hypothesis of early life determinants of adult disease [473]. This work has emphasised
the importance of intrauterine nutrition as one of the
major mechanisms by which the anatomy, physiology and
metabolism of the body are programmed [474]. The consistent associations between birth weight, and other
markers of intrauterine growth such as head circumference, placental weight and length, and later cardiovascular disease, independent of gestational age, maternal
smoking and socio-economic position is of particular
importance in highlighting the fact that increased risk is
laid down very early in life [474].
Although the hypothesis that intrauterine nutrition is of
importance in determining risk of various chronic diseases
in adult is well-supported by evidence, it is apparent that
markers, such as birth weight, are an incomplete explanation of the risk factor trajectories that children subsequently follow. For example, while it is clear that blood
pressure is associated with birth weight [475,476] research
has shown that weight in childhood is also an important
determinant of blood pressure [477] and it appears that
blood pressures are highest in those who were small at
birth and become overweight as adults [474].
The realisation that neither “old-fashioned” risk factor
epidemiology with its emphasis on smoking, hypertension and hyperlipidaemia nor the intrauterine nutrition
hypothesis provided a comprehensive model has led epidemiologists to a lifecourse approach. In many scientific
disciplines it has long been acknowledged that a deeper
understanding of causal pathways is afforded by taking a
life course approach. Life course epidemiology has
recently developed as a means of structuring ideas about
how various biological and social factors throughout life
can influence adult health by independent, cumulative
or interactive effects [478].
In women, evidence is accruing demonstrating that birth
weight, age at menarche, number of pregnancies, and classical risk factors in adult life are all implicated in subsequent cardiovascular disease [479]. The implications of
the early life and lifecourse determinants of cardiovascular
disease are crucial for prevention. Traditionally orientated
cardiovascular disease prevention programmes largely concerned with people in middle-age has been shown to be
ineffective [480] and extending such investment would
seem to be misplaced given our better understanding of
the ways in which risk accumulates over the lifecourse. It
would, of course, be simplistic to suggest that investing in
better maternal and child health care alone would be
sufficient to control cardiovascular disease. However,
focusing on prevention across the life course should be
rewarded by later benefits in adult health.
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4.8.6 Microalbuminuria

Microalbuminuria, i.e. slightly elevated urinary albumin
excretion, was initially demonstrated in patients with
diabetes mellitus where it was shown to be associated
with atherogenic changes in the cardiovascular risk
profile [481,482] and to predict increased mortality and
cardiovascular disease [483–485].
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Classification into concentric and eccentric hypertrophy
and concentric remodelling has been shown also to have
risk-predicting value [499]. When treatment decisions
are uncertain, an echocardiographic examination may
help in more precisely classifying the overall risk of the
patient [237].

4.9 Psychosocial factors
Subsequently several studies demonstrated an association
between slightly elevated urinary albumin excretion and
cardiovascular disease, even in the general population
[486–489]. The level of urinary albumin excretion associated with a significant increase in the risk of CVD in the
general population is approximately 7 µg/min or 10 mg/24 h
[490–492] (corresponding to a urinary albumin/creatinine
ratio of 1 mg/mmol), and this is substantially lower than
what is found in the diabetic population.
The pathogenetic mechanisms explaining the association between microalbuminuria and cardiovascular
disease are poorly understood, but microalbuminuria is
associated with elevation of blood pressure and total cholesterol and with decreased HDL cholesterol [486–489].
Microalbuminuria is likely to be a marker of generalised
endothelial dysfunction and hyperpermeability of macromolecules as indicated through the increased transvascular leakiness for albumin and increased fractional
escapeate of LDL from plasma found in individuals with
microalbuminuria [493–495].
The impact of microalbuminuria on the risk of ischaemic
heart disease is of the same magnitude as that seen in
smokers compared to non-smokers, males compared to
females or an absolute increase in total cholesterol of 1.5
to 2.0 mmol/l, and the risk is independent of other well
established risk factors as age, gender, smoking, blood
pressure and lipid levels [496].
Intervention studies specifically targeted at answering
whether lowering of the urinary albumin excretion rate
reduces the risk of developing ischaemic heart disease
have not been performed, but it is clear that antihypertensive therapy – particularly with ACE-inhibitors and
angiotensin II antagonists – reduce the urinary albumin
excretion. Intervention studies will, however, be difficult
to perform, as the logical (and currently only possible)
intervention would be antihypertensive therapy.
4.8.7 Left ventricular hypertrophy

Left ventricular hypertrophy, either detected electrocardiographically or by echocardiography, has repeatedly been
shown to be an independent risk factor for cardiovascular
morbidity and mortality in hypertensives [497,498].
Echocardiography is undoubtedly much more sensitive
than electrocardiography in diagnosing LVH and predicting cardiovascular risk.

There is increasing scientific evidence that psychosocial
factors contribute independently to the risk of coronary
heart disease (CHD), even after statistical control for the
effects of standard risk factors [500,501]. In addition to
increasing the risk of a first event and worsening the
prognosis in CHD, these factors may act as barriers to any
effort to improve lifestyle and promote health and well
being in patients and populations. Low socio-economic
status, lack of social support and social isolation, stress at
work and in family life, and negative emotions including
depression and hostility, have been shown to influence
both the risk of contracting CHD and the worsening of
clinical course and prognosis in patients with CHD.
Evidence is also accumulating of therapeutic and preventive intervention methods that counteract psychosocial stress and promote healthy behaviours and lifestyle
[502,503] such that they may prevent the progression of
clinical CHD.
Low socio-economic status

Men and women with low socio-economic status (SES),
defined as low education, holding a low status job or
living in a poor residential area, have an increased allcause as well as CHD mortality risk. Several attempts
have been made to “explain” the SES gradients in CHD.
Several population based studies have examined this
question in a similar and conclusive manner. For instance
in British civil servants [504], in Finnish men from the
North Karelia region [505] and in Swedish women from
Stockholm [506,509], CHD morbidity and mortality were
inversely related to SES in a graded fashion, with a fourfold difference between the highest and lowest occupational categories.
Controlling for standard risk factors reduced the size of
the gradient, but a relevant proportion of the variance
according to SES was explained by distinct psychosocial
factors which either mediate or modify the effect of SES
on CHD. They originated from lack of control at work,
social isolation and lack of social support, poor capacity to
cope with stressors, hopelessness and a depressed mood.
Low SES as such is not amenable to change. However,
the mechanisms mediating the effects of low social class
on CHD risk can be modified, as they are concerned with
both the standard physiological risk factors, the lifestyle
behavioural risk factors and the psychosocial stressors.
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Therefore, preventive efforts need to focus especially on
individuals and patients with low education, low job
positions and in poor residence areas.
Social isolation

People who are isolated or disconnected from others are
at increased risk of dying prematurely from ischaemic
heart disease [508–513]. Similarly lack of social support
leads to decreased survival and poorer prognosis among
people with clinical manifestations of CVD [514–519].
Most studies report that social networks are related more
strongly to mortality than to the incidence of acute
myocardial infarction [509,512,513].
Several aspects of low social support have been associated with poor outcomes in patients with heart disease
even after adjustment for other risk factors. These
include living alone [515], living without a confidant
[519], low emotional support [514], social isolation
coupled with life stress [518], low instrumental support
[520], low social integration [510], low availability of
social support [521], and low perceived social support
[522]. Distinctions are made between the structural component of the social networks, which refer to the people,
with whom one is connected, and the functional component, referring to the support that they provide.

Prolonged exposure to work at irregular hours, including
work at night, increases CHD risk, with a higher risk as
the number of years in shift work increases [532–534]. A
direct and causal effect of shift work on CHD is suggested
in women [535] and in men [536]. The shift work schedule may violate endogenous circadian rhythms which regulate the biological sleep – wakefulness cycle and disturb
the balance between cardiac sympathetic and vagal modulation. A manifestation of autonomic imbalance of the
sinoatrial node activity, decreased heart rate variability,
has been related to shift work exposure [537]. In the
Helsinki Heart Study, shift workers, who had a 50%
excess risk of CHD over day workers, exhibited large
increases in perceived job stress suggesting a direct stressrelated mechanism explaining part of the CHD risk [538].
In addition to perceived stress at work, conflicts, crises
and long term stressful conditions in family life have also
been shown to increase CHD risk. In Stockholm women,
marital discord was found to worsen prognosis in acute
coronary syndrome and reduce event-free survival over
and above the effects of standard clinical prognostic
factors [539]. Although all women were employed
outside the home, the hazards of marital stress were
stronger than those of stress at work in these women.
Hostility

Three dimensions of social support have been distinguished: emotional support, provided by family and
other close persons to increase self esteem and
strengthen the sense of identity of the subject, appraisal
support, providing information, advice and guidance in
difficult situations and tangible or practical support. The
latter two are mostly provided by friends, neighbours, coworkers along with family members.
Psychophysiological pathways of social support include
beneficial effects on lifestyle and behaviour change.
Evidence of sympathetic nervous system activation with
direct effects of social isolation on blood pressure and
heart rates, as well as pathways involving the hypothalamic–pituitary–adrenocortical (HPA) axis, have been
described. In summary, the harmful effects of lack of
social support on the cardiovascular system as shown in
epidemiologic studies, are consistent, whereas mechanisms are only partly explored [523].
Psychosocial stress at work and outside work

Stress at work, as measured by the high demand/low
control model [524] and the high effort/low reward
model [529] predict CHD risk separately and together
[526]. These effects are seen in both women and men
[527,528]. Possible pathogenic pathways include progression of intima–media thickening of the carotid
arteries [529] and elevated ambulatory blood pressure
[530], particularly in combination with excessive
alcohol use [531].

The scientific evidence supporting Type A behaviour as
a risk factor for CVD, is confined to the hostility component of the global Type A construct [540]. Early findings
linking higher scores on the Cook and Medley Hostility
scale to coronary atherosclerosis severity [541] and to
CHD incidence and all-cause mortality [542,543] have
been coupled with more recent findings in a comprehensive review by Miller et al. [544] The psychological characteristic of hostility, as measured with a wide array of
instruments, was confirmed as a risk factor, not only for
CHD but also for virtually any physical illness.
Hostility is associated with alterations in autonomic
balance and HPA axis function that could account for at
least some of their health-damaging effects. When anger is
induced in laboratory studies [545–547], hostile persons
exhibit larger sympathetic nervous system (SNS)-mediated
cardiovascular responses than non-hostile persons. Hostile
persons also show increased SNS activation during everyday life, as documented by down regulation of beta-adrenergic receptors in lymphocytes [548]. Laboratory research
[549] has shown decreased parasympathetic antagonism of
SNS effects is reduced in hostile persons. Hostility [550] is
further associated with decreased parasympathetic function during ambulatory ECG monitoring.
Depression

Clinical depression, depressive symptoms and other negative emotions have been shown to predict incident CHD,
and worsen its prognosis, independently of standard risk
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factors. For example, clinical depression is associated with
a threefold risk for major cardiac events in established
CHD. Further evidence suggests that both prevalence of
depressive symptoms as well as association with somatic
outcome are higher/stronger in women compared to men.
Besides the adverse behavioural consequences of negative
affect, depression may also increase platelet activation,
inflammation and ischaemia, while decreasing heart rate
variability [500]. Increased risk may also be mediated by
side effects of tricyclic antidepressants.

tion, and unhealthy nutrition, persons with psychosocial
risk factors are also more likely to express biological characteristics – e.g. alterations in autonomic function and disturbances of the HPA axis, which affect haemostatic and
inflammatory processes – that are undoubtedly involved
in mediating the links between psychosocial factors and
cardiovascular disease. Dysregulated CNS serotonergic
function is one such neurobiological mechanism, that
could account for the clustering of psychosocial and biobehavioural risk characteristics [556].

In patients with manifest coronary disease, depression
has well-documented effects on cardiac symptoms,
overall quality of life and illness behaviour (including
increased health care utilisation, low adherence with
behaviour change recommendations or cardiac medications, and low rates of work resumption). After an acute
coronary syndrome, patients with depressive symptoms
also show worse cardiac outcomes [551]. Perceived social
support seems to counteract the adverse effect of depression [522], whereas lack of support was found to reinforce
the effects [552]. Prognostic risk is highest in persons
with a combination of chronic negative affectivity and
social inhibition [553,554].

The tendency of psychosocial risk factors and biobehavioural mechanisms to cluster in the same individuals and
groups has important implications not only for understanding who is at risk of developing CHD, but also for
strategies to modify risk and improve quality of life.
Because persons with high levels of negative affect are
more likely to smoke, attempts to help them quit smoking
might be more successful if they include elements
designed to reduce hostility and depression. Similarly,
attempts to reduce the CVD risk in the socially disadvantaged, might be more effective by incorporating training in
skills that will reduce negative feelings and increase access
to positive, supportive social ties. In other words, behavioural interventions that reduce levels of psychosocial risk
factors are likely to have broad benefits in terms of
enabling people to be more successful in modifying
unhealthy lifestyles and reducing biological consequences
of stress – e.g. altered haemostatic and inflammatory functions – that are directly involved in pathogenesis.

Clustering of psychosocial risk factors and
biobehavioural mechanisms (Table 15)

As was noted in the introduction, CVD’s multifactorial
aetiology and the multiplicative effect of coronary risk
factors mean that in attempting to reduce risk we must
deal with the whole person and not with isolated risk
factors. This principle is no less true when it comes to psychosocial risk factors and the biobehavioural mechanisms
which mediate effects on pathogenesis and prognosis.
It is now evident that psychosocial risk factors do not
occur in isolation from one another, but tend to cluster in
the same individuals and groups. Women who report
high job strain, for example, are also more hostile,
depressed, and socially isolated [555]. Both women and
men of lower SES are more likely to be depressed,
hostile, socially isolated, and to engage in risky health
behaviours, all characteristics that contribute to the SES
gradient of CHD risk [505,506,556]. In addition to risky
health behaviours like smoking, high alcohol consumpTable 15

Methods to improve psychosocial factors are available and
a number of psychosocial intervention strategies have
been demonstrated to have positive effects on both risk
factors and CVD outcomes – but, the modes and contents
of these interventions are variable. Even if they intend to
target only single psychosocial risk factors, group-based
behavioural interventions often contain elements, which
affect multiple risk factors [557,558]. Nevertheless, recent
meta-analyses suggest that interventions adding psychosocial and psycho-educational components to standard
cardiologic care, can significantly improve quality of life
and diminish cardiovascular risk. Furthermore, they seem
to have the potential of substantially reducing cardiac

Behavioural and pathogenic pathways for psychosocial risk factors in CVD

Psychosocial risk factors

Behavioural consequences

•
•
•

•

•

Evidence for risk factor modification

Low socio-economic status
Social isolation and low social support
Psychosocial stress at work, work at irregular
hours, family stress
Negative emotions of anger, hostility and
depression

•

•

•

Unhealthy lifestyle, e.g. food choice, smoking,
sedentary lifestyle
Barriers to the adoption of healthy lifestyle
change and poor maintenance once change
has been made
Inadequate utilisation of medical resources,
e.g. delay in seeking help for serious
symptoms, poor attendance to cardiac
rehabilitation programmes
Disturbed sleep and negative social
interactions

Pathogenic mechanisms
•
•

•
•
•

Autonomic dysfunction e.g. decreased heart rate
variability
Sympato-adreno-medullary activation, e.g. increased
heart rate and blood pressure reactivity, increased
platelet adhesiveness
Hypothalamic pituitary-adrenocortical-activation e.g.
disturbed cortisol and serotonergic diurnal patterns
Inflammatory and haemostatic processes, e.g.
fibrinogen, CRP, PAI-1, TNF-alpha, cytokines
Metabolic dysfunction, central adiposity, insulin
resistance, hypertension, dyslipidemia
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morbidity as well as cardiac mortality [502,503]. The
major psychosocial intervention study in post-MI
patients, for example, was the Recurrent Coronary
Prevention Project, which employed group-based cognitive behaviour therapy and decreased hostility and
depressed affect [559] as well as the combined medical
endpoint of cardiac death and non-fatal MI [557].
Two recent randomised controlled trials have targeted
depression. Coronary patients with clinically significant
depression can safely and effectively be treated with psychotherapy [560,561] or selective serotonin reuptake
inhibitors [562]. The marked improvement in quality of
life achieved by these treatments justifies their routine
use in depressed patients with coronary artery disease.
Although a definite beneficial effect on cardiac endpoints still needs to be documented, a recent multicenter
clinical trial to decrease depressive feelings and improve
social support, found beneficial cardiovascular effects in
men but not in women [561].
There are, however, several other approaches to psychosocial intervention, which have proved to be useful.
Thus it has been shown, in hostile CHD patients
[563,564] that a group based hostility-control intervention
may lead, not only to decreases in behaviourally assessed
hostility levels, but also decreased depression, resting
heart rate and cardiovascular reactivity to mental stress, as
well as increased social support and satisfaction with life.
Likewise, in group based, psychosocial interventions, an
element of increased social support is often the natural consequence. For example, work-reorganisations aimed at
improving autonomy and increasing control at work may
result in improved social support and reduction in physiological stress responses [565]. Work stress reduction in
managers and supervisors may have beneficial health
effects on the target individuals but also improve perceived
social support in their subordinates [566]. Such effects are
likely to contribute to decreased risk and improved prognosis in CHD through their stress reducing components.
Interventions that focus on improving both coping skills
and social supports are particularly promising. Such interventions suggest that it is possible to diminish the
harmful effects of family related stress and reduce
anxiety and depressive feelings in women with coronary
disease in group based intervention programmes [567].

4.10 New imaging methods to detect
asymptomatic individuals at high risk for
cardiovascular events
Unfortunately, sudden cardiac death is for many individuals the first manifestation of cardiovascular disease. In
others a large myocardial infarction, or a severe stroke
may result in serious disability for the rest of their life.
Therefore, one could think of a CVD detection programme as having the following objective: to identify

those apparently healthy individuals who have asymptomatic arterial disease in order to slow the progression of
atherosclerotic disease, to induce regression and in
particular to reduce the risk of clinical manifestations.
The medical technology to detect atherosclerotic arterial
disease is already available but its role in population
screening has yet to be evaluated.
Different criteria should be met, including:
1) The non-invasive technique for detecting arterial
disease is valid, precise, easy and acceptable.
2) The relationship between arterial disease detected
non-invasively and the development of symptomatic
CVD has been quantified.
3) There is a defined screening strategy and a defined
intervention and follow-up policy.
4) Screening and intervention results in reduction of
CVD events.
5) Screening has no adverse effects.
For coronary artery disease, the consequences of coronary atherosclerosis can be objectively assessed noninvasively, using a variety of techniques such as bicycle
or treadmill exercise ECG testing, stress echocardiography or radionuclide scintigraphy. These techniques are
routinely used in diagnostic work-up programmes in the
clinic; they have rarely been used in the population as
screening tools. More recently, new techniques have
become available to detect coronary lesions.
These new tests are based on the principle that atherosclerosis is a systemic disease of the arterial tree, with
preferential involvement of the aorta and its large
branches, coronary arteries, cerebral arteries, and lowerextremity arteries. Pathology studies have documented
that levels of traditional risk factors are associated with
the extent and severity of atherosclerosis. However, at
every level of risk factor exposure, there is substantial
variation in the amount of atherosclerosis. This variation
in disease is probably due to genetic susceptibility combinations of different risk factors and interactions
between genetic and environmental factors. Thus, measurements of subclinical disease, representing the current
effect of risk exposures, may be useful for improving
CHD risk prediction. Non-invasive tests such as carotid
artery duplex scanning, EB-CT, MS-CT, ankle/brachial
blood pressure ratios, and MRI techniques offer the
potential for directly or indirectly measuring and monitoring atherosclerosis in asymptomatic persons.
4.10.1 Early detection of CVD in asymptomatic subjects
with MRI

MRI has been evaluated as a means of assessing the
presence or absence of coronary artery stenosis. The
value of this technique in detecting coronary artery
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stenosis is still in question [568–572]. Currently, the sensitivity, specificity and robustness of this technique is not
high enough to perform screening for coronary stenoses
in asymptomatic people.
A potentially more useful approach for risk stratification is
to perform in vivo imaging of the arterial wall using MRI.
In vitro, MRI is able to differentiate between the plaque
components of carotid, aortic, and coronary artery specimens obtained at autopsy [573–575]. Moreover, it has
become possible to noninvasively depict coronary plaques
by MRI [576–580]. Using optimised 3D imaging
sequences to improve contrast between lumen and vessel
wall, a spatial resolution of 0.66 × 0.66 × 2 mm3 can be
obtained [579]. Regression of the lipid component of atherosclerotic plaques induced in animal models can now be
demonstrated by serial in vivo MR examinations [581].
The current fast technical improvement has led to threedimensional black-blood vessel wall imaging which
permits in vivo distinction between “normal” and diseased vessel walls [582,583]. Carotid aortic and even coronary plaque assessment with MRI may soon lead to its
use as a screening tool for quantifying subclinical disease,
predicting future cardiovascular events and evaluating
therapeutic interventions. For the present moment MRI
is a promising research tool, but its use is limited to only
a small number of research laboratories at this time. Thus,
MRI is not yet appropriate for use in identifying patients
at high risk for CAD. The Prevention Conference V participants [584] have recommended that more studies of
MRI in CHD risk prediction should be encouraged.
Additional technical development in this area is expected
and should be of considerable value in the application of
this emerging technology.
4.10.2 Quantitative assessment of coronary calcifications
for the detection of asymptomatic high risk individuals
Background

Coronary calcifications represent atherosclerosis of coronary arteries. Normally, they occur exclusively as atherosclerotic lesions within the intima layer and are not found
in healthy coronary vessel walls [585–588]. On the other
hand, atherosclerotic diseased coronary arteries do not
necessarily always show calcifications. The extent of
coronary calcifications correlates with the extent of the
total coronary plaque burden [586,587,589]. Coronary
calcification is neither an indicator for stability nor instability of an atherosclerotic plaque [590–593]. In patients
with acute coronary syndrome, there is almost always
proof of coronary calcium. In these patients, the extent of
coronary calcification is more pronounced than in control
groups without known coronary artery disease [594–596].
Recently, the inflammatory component has been emphasised for patients with acute coronary syndrome [597],
underlining the concept of evaluation of the total coronary plaque burden by quantification of coronary calcium
burden [593,598].
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Methods

Proof of coronary calcium with sensitive X-ray methods
for the first time offers the possibility to detect and quantify coronary atherosclerosis non-invasively at an early
stage. There are no other widely developed and clinically
useful tools for the non-invasive detection and quantification of total coronary plaque burden [599].
The visualization of coronary calcium by means of fluoroscopy is not sensitive enough to detect clinically relevant
information at early stages [600]. The sensitive detection
of calcified coronary atherosclerosis was in the last years
performed via EB-CT. With this method, no moving X-ray
tube is used; therefore, there are no mechanical limitations
(acquisition time = 100 ms/image). The vast majority of
scientific data for the evaluation of presence and extent of
coronary calcified atherosclerosis (“Agatston score”) result
from EB-CT experience. EB-CT, however, is predominantly limited by its high cost and thus limited availability.
Therefore, recent developments in technology of the
classic CT resulted in multislice CT-devices, which are
still limited by the mechanical rotation of the X-ray tubes,
but have “ultra fast” rotation times of 250 ms/180° (e.g.
250 ms acquisition time per 4 simultaneously acquired
slices) [601]. MS-CT, like EB-CT, for coronary calcification can be performed in a single breath hold without need
of contrast medium. The major advantage of MS-CT is its
considerably lower cost and therefore widespread utilisation. In contrast to EB-CT, MS-CT is not yet standardised, especially with much more variability in acquisition
parameters compared with EB-CT. The minimal requirement for MS-CT is ECG-triggering [602,603]. If ECGtriggering is performed prospectively, radiation exposure is
reduced and its results agree closely with EB-CT findings
[608,609]. Radiation exposure of calcium scanning with
the properly selected techniques is approx. 1mSv.
For over ten years, the amount of coronary artery calcification has been expressed by the “Agatston score,” which
is a simple parameter containing the area as well as the
density of calcified plaques, detecting calcium masses of
≥ 1 mg [606]. Recently it has been suggested that the
Agatston score be replaced with volumetric parameters,
like total calcium volume (mm3), calcium mass (mg), or
calcium density (mg/mm3). For clinical purposes,
however, it is not yet known if these new parameters are
superior to the Agatston score [607]. Since this will take
another ten years to evaluate, the use of the Agatston
score for routine purposes is recommended.
The value of the Agatston score can be further increased
if not only the absolute score but also the age and gender
distribution within percentiles are taken into account
[595,608]. For example, an Agatston score of 10 in a
30-year-old woman reflects the 99th percentile, whereas
the same score for a 72-year-old man reflects the 25th
percentile.
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Value of coronary calcification for proving or ruling out
relevant coronary stenoses

The proof of coronary calcium is not in the least identical
with the presence of relevant coronary stenosis, because
its specificity regarding the presence of ≥ 50% stenosis is
only 50% (like flipping a coin) [600,609–612]. The misunderstandings in recent years regarding coronary
calcium and extrapolation to coronary artery disease are
due to a mix-up of definitions: while the presence of
coronary calcium proves a “coronary disease” (coronary
atherosclerosis) – it does not necessarily reflect “coronary
artery disease” defined as ≥ 50% narrowing. If coronary
calcium scanning is applied inappropriately, the proof of
coronary calcium may lead to an unnecessary increase of
diagnostic cardiac catheterisations or even coronary interventions in asymptomatic persons. Therefore, even in
the presence of coronary calcium, the decision for coronary angiography remains unchanged and depends on
the presence of angina pectoris and/or objective myocardial ischaemia.
In contrast, coronary calcium scanning shows a very high
negative predictive value: the Agatston score of 0 (ruling
out coronary calcium) has a negative predictive value of
nearly 100% for ruling out a significant coronary narrowing [609,613,614]. Therefore, in patients with atypical
chest pain and an Agatston score of 0, coronary angiography can be easily dismissed. Furthermore, the Agatston
score is suitable for differentiating between false positive
and true positive exercise ECGs [615]. In very few cases,
even no or only little coronary calcium has been observed
in myocardial infarction [616,617].
Prognostic value of coronary calcium

In patients with heart attacks, a previously “non-significant” or better “hemodynamically non-significant”
coronary narrowing has been observed with a frequency between 31% and 72% in 1091 patients
[618–627]. In asymptomatic patients with risk factors
but without known coronary artery disease, coronary
calcium can show whether the exposure to the risk
factors over time has already led to a development of
atherosclerotic plaques over time in the coronary arteries of an individual person. Many prospective studies
have shown the prognostic relevance of the amount of
coronary calcium [595,628–632]. Even in patients
undergoing coronary angiography, the measurement of
the extent of coronary calcification adds valuable prognostic information [633].
If age and gender distribution of the percentiles are additionally taken into consideration, even patients with a
“CAD equivalent” can be identified [634]: this “CAD
equivalent” (defined as an annual risk of a fatal cardiac
event > 2%/year) has been documented in a study with
1173 patients with 1.8% [629], another with 1196 patients
with 2.3% [630] and another with 962 patients with 4.5%

[595]. Especially this group of patients may possibly
benefit from focused statin therapy – even at “normal”
lipid levels [635,636]. Besides this, the images of coronary calcium are an impressive motivation for the
patients to modify their lifestyle [641].
Although today the prognostic impact of the Agatston
score has been proven and accepted, one has to ask the
key question whether the Agatson score is independent
of the classical risk factors, meaning that the Agatston
score provides additional clinically relevant information
[598,638–641]. Recent publications supply an answer to
this question: the Agatston score is an independent risk
factor regarding the extent of coronary artery disease [638,
642–647] and regarding prognostic impact [629,631,646,
648]; for example, two men of the same age and identical
classical risk profile may show an 8-fold different risk of a
coronary event [648]. Aside from one study in older, highrisk patients [630], all studies showed that the prognostic
value of coronary calcium offers information beyond the
conventional risk factors [595,628,629,649]. The
Rotterdam calcification study showed that the upper percentile range reflects a 12-fold increased risk of myocardial infarction – independent of the classical risk factors –
even in elderly people [650]. The calcium score also adds
important prognostic information to the measurement of
C-reactive protein [651]. Furthermore, the extent of coronary calcium seems to reflect genetic components [652].
Even psychosocial factors seem to play a role in the presence and extent of coronary calcification [653,654].
Clinical indications

Although calcium scanning is widely applied today, it
should not be uncritically used as a screening method. The
clinical application of calcium scanning should only be
applied in carefully selected individuals. Prospective
studies proving the value of coronary scanning and unequivocally resulting in a class I indication with evidence class A
for some indications, however, do not exist. With today’s
knowledge, these studies may be even considered unethical. According to ACC/AHA guidelines, coronary calcium
scanning can be performed in selected asymptomatic individuals, if a comparison with classic risk factors leads to
expected additional analysis information for therapeutic
strategies [612]. Coronary calcium scanning is thus especially suited for patients at medium risk [612,641,649,
655–658]. Today, an age of ≥ 45 years in men and ≥ 55 years
in women is regarded as a risk factor [325]. The US Society
of Atherosclerosis Imaging recommends coronary calcium
scanning as the initial diagnostic test in individuals 65 years
of age with symptoms atypical for angina and unknown
CAD [659]. If coronary calcium is not present, the decisions regarding necessity and extent of primary prevention
are made based on the analysis of the classical risk factors.
The indication for coronary calcium scanning must be
assessed by well-trained physicians and interpreted

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

taking the total clinical presentation and the laboratory
results into account.
4.10.3 Carotid ultrasound

Population based studies have shown a correlation
between the severity of atherosclerosis in one arterial territory and involvement of other arteries [660]. The detection of atherosclerotic lesions in legs or carotid arteries is
more accessible for non-invasive examinations than coronary or intra-cerebral arteries. Therefore, early detection
of arterial disease in apparently healthy individuals has
also focused on the peripheral arterial territory and on the
carotid arteries.
Sonography of superficial arteries is a relatively inexpensive means of non-invasively visualising the lumen and
walls of arteries which are involved in the ubiquitous
process of atherosclerosis. Risk assessment using carotid
ultrasound focuses on measurement of the intima–media
thickness (IMT) and plaque characteristics.
Intima–media thickness (IMT)

IMT is an integrated measurement of the involvement of
both the intima and the media in the atherosclerotic
process. Current ultrasound instrumentation with transducers ≥ 8 MHz is capable of identifying the borders
between the vessel lumen and the intima as well as
between the media and the adventitia. The two arterial
interfaces are measured in both carotid arteries on the
distal straight 1 cm of the common carotid arteries, the
carotid bifurcations, and the proximal 1 cm of the internal carotid arteries. The carotid intima-media thickness
is determined as the average of 12 measurements (both
sides 6 measurements each from the near and far wall of
each of the three segments). B-mode ultrasound is a valid
and reliable technique for measuring IMT [661].
Reproducibility of measurements is best for the carotid
arteries of normal persons.
Although there is a graded increase of cardiovascular risk
with increasing IMT, a value > 1.3 mm for IMT is considered abnormal. Persons without known cardiovascular
disease with increased IMT are at increased risk for
cardiac events and stroke [662]. Although the relative
risk for events is slightly lower after statistical correction
for the presence of traditional risk factors, the risk
remains elevated at higher IMT [660,662].
When IMT is used to predict the incidence of subsequent
stroke, the risk is graded but non-linear with hazards
increasing more rapidly at lower IMTs than at higher IMTs
[660]. Therefore, precision of measurements is of greatest
importance in the submillimeter range which poses high
requirements on instruments and physicians. The risk of
cardiac events over 4–7 years of follow-up in patients free
of clinical coronary artery disease at baseline is also nonlinearly related to IMT [663]. In the ARIC-study [664] the
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hazard rate ratio comparing mean IMT of ≥ 1 mm to
< 1 mm was 5.07 for women (95% confidence interval
3.08–8.36) and 1.85 for men (95% confidence interval
1.28–2.69). The strength of the association was reduced by
including major CHD risk factors, but remained elevated
at higher IMT. The low hazard rate ratio in men indicates
that the predictive power of IMT measurements is
limited. However, it may be useful not to use IMT measurements to make decisions about normal and abnormal
but include them in a risk assessment model.
Plaque characteristics

Recently, plaque characteristics as assessed by carotid
ultrasound were found to be predictive of subsequent
cerebral ischaemic events [664]. Patients with echo
lucent stenotic plaques had a much higher risk of stroke
and cerebrovascular events than subjects with other
plaque types. On B-mode ultrasound assessments, lipids,
thrombi, and haemorrhage all will appear as echo lucent
structures. As haemorrhage seldom occupies > 2% of
total plaque size, lipids and thrombi which are plaque
component known to be associated with unstable coronary disease most likely are the major components of
dangerous plaques in the carotid system.
Thus, ultrasound imaging of the carotids is a non-invasive means of assessing subclinical atherosclerosis. The
extent of carotid IMT is an independent predictor of
cerebral and coronary events but seems to be more predictive in women than in men. Consequently, carotid
ultrasound can add information beyond assessment of
traditional risk factors which may help to make decisions
about the necessity to institute medical treatment for
primary prevention. One limitation of using carotid ultrasound for global risk assessment is the absence of reliable
data relating IMT numbers to 10 year event rates.
Therefore, it is currently not clear how IMT measurements can be formally incorporated into existing risk
algorithms used in asymptomatic persons.
4.10.4 Ankle-brachial index (ABI)
Technical background

The measurement of the ankle-brachial blood pressure
index (ABI) is an easy-to-perform, inexpensive and
reproducible non-invasive test to detect asymptomatic
atherosclerotic disease. Technical requirements are a
regular blood pressure cuff and a doppler ultrasound
device to measure the SBPs in left and right brachial
arteries as well as both posterior tibial and dorsalis pedis
arteries [584].
ABI as a measurement of peripheral artery disease (PAD)

An ABI < 0.9 reflects a ≥ 50% stenosis between the aorta
and the distal leg arteries. Because of its high sensitivity
and specificity (> 90% respectively), an ABI < 0.90 is considered a reliable sign of peripheral arterial disease
[665–667]. Its high specificity is partially explained by the
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fact that the ABI may paradoxically be elevated with agedependent increased arterial stiffness, including arterial
calcification. Therefore, an ABI > 1.5 may be difficult to
interpret [639]. ABI reflecting significant PAD adds additional value to medical history, because 50% to 89% of
patients with an ABI < 0.9 do not have typical claudication
[667–669]. The history of claudication alone “dramatically
underestimates” the presence of large vessel PAD [674].
ABI as a prognostic tool

The presence of PAD is strongly related to a high incidence of coronary events and stroke [667]. Therefore,
ABI also strongly relates to further development of
angina, myocardial infarction, congestive heart failure,
coronary artery bypass graft surgery, stroke or carotid
surgery [667,671–675]. Even in patients with known multivessel coronary disease, a reduced ABI confers additional risk [676]. However, ABI should not be considered
as a continuous measure of generalised atherosclerosis
[639]. In asymptomatic individuals over 55 years of age,
an ABI < 0.9 may be found in 12% to 27% [667,670]. Even
in an elderly population (71–93 years), a low ABI further
identifies a higher risk CHD subgroup [677].

5) Management of risk in clinical practice
5.1 Behaviour change and management of
behavioural risk factors

about equal; hence there is considerable ambivalence about
changing. In these two stages, further pros regarding behavioural change should be provided, such as the demonstration of associations between lifestyle and symptoms, illness
in other family members, social pressures and so on.
In the preparation stage, individuals intend to take action
and have usually made some modest behavioural change,
such as reducing the number of cigarettes smoked per
day or slightly modifying their diet. In this stage, further
cues to action should be provided, such as dietary counselling and smoking cessation programmes. In the action
stage, individuals have already made behavioural
changes, but there is a great risk for relapse. During this
period many processes interact including intrapersonal
(e.g. perceived self-efficacy), interpersonal (e.g. social
support) and environmental (e.g. unavoidable exposure to
unhealthy environments). An intervention strategy must
focus on these topics actively, determining whether, for
example, the newly quit smoker proceeds to the next
stage (maintenance) or regresses to the earlier stage.
This model of the Stages of Change Framework has been
demonstrated to work well in the primary care setting (US
Preventive Services Task Force, 1996) [680]. Furthermore,
the Report of the US Preventive Services Task Force has
identified ten strategies to enhance the effectiveness of
counselling on behavioural change (see Table 16).

Strategies for promoting behavioural change

Physicians and other health professionals in the primary
and out-patient care setting are in a unique position to
contribute significantly to the improved prevention and
management of CVD. Physicians are generally perceived
by the general public as the most reliable and credible
source of information on health and advice. Patients
usually want to receive as much information as possible
from physicians, and often prefer to receive assistance
from them in order to change behaviours such as
smoking, nutrition and diet, and physical activity, rather
than to attend special programmes elsewhere [678].

The physician/caregiver–patient interaction as a means
towards behavioural change

Prochaska and DiClemente [679] have proposed a
“stages of change model” which argues that everyone is
not equally ready to change one’s behaviour at a given
point in time. It is therefore important to assess the individual’s thoughts, attitudes and beliefs concerning the
perceived ability to change behaviour, as well as the
environmental context in which attempts to change are
made, and subsequently to maintain the lifestyle change.
Five stages are identified: pre-contemplation, contemplation, preparation, action and maintenance.

Social support provided by caregivers, including physicians, may be of primary importance to help patients
maintain healthy habits and follow medical advice.

In the pre-contemplation stage, individuals do not intend to
change their behaviour, and the pros of the risky behaviour
are considered as greater than the cons. Contemplation is
the stage where people intend to change their behaviour,
but keep putting it off. The pros and cons are evaluated as

The physician-patient interaction is a powerful tool to
enhance patients’ coping with stress and illness and
adherence to recommended lifestyle change. Social
support is known to exert positive influences on illness
behaviour, on coping and on adherence; conversely, a
non-supportive environment may lead to attention shifts,
to motivational problems and may cause patients to
ignore the threats of chronic illness and the needs to
change lifestyle.

Ten strategic steps to enhance the effectiveness of
behavioural counselling
Table 16

•
•
•
•
•
•
•
•
•
•

Develop a therapeutic alliance
Counsel all patients
Ensure that patients understand the relationship between behaviour and
health
Help patients to assess the barriers to behaviour change
Gain commitments from patients to behaviour change
Involve patients in identifying and selecting the risk factors to change
Use a combination of strategies including reinforcement of patient’s own
capacity for change
Design a lifestyle modification plan
Monitor progress through follow-up contact
Involve other health care staff wherever possible
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In this context it should be recognised that the physician
is not the only professional person involved. The expertise of psychiatry, psychology, nutrition and behavioural
sciences in a broader sense is highly needed. In particular therapeutic and preventive interdisciplinary team
work should be attempted, combining the appropriate
knowledge and skills to optimise the preventive efforts.

Recommendations for good and effective
physician/caregiver-patient interactions
Table 17

•
•
•
•

It is further necessary for the physician/caregiver to
recognise the social, emotional and cognitive problems
associated with illness and lifestyle change and to
develop strategies to solve them. A friendly and positive
physician-patient interaction is crucial, since a patient is
more likely to accept and follow physicians advice, if
he/she feels understood and accepted. Conversely, inappropriate interaction patterns can lead to a cycle of misunderstandings and destructive emotions (e.g. rage and
anger), which in turn exert a negative influence on the
adherence to medical regimen, on illness behaviour and
on compliance in general. The physician’s use of some
principles of effective communication will facilitate successful treatment and prevention of CVD (Table 17).

•

Multimodal interventions

•

Multimodal, behavioural interventions integrate educational efforts with practical training sessions, combining
learning with practical implementation and skills training. They are especially recommended for patients with
clinically manifest CHD and for individuals at very high
risk. Interventions should be performed on a multimodal
basis, integrating education on healthy lifestyle and
medical resources, exercise training, relaxation training,
and smoking cessation programmes for resistant smokers.
Whenever needed, additional individual or group counselling should be performed, in order to enhance coping
with illness, to improve compliance with prescribed
medication, and to facilitate adequate utilisation of
medical resources, in particular to minimise delay in
seeking help in case of central chest pain or other serious
symptoms. Psychosocial risk factors (stress, social isolation and negative emotions) that may act as barriers
against behaviour change will also be addressed in individual or group counselling sessions, according to specific
needs of the participants (see Table 18).
Multimodal interventions need team work and special
education of the staff. There is evidence that more
extensive/longer interventions may lead to better long
term results with respect to behaviour change and
somatic outcome. Patients of low socio-economic status,
of older age, or female gender may need tailored programmes, in order to meet their specific needs regarding
information and emotional support.
Management of psychosocial risk factors (Table 19)

Recognising the psychosocial risk associated with
depression, hostility, low socio-economic status (SES),

S47

Spend enough time with the patient, even two minutes more can make a
difference
Listen carefully to the patient and recognise strengths and weaknesses in
the patient’s attitude to illness and lifestyle change
Accept the patient’s personal view of his/her disease and allow
expressions of worries and anxieties
Speak to the patient in his/her own language and be supportive of every
improvement in lifestyle
Make sure that the patient has understood your advice and has the means
to follow it

Table 18

•
•
•
•
•

Components of multimodal, behavioural interventions

Education on healthy lifestyle and medical resources
Exercise training
Relaxation training
Smoking cessation programmes for resistant smokers
Individual or group counselling on psychosocial risk factors and means to
improve coping with stress and illness

Recommendations for management of psychosocial
risk factors in clinical practice
Table 19

•

•

•

Assess psychosocial risk factors, e.g. depression and hostility, low SES,
social isolation, and chronic life stress by clinical interview or standardised
questionnaires
Discuss relevance with patient in respect to quality of life and medical
outcome
Prescribe multimodal, behavioural intervention, integrating individual or
group counselling for psychosocial risk factors and coping with stress
and illness
Refer to a specialist in case of clinically significant emotional distress

Core questions for the assessment of psychosocial
risk factors in clinical practice
Table 20

•
•
•

•

•

Depression: Do you feel down, depressed and hopeless? Have you lost
interest and pleasure in life?
Social isolation: Are you living alone? Do you lack a close confident? Do
you lack any person to help you in case of illness?
Work and family stress: Do you have enough control over how to meet the
demands at work? Is your reward appropriate for your effort? Do you have
serious problems with your spouse?
Hostility: Do you frequently feel angry over little things? If someone annoys
you, do you regularly let your partner know? Do you often feel annoyed
about habits other people have?
Low SES: Do you have no more than mandatory education? Are you a
manual worker?

lack of social support or chronic psychosocial stress in
patients and situations may be crucial as a means to
reduce risk. Standardised measurements for depression,
hostility, SES, social support or psychosocial stress are
available in many languages and countries.
Alternatively, a preliminary assessment of psychosocial
factors can be made within the physicians’ clinical interview (Table 20).
A “yes” to any of these questions indicates a potential
problem area. For patients with low SES, lack of social
support or chronic psychosocial stress, further interventions need to focus on these areas in order to improve
both their quality of life and medical outcome. If available, patients should be recommended to join a multimodal, behavioural intervention that includes stress
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management and social reintegration. Whenever possible
these interventions should occur on a group basis to
enhance social interaction and improve social support.
Depression and other negative effects tend to persist or
even increase as cardiac disease progresses. While awaiting conclusive results that treating depression will alter
CVD prognosis, a prudent approach at present, is to treat
patients with clinically significant depression according
to established guidelines, with psychotherapy and antidepressive medication.

5.2 Dietary changes
Nutrition in the prevention of cardiovascular disease

Dietary interventions are highly effective in the prevention of recurrent events in patients with established
CHD [61,64], dietary changes are an integral part of prevention and management strategies.
Cost effectiveness appears very good relative to other
common interventions [681]. This diet should be encouraged in all those at increased risk of cardiovascular disease,
not just in those referred with established coronary heart
disease, stroke or other clinical manifestation of atherosclerosis. Such persons should be given advice and specific
recommendations, by a specialist, on the food and dietary
options which will help them in reducing cardiovascular
risk. Participation of the family, most notably of the person
in charge of buying and cooking food, is particularly important. However, in an era when a substantial part of meals
are taken outside home, the collaboration of the food
industry and commerce and hostel services is essential in
order to ensure that healthy food choices are feasible.
General recommendations

The following recommendations are given as a general
guideline that must be adapted according to local and
cultural particularities.
• A varied and well energy-balanced regimen together
with regular exercise are critical to the preservation of
a good cardiovascular health. Eating food from each
major food group will ensure dietary balance.
• The intake of some types of food will be more particularly encouraged: fruits and vegetables, cereals and grain
products, skimmed dairy products, fish and lean meat.
• Eating omega-3 FA’s – from seafood and some vegetable oils – seems to be particularly appropriate as it
provides great protection against fatal cardiovascular
accidents. It is the most important dietary advice for
those with cardiovascular disease as fish or fish oil supplements is dramatically protective, and rapidly so.
• Other important elements of the diet include replacement of some saturated and trans-FA’s with MUFA’s
or PUFA’s of vegetable and seafood origins. The
intake of lipids in food will have to represent approximately 30% of energetic intake. The intake of satu-

rated fats must not exceed 30% of total lipids. The
intake of cholesterol must be less than 300 mg/d.
• Energetic intake will be adjusted to maintain ideal
weight.
Cardio protective dietary advice should always be set in
the context of an adequately balanced and healthy diet
overall. Micronutrient intake is sometimes compromised
by dietary changes. Particular mention should be made of
calcium and iron which may be severely restricted in the
battle to reduce saturated fats, and should therefore be
assessed or discussed following initial dietary advice. For
frail or elderly people (in danger of nutritional compromise, especially lack of appetite leading to low food
intake, and resulting in excess weight loss) oily fish, fruit
and vegetables are encouraged, but dietary fats only
altered if this can be achieved with no loss of enjoyment.
Specific recommendations
Treatment of dyslipidemia

• The reduction in LDL cholesterol is the main objective of the nutritional treatment of subjects with a high
cardiovascular risk. This reduction is obtained by lowering the intake of saturated FA’s and trans-FA’s and,
to a lesser extent, by reducing the intake of cholesterol
in food. Conversely, the intake of polyunsaturated
FA’s, soluble fibres and phytosterols reduces the
plasma concentrations of LDL cholesterol.
• Although the evidence of a beneficial impact of the
increase in HDL cholesterol on cardiovascular morbidity and mortality is still lacking, dietetic interventions aiming at increasing the concentrations of plasma
HDL cholesterol are also recommended. More exercise by sedentary subjects, loss of weight among obese
subjects and glycaemia control among diabetic subjects coincide with concomitant increases of HDL
cholesterol. Moderate use of alcohol is not contra-indicated for subjects having low HDL cholesterol concentrations. Eating refined sugars is associated with a
reduction in HDL cholesterol concentrations among
certain susceptible subjects. These sugars will be
replaced with complex sugars.
• Because high triglycerides levels are associated with
numerous metabolic anomalies, which are deleterious
for the cardiovascular system, it may be relevant to treat
hypertriglyceridemia with dietetic means. More exercise by sedentary subjects, loss of weight for obese subjects and glycaemia control for diabetic patients
coincide with concomitant reductions in plasma triglycerides. The intake of refined sugars and alcohol will
have to be controlled as it is associated with increases in
plasma triglycerides, among certain susceptible subjects. The intake of omega-3 FA’s present in fat fishes
and some vegetable oils strongly contribute to a
decrease in plasma triglyceride concentrations. Finally,
certain major hypertriglyceridemia due to increased
chylomicron levels require specialist treatment.
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Arterial blood pressure

• Dietetics plays a critical part in the arterial pressure
control. The main objectives are controlling the
intake of salt and alcohol, weight loss for obese subjects and increasing the intake of potassium. In addition to that, the DASH study has demonstrated that a
varied diet with a high content of fruits and vegetables and low content of dairy products coincided with
a significant reduction in DBP and SBP [102].
• The aim should be not to exceed 6 g of sodium chloride per day. Although the trial evidence demonstrates that these measures are of modest benefit,
they may help patients to reduce their medication.
Mmol per mmol potassium is more effective in lowering blood pressure than sodium in increasing
blood pressure [682]. An increase in potassium
intake at the population level is thus also highly
desirable. The most important sources of potassium
are fruits and vegetables and calcium is also present
in many of them and not only in dairy products.
Some non-steroidal anti-inflammatory agents are
also important carriers of sodium. This should be
borne in mind when treating co-morbidities requiring these drugs in cardiovascular patients, especially
hypertensives. As the most important sources of
sodium intake come from non-discretionary sources,
i.e. commercially prepared foods and specially bread
and cheese, it is of great public health impact to
tackle these sources of dietary sodium. Therefore
cooperation with food manufacturers and retailers in
reducing the sodium content should be part of the
population strategy.
Body weight and abdominal fat management

• Weight reduction is strongly recommended for obese
subjects having a body mass index ≥ 30 kg/m2 and for
those with increased abdominal fat assessed by waist
circumference > 102 cm in men and > 88 cm in
women. To do so, the caloric intake must be reduced
and more exercise needs to be taken.
• Reduced caloric intake is achieved at the expense of
high energetic density foods – food fats (9 kcal/g) and
alcohol (7 kcal/g) will be reduced in priority. The
reduction in saturated fats is the preferred target due
to its effects on the lipoprotein profile. All through
the weight-lowering diet, the lipid intake should be
less than 30% of the energetic intake. Exercise must
be adapted to the physical condition of the patient. It
plays a critical part in weight loss, preservation of a
stable weight and the prevention of weight gain.
Systematic review of the effectiveness of weight
reduction interventions suggests that behavioural,
diet, exercise and drug treatments have all been
shown to be effective to some extent in reducing
obesity in adults, especially when used in combination, however most people begin to regain weight a
few months after treatment [682,683].
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• Therefore, successful weight reduction requires good
motivation by the person and encouragement and
long term support by the physician, as well as appropriate counselling in practical aspects of weight
reduction. A weight loss of 0.5 to 1 kg per week is a
realistic objective until the weight target is attained.
Reduction of body weight is associated with a concomitant reduction of waist girth. When weight loss is
achieved, the objective becomes preserving a stable
weight and blocking any new weight gain. For this,
foods with a high lipid content will have to be
replaced with vegetables, fruits and cereal products.
Motivation

The cardioprotective diet should always be discussed in
the context of a healthy lifestyle and reference should be
made to activity and exercise levels, smoking cessation
and continued use of relevant prescribed medication.
Patients are often apprehensive about the perceived
restrictions of a cardioprotective diet and may be visibly
relieved when the positive changes are described and
encouraged. The cardioprotective diet, like exercise and
non-smoking, is protective as long as it is continued. To
have eaten well or been fit last year is not helpful now. To
help people maintain their healthier habits regular review
is advisable. This may involve regular dietetic review in a
central location or the community, or be delegated to
other community staff (who must be trained, updated and
provided with appropriate support materials).
Motivation can also be boosted by involving the whole
family [683]. Where this occurs the sense of isolation is
reduced and the whole family group (who may also be at
increased genetic or lifestyle risk of CHD) reaps the
benefits in risk reduction.

5.3 Prevention and management of smoking
(Tables 21–22)
Physician’s firm advice that a patient with coronary heart
disease or other atherosclerotic disease should stop
smoking is the most important factor in getting the
smoking cessation process started. The momentum for
smoking cessation is particularly strong at the time of
diagnosing atherothrombotic cardiovascular disease and
in connection with an invasive treatment, such as coronary artery bypass grafting, percutaneous transluminal
coronary angioplasty or vascular surgery. Physician’s
advice is equally important in helping healthy high-risk
individuals to attempt quitting smoking. Quitting
smoking is a complex and difficult process, because this
habit is strongly addictive both pharmacologically and
psychologically. Despite this, many people who succeed
in quitting, manage to do this without any special programmes or treatment. Physician’s explicit advice to quit
smoking completely and ascertainment that the person is
willing to try to do it are the decisive first steps. Brief
reiteration of the cardiovascular and other health hazards
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Table 21

•
•
•

Smoking and CVD prevention

Smoking cessation can deliver immediate benefits, especially for patients
with CVD
Smoking cessation has been shown to be a highly cost-effective
intervention
Smoking cessation can be difficult in cases of severe tobacco
dependence; a professional approach, supplemented by the application
of nicotine replacement therapy, other pharmacological interventions and
behavioural counselling, should be used

Table 22

Ask:
Assess:
Advise:
Assist:
Arrange:

Strategies to help smoking cessation: the 5 “A’s”
systematically identify all smokers at every opportunity
determine the patient’s degree of addiction and his/her readiness
to cease smoking
urge strongly all smokers to quit
agree on a smoking cessation strategy including behavioural
counselling, NRT and/or pharmacological intervention
schedule follow-up visits

The effectiveness of antidepressant medication in aiding
long term smoking cessation has been reviewed [686].
From this it seems that bupropion and nortriptyline can aid
smoking cessation. In one trial the combination of bupropion and nicotine patch produced slightly higher quit rates
than patch alone. Support by the spouse and family is very
important in smoking cessation. Involvement of the family
in the smoking cessation process and getting other
smoking family members to quit smoking together with
the patient is of great help. In many European countries a
favourable development has occurred with the creation of
‘smoke-free’ environments, including restrictions of
smoking at work sites, in public transport vehicles, restaurants etc. These changes provide an improved atmosphere
for smoking cessation attempts by individuals.

5.4 Management of physical activity (Table 23)
of smoking, providing appropriate literature, and agreeing on a specific plan with a follow-up arrangement are
the essential features of the brief advice version of
smoking cessation in clinical practice. This may involve
the assessment of the degree of addiction and their state
of change (see sections 4.2 and 5.1). Pooled data from 16
trials of brief advice versus no advice revealed a small but
significant increase in the odds of quitting (odds ratio
1.69, 95% CI 1.45–1.98). This equates to an absolute difference in the cessation rate of 2.5%; more intensive
interventions were marginally more effective than
minimal interventions [684].
Readers are referred to specific recommendations describing the principles of brief advice and other interventions for
smoking cessation in clinical practice [195]. At hospitalbased clinics and primary health care practices nurses are
an important resource in individual counselling on smoking
cessation. Physicians and nurses need to set an example for
their patients by not smoking themselves. Primary pipe or
cigar smokers may be at somewhat smaller cardiovascular
risk than cigarette smokers, mainly because many of them
tend to be non-inhalers. It is advisable to try to get patients
with atherosclerotic disease and high-risk individuals to
also stop these forms of smoking. If cigarette smokers shift
to pipe or cigar smoking, they usually continue to inhale
and therefore this shift should be discouraged.
Nicotine chewing gum and transdermal nicotine patches
have been widely used in helping quitters to go through
the difficult initial weeks or months of smoking cessation.
A Cochrane review on the effectiveness of different forms
of nicotine replacement therapy (NRT) revealed that the
quit rates increase approximately 1.5 to 2-fold with the
use of nicotine replacement [685]. Initial success is often
followed by a relapse, but cessation rates of 10% or more
for one year or longer have been achieved following nicotine replacement therapy. The use of nicotine patches has
been successfully tested in patients who have coronary
heart disease without any adverse effects [195].

How to improve physical activity in children and
adolescents

One of the main aims of preventive cardiology is to
lessen the burden of CVD throughout Europe, thus
creating a strong argument for physical fitness in young
age. Physical activity in young age is a major predictor of
maintained fitness throughout life.
In the young population the promotion of physical
fitness is the shared responsibility of parents, school staff,
health care providers, politicians and society as a whole,
which should be translated into tangible action. Each
child in Europe should have access to a moment of physical activity each day, be it in school or during leisure
time. Physical education should be upgraded in the curriculum of the schools. Special efforts should be made to
ascertain that adolescents maintain a physically active
lifestyle, using the available resources in society such as
sport clubs etc.
Table 23

Aim
Rationale
Method

Result

Recommendations for physical activity
In all age groups: 30–45 min of physical activity at least five
days a week
• To prevent or delay the onset of cardiovascular disease
• To limit the progress of existing cardiovascular disease
• Promote daily physical exercise at school
• Provide options for regular physical activity at the work site,
encourage an active leisure time, e.g. brisk walking,
cycling, swimming, gardening or other in/outdoor sports
and hobbies.
• For coronary patients: participation in supervised or
home-based programmes of physical training
• For elderly: stimulate the maintenance of a physically active
lifestyle, even in higher age groups
• Lower risk of cardiac mortality and morbidity
• Adequate level of physical fitness, increase of VO2-max
and endurance capacity
• Lowering of heart rate and blood pressure
• Improvement of coronary blood flow
• Effect on symptoms of angina pectoris
• Adaptation of the peripheral resistance
• Protective effect on the sympatico-vagal balance
• Reduction of overweight
• Cardio-protective effect on lipid metabolism and on
insulin-resistance
• Effect on platelets and fibrinolysis
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In predisposed individuals the simple and effective measures for prevention include regular physical exercise,
maintenance of ideal body weight, avoidance of smoking,
eating a balanced diet and early periodic monitoring of
blood pressure and metabolic status. The family doctor
may play a supportive role in the advice and follow-up of
the young patient at high risk for future CVD.
Not only should physical activity be promoted; even
research will have to be intensified, especially in finding
instruments for measuring physical fitness and activity
and in validating programmes dedicated to improve
physical activity in the younger age groups.
How to promote physical activity in healthy adults

Interventions promoting physical activity amongst the
general public are more likely to be effective if they
involve activities which can fit into an individual’s daily
routine than if they require attendance at exercise facilities [687].The choice of lifestyle, including maintained
physical fitness, remains the sole responsibility of the individual person. This choice may be supported by family
and friends, her or his work environment, access to attractive and affordable leisure time activities and by health
promoting campaigns. The employer will benefit from
physically fit workers as this will diminish the loss of
labour due to sick leave. Thus, it should be recommended
to support regular physical exercise within the resources of
the work place, as is being provided in several European
countries. The ultimate goal should be at least half an hour
of physical activity on most days of the week.
In general, persons have to be advised about the intensity, duration and frequency of exercise. The intensity
may be defined in terms of target heart rate during peak
exercise, 60–75% of the average maximum heart rate
being the preferred target heart rate. Alternatively, as not
all persons are used to monitor heart rates, the Borg scale
[688] of perceived exertion may be applied, using the
level of “moderate exertion” as a guide level. This level
is easily achieved by exercises involving the large muscle
groups, e.g. brisk walking or jogging, cycling, swimming,
aerobic dancing, tennis, golf or even cross-country skiing.
The duration of physical activity should preferably be
30–45 min, including a 5–10 min warm-up phase, an
aerobic phase of 20–30 min and a 5–10 min cool-down
phase at its end. A frequency of 4–5 times weekly is
recommended. At present there is no scientific evidence
indicating that considerably higher doses of exercise
would result in further significant preventive gains.
The use of exercise training in adults with CVD

Recommendations for patients with clinically established
CVD have to be based on a comprehensive clinical
judgement including the results of exercise testing.
Patients with unstable angina pectoris should be
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attended to with conventional non-invasive or invasive
methods before they may be included in physical training. Patients with stable angina pectoris often obtain
marked subjective benefit from gradually increased and
regular exercise, but their anti-anginal and other medical
treatment should be optimal before starting such a programme. The intensity and duration should initially be
set low and increased step-wise according to the limits
imposed by exercise-induced symptoms. Here, the result
of pre-training exercise testing will be valuable.
Patients recovering from an acute myocardial infarction
or other ischaemic event and, similarly, patients following
angioplasty or recovering from coronary artery bypass
grafting should be recommended to start a suitable,
increasing physical activity programme. Many patients
will benefit from an organized rehabilitation programme
provided by a multidisciplinary team. Such a programme
may be available on an ambulatory basis or as an inpatient facility in specialised centres, as is the tradition in
some central European countries. The rehabilitation programmes, in addition to supervised physical exercise,
give a good opportunity for a comprehensive evaluation
of the patient’s risk factor status and for further advice
and measures aimed at risk reduction.
If patients prefer to perform the physical training programme at home, they will need clear prescriptions,
encouragement and regular follow-up by their physician.
Written material, audiocassettes, videos or CD-ROM
disks are useful supplements to verbal advice. Devices
such as heart rate monitors or pedometers maybe helpful
in the follow-up of a home-based programme for physical
training.
Detailed recommendations on exercise prescription and
rehabilitation for cardiac patients, as well as on counselling
for recreational and vocational activities have been published by the European Society of Cardiology Working
Group on Rehabilitation [689], the American Association
of Cardiovascular and Pulmonary Rehabilitation [690] and
other experts in this field [691–693].
For patients with mild to moderate heart failure guidelines are available, issued by the ESC Working Groups
on Heart Failure and on Cardiac Rehabilitation and
Exercise Physiology [229]. Different forms of aerobic
training have shown beneficial effects on exercise capacity, the need for rehospitalisation and on quality of life
but there are as yet no data on mortality. Although there
is no consensus on the optimal training regimen in CHF
both dynamic interval training with moderate intensity
and resistance training may be advantageous.
Promoting physical fitness in the elderly

General public health measures for the promotion of physical fitness apply to the elderly population as they do to
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younger generations. With the growing number of senior
citizens these measures will have a major impact on health
care resources. In several European countries gymnastic
classes for elderly are being organized. Sports clubs, patient
organisations and other commercial and non-commercial
institutions provide a growing diversity of physical exercise
facilities. Yet, further initiatives are recommended, especially for the large group of sedentary elderly women.
When counselling elderly persons the family doctor is
recommended to assess activity regularly and advise to
maintain daily physical activity on a moderate to submaximum level. Brisk walking at a pace at which a conversation still can be held (“walk-and-talk model”) is a
good example of advice for healthy elderly.
Older patients with signs of CVD, will benefit from comprehensive rehabilitation programmes: exercise training
is safe and improves strength, aerobic fitness, endurance
and physical function. It will improve conventional risk
factors, mental state and quality of life [694]. There are
no gender differences in the outcome of training for
elderly CVD patients. Resistance training may be an
attractive alternative; it can be used in home-training, if
transport is a limiting factor for participation in ambulatory group training.
However, as in the healthy population of all ages and
among patients with established CVD the ultimate goal
of all physical training programmes should be the acceptance and maintenance of a lifestyle in which efforts of
regular physical exercise are rewarded by the cardiovascular as well as other benefits of general physical fitness.
Conclusion

Regular physical activity and the maintenance of physical fitness is beneficial in all age groups and should be
promoted as an integral part of preventive cardiology.

5.5 Control of arterial hypertension
Guidelines on the management of hypertension vary
slightly in their definitions of hypertension and its subdivision into borderline, mild, moderate, or more severe stages
[13,253,695]. As stated in the 1996 World Health
Organization Expert Committee report on hypertension
control [697] and in the 2003 ESH/ESC guidelines for the
management of arterial hypertension [696] all definitions of
hypertension are by necessity arbitrary because the risk of
cardiovascular disease increases continuously with rising
blood pressure, starting from levels that are considered to
be within the normal range. The dividing line between
“normotensive” and “hypertensive” individuals can only
be determined operationally by intervention trials demonstrating at which blood pressure levels treatment is beneficial. In epidemiologic studies there is no evident lower
threshold below which a reduction in blood pressure is no
longer associated with a reduction in risk [230].

The decision to start pharmacological treatment,
however, depends not only on the blood pressure level
but, also, on the overall cardiovascular risk, which calls
for a proper history, physical examination and laboratory
examination to identify 1) the presence of clinically
established cardiovascular disease, 2) the coexistence of
other cardiovascular risk factors, and 3) the presence of
subclinical cardiovascular disease or end-organ damage.
The presence of clinically established cardiovascular
disease (myocardial infarction, angina pectoris, heart
failure, coronary revascularisation, transient ischaemic
attacks, stroke, renal insufficiency, etc.) dramatically
increases the risk of subsequent cardiovascular events
regardless of the blood pressure level. This is particularly
the case also for the association of hypertension and other
cardiovascular risk factors such as diabetes.
The coexistence of other cardiovascular risk factors
(smoking, increased plasma cholesterol, family history of
premature cardiovascular disease) also greatly adds to the
risk associated with a mild blood pressure elevation (see
SCORE risk chart) [18].
Markers of end-organ damage such as electrocardiographic left ventricular hypertrophy, carotid or femoral
artery wall thickening, an even moderate increase in
serum creatinine [278], proteinuria, and retinal haemorrhages and/or exudates with or without papilloedema are
also associated with a marked increase in risk at any given
blood pressure level. Thus, in hypertensive patients, an
electrocardiogram, a serum creatinine value, a urinalysis, a
lipid profile, and an eye fundus examination should
always be obtained, together with examinations able to
determine whether the patient has diabetes according to
current guidelines [388]. Echocardiography has been
shown to be a more sensitive marker of left ventricular
hypertrophy than electrocardiography, and “echocardiographic” left ventricular hypertrophy has been conclusively associated with a marked increase in cardiovascular
morbidity and mortality [498,698,699].This has also been
the case for microalbuminuria in diabetic [700] patients
and in non-diabetic patients [490,701].
Ultrasonographic evidence of the prognostic importance
of an increase in carotid and femoral artery intima/media
thickness has recently also been obtained [660,702]. An
echocardiogram, an ultrasonographic assessment of the
carotid wall thickness, and a semiqualitative assessment
of the presence or absence of proteinuria and microalbuminuria should thus be undertaken whenever possible to
detect target organ damage in hypertensive patients and
thus identify high-risk individuals. Implementation of
these more sophisticated procedures helps to diagnose
organ damage more frequently than previously used
routine procedures [239,703]. Preliminary evidence has
also been obtained of the prognostic importance of additional markers of organ damage such as endothelial dys-
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function and large artery wall stiffening [704,705]. This
information, however, needs complex, expensive and
time-consuming measurements which at present prevent
their use for assessment of organ damage in clinical practice. Pulse pressure is an indirect marker of arterial distensibility and its value has been shown in observational
studies to predict the cardiovascular risk [706]. However,
discrepancies between central and peripheral pulse pressure, inaccuracies related to its nature as a derived value
and lack of a universally accepted threshold for risk and
treatment have to date limited its use.
Whom to treat?

Although most randomised therapeutic trials in hypertension have defined and treated patients on the basis of
DBP values only, there is now a consensus that SBP
values should also be taken into account in defining and
managing hypertension because first of all in a large
number of epidemiological studies, SBP has a greater
predictive value than DBP [707]. This is particularly true
for patients aged over 50 years because, with increasing
age, there is a gradual shift from DBP to SBP as predictors of cardiovascular disease [708] and secondly some of
the intervention studies in hypertension indicate that
cardiovascular events correlate more closely with the
achieved SBP than with DBP [245]. Favourable results of
recent trials in isolated systolic hypertension have also
added to the evidence about the importance of SBP not
only in risk assessment but, also, in patients’ protection
by treatment [252,709]. Therefore, SBP deserves at least
the same attention as DBP both before and during treatment, although most recently completed or ongoing trials
demonstrate that the goal SBP is more difficult to
achieve than DBP [252,268,709–712].
In patients presenting with severe hypertension, hypertension of a recent origin and hypertension developing at
young age (particularly if without any family history),
causes of secondary hypertension should be ruled out
and attention should be directed to blood pressure-lowering interventions. As shown in Fig. 3, advice on
lifestyle changes (see below) should be immediately
given to all patients. The decision on whether and how
fast drug treatment should be started, however, will
depend on the risk stratification charts, the blood pressure level and the presence or absence of subclinical
organ damage with a proven effect on patients’ prognosis.
With a SBP ≥ 180 mmHg and/or a DBP ≥ 110 mmHg,
drug treatment should be instituted immediately and
independently of the absolute risk. This should also be
the case with SBP values of ≥ 140 mmHg and/or DBP
≥ 90 mmHg if the 10-year absolute risk of fatal cardiovascular disease is ≥ 5% (which corresponds to formerly
used 20% risk of a composite of coronary heart disease
events or exceeds 5% if projected to the age of 60 years),
regardless of the presence or absence of organ damage.
Drug treatment should also be quickly implemented if
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the 10-year absolute risk of fatal cardiovascular disease is
< 5%, provided that there is subclinical organ damage.
Individuals with a history of cerebrovascular or coronary
heart disease, with target organ damage, or accumulation
of known risk factors, should also be considered candidates for drug treatment if their blood pressure is in the
“high normal” range, i.e. 130–139 mmHg systolic and/or
85–89 mmHg diastolic.
If, on the other hand, blood pressure is within the range of
140–179/90–99 mmHg, and there is no subclinical or endorgan damage, blood pressure should be repeatedly measured over a period long enough (several months) to
minimise the problem of spontaneous blood pressure variability, taking into account its possible spontaneous normalisation, and enabling a more precise evaluation of the
patient’s “usual” blood pressure. If, after this period
(usually up to 6 months), DBP remains ≥ 95 mmHg and/or
SBP ≥ 150 mmHg, drug treatment should be instituted. If
DBP falls to between 90–94 mmHg or SBP to between
140–149 mmHg, lifestyle counselling should be reinforced
together with frequent blood pressure measurements (e.g.
twice a year). Drug treatment should be considered after
asking the patient for his/her preference. If values fall to
< 90 mmHg diastolic and < 140 mmHg systolic, it is desirable to continue lifestyle counselling and measure blood
pressure at yearly intervals.
Individuals with a SBP < 140 mmHg and a DBP
< 90 mmHg do not normally need antihypertensive treatment. Observational studies, however, have demonstrated that the linear relationship between
cardiovascular disease and systolic or DBP continues
below 140/90 mmHg [230]. Furthermore, a recent analysis of the Framingham data [238] has shown that individuals with high-normal blood pressure (i.e.
130–139 mmHg and/or 85–89 mmHg) have much higher
absolute rates of cardiovascular events than those with
optimal blood pressure (defined as SBP < 120 mmHg
and DBP < 80 mmHg). In addition, individuals with
high-normal blood pressure develop hypertension more
frequently. These findings support recommendations for
measuring blood pressure in individuals with highnormal blood pressure once a year, and monitoring those
with normal blood pressure every two years [713].
Finally, in two studies on patients with diabetes, multiple
additional cardiovascular risk factors or a history of
myocardial infarction or stroke, substantial cardiovascular
protection was obtained by administering antihypertensive drug such as ACE inhibitors and/or diuretics even
when blood pressure was reduced by several mmHg from
an initial value less than 140 mmHg systolic and
85–80 mmHg diastolic because of either a normotensive
or a hypertensive condition under control by treatment
[109,262,701,714]. Thus in patients with a high or very
high cardiovascular risk profile blood pressure lowering
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interventions may be beneficial even when the initial
blood pressure is below the traditional cut-off value
dividing hypertensive from normotensive individuals.
Isolated systolic hypertension may be found in adolescents and young people, but it is particularly common in
the elderly [252,709]. Isolated systolic hypertension in
elderly people not only carries an additional cardiovascular risk, but trial evidence is now available indicating that
pharmacological reduction of raised SBP results in considerable benefit in terms of reduced cardiovascular morbidity and mortality from cerebrovascular and cardiac
complications. Isolated systolic hypertension of the
elderly therefore represents a condition that needs treatment both with lifestyle and drug therapies. Drug treatment should be started whenever SBP is persistently
≥ 140 mmHg regardless of the DBP value.
How to treat?

Several lifestyle interventions are known to have a blood
pressure-lowering effect. Treatment based on these
interventions alone may be sufficient for patients with
mildly elevated blood pressure and, as emphasised
before, it should always be advised for patients who are
receiving antihypertensive drugs, because the dosage of
antihypertensives needed for good blood pressure
control can be reduced by lifestyle measures. Because
long-term compliance in lifestyle changes may be poor,
frequent reinforcement of these recommendations in
connection with blood pressure measurements is
needed.
Lifestyle interventions include: weight reduction in
overweight individuals; reduction in the use of sodium
chloride to less than 6 g/day; restriction of alcohol consumption to no more than 10–30 g/day ethanol in men
(1–3 standard measures of spirits, 1–3 glasses of wine, or
1–3 bottles of beer), and to no more than 10–20 g/day
ethanol in women (1–2 of these drinks/day); and regular
physical activity in sedentary individuals.
Since tobacco smoking has a particularly adverse effect
on the cardiovascular risk of hypertensive patients, intensive efforts should be made to help hypertensive
smokers to stop smoking. Because the acute pressure
effect of smoking may raise daytime blood pressure [715]
this may also directly favour blood pressure control, at
least in heavy smokers.
Hypertension is often associated with plasma lipid abnormalities. Even in the absence of marked dyslipidaemia, it
is prudent to advise hypertensive patients to change their
diet with regard to fat content and composition to that
described in the diet section.
Steroid hormone contraceptives may raise blood pressure
and therefore contraceptive alternatives may have to be
considered for hypertensive women of child-bearing age.

Hormone replacement therapy in postmenopausal
females usually does not affect blood pressure levels, but
frequent monitoring of blood pressure is needed if such
therapy is initiated in hypertensive women.
Antihypertensive drugs

Drugs to be used for the treatment of hypertension
should be capable of, 1) effectively lowering systolic and
DBP, 2) having a favourable tolerability and safety profile
and, 3) reducing, in the context of controlled trials, cardiovascular morbidity and mortality. There are currently
five classes of drugs which meet these requirements:
diuretics, beta-blockers, ACE inhibitors [717], calciumchannel blockers [261,717] and angiotensin II antagonists [268]. In a meta-analysis of several comparative
trials involving a total of more than 160 000 patients
[270], these classes have shown comparable effects on
the incidence of cardiovascular disease. This has been
confirmed in a recent trial of about 33 000 hypertensive
patients which has shown diuretic-, calcium antagonist-,
and ACE inhibitor-based treatment to be associated with
a similar incidence of coronary heart disease (the primary
end-point) and total mortality [271]. These classes can
therefore be recommended as first-line choice for antihypertensive treatment. Alpha-blockers were also previously considered first-choice drugs [253]. However, in a
large-scale trial in high-risk patients [718], the group
treated with an alpha-1 blocker such as doxazosin was
stopped because of a greater incidence of congestive
heart failure and, to a lesser extent, cardiovascular morbidity than in the group treated with a thiazide diuretic.
Because, 1) the trial had a number of limitations (e.g.
limited information on previous diuretic administration,
which might have concealed the symptoms of heart
failure, use of central agents that might have reduced the
antihypertensive efficacy of the alpha-1-blockers, lack of
Event Committee, and full validation of events) and, 2)
coronary heart disease and overall mortality did not differ
between the two groups, the results are open to criticism.
This is also the case of the more recent finding of a
greater incidence of heart failure in the group treated
with an ACE inhibitor (lisinopril) [272]. However, several
other trials with ACE inhibitors showed a marked positive effect in heart failure patients. Yet, in the absence of
additional data, it is appropriate to consider alpha-1blockers for combination treatment, particularly in
elderly men, with benign prostatic hypertrophy to whom
they offer symptomatic relief.
In all trials, blood pressure control has frequently been
achieved by the combination of two or even three drugs
[719]. This has been particularly the case when lower
blood pressure targets have been pursued or high-risk
patients have been studied [276]. This (and the relationship between on-treatment blood pressure levels and cardiovascular morbidity) makes drug combination a
fundamental part of the antihypertensive treatment strat-
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egy. All antihypertensive drugs can be used for this
purpose although preference should be given to combinations of drugs having different mechanisms of action as
well as a greater antihypertensive efficacy and/or a better
tolerability profile than the combination components.
Combinations with proven efficacy and a favourable tolerability profile are, 1) a diuretic with a beta-blocker, an
ACE inhibitor, an angiotensin II antagonist, 2) a betablocker with a long-acting dihydropyridine calcium
antagonist or an alpha-blocker and, 3) an ACE inhibitor
with a calcium-channel blocker. Patients should be
moved to combination treatment when the drug initially
administered is only partly effective. Increasing the dose
of the initial drug should not normally be adopted
because, in several instances, this has little additional
effect on blood pressure while increasing side effects.
Switching from one drug class to another should be the
adopted strategy only in the presence of major side
effects or in the absence of any blood pressure reduction.
The ALLHAT [272] study has reported that, compared
to diuretics, calcium antagonist and ACE inhibitor treatment was associated with a higher incidence of heart
failure, and ACE inhibitor treatment with a higher incidence of stroke. However, in addition to the previous
limitations, the study failed to achieve similar blood pressure reductions in the three groups, i.e. the ACE inhibitor
group showed 2–3 mmHg greater values (4 or more in
blacks), which could have accounted for the results.
Based on the benefit shown in most studies on hypertension as well as in patients with myocardial infarction
and heart failure, diuretics, ACE inhibitors [720] or betablockers [721] should be preferred in patients with overt
heart failure, the latter two classes being the preferred
ones in patients with asymptomatic left ventricular dysfunction. However, beta-blockers should only be used
after the patient’s condition has stabilised under careful
supervision. Beta-blockers or calcium-channel blockers
should be preferentially used in patients with stable
angina pectoris; beta-blockers and ACE inhibitors in
patients with a recent myocardial infarction; ACE
inhibitors but also calcium-channel blockers in diabetic
individuals as well as in patients with a high cardiovascular risk profile; angiotensin II antagonists in patients with
type-2 diabetic nephropathy [265] and ACE inhibitors in
non-diabetic [722] nephropathy; ACE inhibitors and
diuretics in patients with a history of cerebrovascular
disease; diuretics and calcium antagonists in black
patients (with low priority for ACE inhibitors and
angiotensin II antagonists). Alpha-blockers might be
considered in men with benign prostatic hypertrophy as
well as for combination treatment. Regression of cardiac
(left ventricular hypertrophy) and vascular (increased
arterial wall thickness and atherosclerosis) damage might
be better achieved by ACE inhibitors, calcium-channel
blockers and, also, by angiotensin II antagonists. The
most important goal should in any case be effective blood
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pressure reduction using all drugs and drug combinations
needed for this purpose.
Blood pressure goals

A major problem in the treatment of hypertension is that
the optimal blood pressure to be achieved by treatment
has not been identified by the trials undertaken so far.
There is no question, however, that DBP should be
reduced to less than 90 mmHg based on observational
and interventional studies. Lower values (down to
< 80 mmHg) are desirable in patients with diabetic
nephropathy in whom renal protection may be maximized
at values less than 80 mmHg, particularly in the presence
of sizeable proteinuria. The blood pressure to be achieved
should also be low in diabetic hypertensive patients
without evidence of nephropathy because, in the HOT
[276] and the UKPDS [373] studies, diabetic hypertensive patients randomised to a more aggressive DBP
control (diastolic values close to 80 mmHg) showed much
lower cardiovascular morbidity and mortality than
patients randomised to more traditional DBP targets. The
optimal SBP goal is less certain, but a reduction to values,
1) < 140 mmHg, in the general hypertensive population
and, 2) < 130 mmHg in diabetic patients with or without
nephropathy also seems, if well tolerated, appropriate.
The possibility that an excessive blood pressure fall may
lead to increased morbidity and mortality, i.e. the so called
J shape phenomenon [723,254] is currently regarded as
unlikely (at least between values 140–120 mmHg systolic
and 90–70 mmHg diastolic) because of, 1) the epidemiological evidence that, in the general and elderly population, cerebrovascular and coronary morbidity are linearly
related to systolic and DBP down to about 110 and
70 mmHg respectively, 2) the evidence from a randomised controlled trial in isolated systolic hypertension
in the elderly, that cardiovascular morbidity is reduced
when the DBP is reduced to less than 70 mmHg and, 3)
the data provided by trials in individuals with a high-risk
profile or overt cerebral or cardiac disease (i.e. in whom
vital organ auto regulation is more likely to be impaired)
that blood pressure reduction from initially normal blood
pressure values is accompanied by cardiovascular protection rather than harm [260,262,276,373,724]. In the
PROGRESS trial, patients with cerebrovascular disease
and initial blood pressure less than 140/85 mmHg showed
much less stroke recurrence and myocardial infarction if
on-treatment values were about 125 mmHg systolic and
75 mmHg diastolic. In conclusion, treatment should aim
at lowering blood pressure to less than 140/90 mmHg in
the general hypertensive population with lower targets in
diabetic and high-risk patients as well as in nephropathic
patients. The optimal BP levels to be achieved cannot be
precisely defined, but values lower than 130/80 mmHg
might be desirable. It should be emphasised, however,
that SBP values below 140 mmHg may be difficult to
achieve in many patients [726], even when available
combination treatments are employed. It should also be
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emphasised that, in these patients, blood pressure reductions from levels below traditional thresholds or beyond
the traditional targets lower the cardiovascular risk (a substantial benefit being achieved with a small blood pressure reduction of 2–3 mmHg in diastolic pressure).
In all patients, however, the blood pressure reduction
should be obtained gradually. This is particularly necessary in elderly patients, in patients with isolated systolic
hypertension, in patients with severe atherosclerotic
disease, and in diabetic patients. In these patients, an
excessive orthostatic blood pressure fall should be
avoided and the optimal blood pressure value, which can
be achieved, should be established by monitoring
patients’ symptoms, vital organ function, and well-being.

Diet

All patients with atherosclerotic disease, and persons at
high risk of developing atherosclerotic disease, should
follow the dietary recommendations given in this document (section 5.2). Some patients with severe hypertriglyceridemia require a diet that is severely restricted in
long-chain fatty acids from vegetable as well as animal
sources. The purpose of this diet is to prevent pancreatitis. It differs substantially from the general dietary recommendations, and most patients will need the
assistance of a well-trained dietician.
Drugs

A result of most [37,326,334,336] but not all meta-analyses [728] is that the benefits of lowering cholesterol
depend on the manner by which it is lowered.

Duration of treatment

Generally, antihypertensive therapy should be maintained indefinitely. Cessation of therapy in patients who
had been correctly diagnosed as hypertensives is, in most
instances, followed sooner or later by the return of blood
pressure to pre-treatment levels [727]. Nevertheless,
after prolonged good blood pressure control, it may be
possible to attempt a careful progressive reduction in the
dosage, or number of drugs used, particularly in patients
strictly following lifestyle recommendations. However,
attempts to step down treatment should be accompanied
by careful, continued monitoring of blood pressure, particularly in high-risk patients and in patients with target
organ damage. Careful consideration should be given to
the fact that, in general clinical practice, hypertension is
not well treated and that the number of patients in whom
blood pressure is reduced to below 140/90 mmHg is a
minority of the hypertensive population [727]. Increasing
compliance to antihypertensive treatment and achieving
a wide blood pressure control in the population thus represents a major goal for clinical practice in the future.

5.6 Management of dyslipidemia
Exclusion of secondary dyslipidemia

Hyperlipidemias secondary to other conditions are
common, and for obvious reasons they must be excluded
before beginning diet and especially drug therapies.
They include abuse of alcohol, diabetes, hypothyroidism,
diseases of the liver and kidneys and several drugs.
Exclusion requires clinical assessment and a small battery
of clinical chemical tests such as thyroid-stimulating
hormone, alanine aminotransferase, γ-glutamyltransferase, albumin, glucose, glycosylated hemoglobin and
creatinine in plasma; a measurement of erythrocyte
volume; and glucose and protein in urine. Patients who
could have genetic diseases such as familial hypercholesterolemia should, if possible, be referred to specialist evaluation, which might include molecular genetic diagnosis.
A guide to Lipid Management in asymptomatic subjects
is given in Fig. 4.

In most European countries, the current armamentarium of lipid-lowering drugs includes inhibitors of
HMG CoA reductase (statins), fibrates, bile acid
sequestrants (anion exchange resins), and nicotinic
acid and its derivatives. To various extents, they have
all been used in angiographic trials demonstrating inhibition of the progression of atherosclerosis. All four
classes of drugs, but not all drugs within each class,
have also been shown in trials to reduce myocardial
infarction and coronary death.
The most convincing evidence from angiographic as well
as clinical end-point trials has nevertheless been
obtained with the most potent of the lipid-lowering
drugs, namely the statins. This class of drugs also has a
good safety record, and it is the easiest to use. At present,
the statins are therefore first line drugs for lowering LDL
cholesterol. They vary in the degree to which they
reduce LDL, but, as indicated earlier, the question of the
benefits of reducing LDL cholesterol well below current
goals of therapy is being tested in large clinical trials in
progress. Other differences are in ancillary properties
such as antithrombotic and anti-inflammatory effects. It
should be appreciated, however, that the experimental
basis for these pleiotropic effects of statins is very small
compared to the data emerging from the major trials with
clinical end-points, on which clinical practice should be
based. The statins used in these trials were pravastatin
[337,340,343], simvastatin [273,274] lovastatin [339] and
atorvastatin [275]. A more recent, relatively small trial
suggests that treatment with fluvastatin also reduces
rates of cardiovascular disease [729]. Although long-term
trials have indicated that statins are quite safe [352], postmarketing surveillance has shown that cerivastatin, especially, when given in conjunction with other drugs such
as mibefradil, fibrates, cyclosporine, macrolide antibiotics, warfarin, digoxin, and azole antifungals can cause
fatal rhabdomyolysis [730]. It is therefore part of the
current recommendations that statins and other powerful
drugs should remain prescription drugs.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

Fibrates are also easy to use, and they lower triglycerides
and increase HDL quite effectively. The evidence from
clinical trials to support the wide-spread use of fibrates is
not as good as that supporting statins, however. Indeed, a
conclusion of several meta-analyses has been that there is
no good indication for the use of the fibrate group of
drugs [37,334,336]. This verdict is not entirely justified,
however, because closer analysis of the results of the
fibrate trials, one of which is very encouraging [378], suggests that there is clinically signficant benefit, but that it
may be restricted to subgroups of dyslipidemic patients,
in particular patients with low HDL, high triglycerides,
and other characteristics of the insulin resistance syndrome and type 2 diabetes. The proper indications for
use of the fibrates must therefore be defined by ongoing
clinical trials such as the Field study (Fenofibrate
Intervention and Event Lowering in Diabetes).
Valuable and safe drugs also include the anion-exchange
resins and niacin (nicotinic acid). They can be difficult to
use, however, and annoying side-effects such as constipation and flushing, respectively, now usually limit the
use of these drugs to lipid specialists.
An inhibitor of cholesterol absorption from the small
intestine (ezetimibe) has been marketed in some
European countries. Studies to demonstrate the efficacy
of ezetimibe in the prevention of complications of atherosclerosis have not yet been completed.
Triglyceride measurements to guide drug choice

Bile acid sequestrants (anion-exchange resins) tend to
increase triglycerides, and they should only be used
when triglycerides are less than 2 mmol/l (~180 mg/dl) or
if given in conjunction with triglyceride-lowering agents.
Statins are usually used for patients with triglycerides up
to 5 mmol/l (~450 mg/dl). When triglycerides are
between 5 and 10 mmol/l (~450–900 mg/dl), either
fibrates or statins may be used as first choice drugs, and
niacin is a good drug in selected patients. When triglycerides exceed 10 mmol/l (~900 mg/dl), drugs are generally not useful. Instead, to prevent pancreatitis,
triglycerides must be reduced by restriction of alcohol,
treatment of diabetes with insulin, withdrawal of estrogen therapy, etc. In the rare patients with severe primary
hypertriglyceridemia, it is necessary to severely restrict
long-chain fat of both animal and vegetable origin.
Drug combinations

Lipid-lowering drugs can be used in combination. In
familial hypercholesterolemia, for example, the combination of a bile-acid sequestrant and a statin is very useful,
and even a triple regimen of a bile-acid sequestrant, a
statin and niacin can be necessary in some patients.
Statins can also be combined with fibrates, but this combination has been associated with myopathy, even fatal
rhabdomyolysis, and patients must be carefully selected
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and carefully instructed about warning symptoms
(myalgia). The combination of a statin with a cholesterol
absorption inhibitor could turn out to be valuable.
When to begin lipid-lowering therapy after myocardial
infarction

The MIRACL trial in patients with acute coronary syndromes showed that treatment with atorvastatin, initiated within 4 days, can reduce the recurrence of
myocardial ischemia during the following 4 months
[731]. These findings should be replicated, however,
before it is considered mandatory to begin treatment in
the acute phase of the disease or immediately thereafter.
In principle, therefore, drug treatment can be postponed
for 3 months. The advantage of this approach is that estimation of untreated plasma lipids, and the evaluation of
response to drug therapy, are more reliable, because the
acute phase response of plasma lipids to myocardial
infarction has passed. Moreover, it gives cardiologists and
general practitioners the time and opportunity to consider whether the patient has a genetically determined
dyslipidemia requiring family investigation.
The disadvantage of postponing initiation of therapy is
that many patients will no longer be under the care of a
cardiologist when drug therapy should be started. In
some cases, this means that drug treatment will never be
considered. Many cardiologists are therefore prescribing
drug treatment in hospital on the basis of the initial cholesterol measurement. Such early drug treatment should
nevertheless be combined with effective dietary intervention. The strategy to ensure that goal concentrations
are reached must obviously depend on the organisation
of medical care in each European country.
LDL apheresis

Rare patients with severe hypercholesterolemia, especially homozygous familial hypercholesterolemia, require
specialist evaluation of the need for LDL apheresis. By
this expensive but effective technique, LDL is removed
from plasma during extracorporeal circulation weekly or
every other week.
Goals of therapy

Physiological concentrations of LDL cholesterol are
probably around 1–2 mmol/l (40–80 mg/dl), but whether
clinical benefit results from reducing LDL cholesterol to
such low levels has been the subject of some controversy.
Post-hoc analyses of the results of the CARE [732] and
the WOSCOPS [733] suggested that lowering LDL cholesterol below 3 mmol/l (115 mg/dl) confers no benefit,
whereas similar analyses of the 4S [303] and LIPID trials
[304] indicated that there is no level of LDL cholesterol
below which further reduction is futile. The results of
the Heart Protection Study [274] demonstrated the same
degree of benefit, given in relative terms, of lowering
LDL cholesterol from 3 to 2 mmol/l as from 4 to
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3 mmol/l, suggesting again that, at least down to about
2 mmol/l, there is no threshold value for benefit. This
conclusion is also supported by the result of the
ASCOT-LLA trial, which demonstrated clinical benefit
from reducing LDL cholesterol by about 1.2 mmol/l
from a baseline level of only 3.4 mmol/l [275]. It is also
consistent with observational epidemiology [734].
In 1998, the Joint European Societies recommended that
reduction of total cholesterol below 5 mmol/l
(~190 mg/dl) and LDL cholesterol below 3 mmol/l
(~115 mg/dl) could be goals of therapy consistent with
the evidence available at that time [10]. As the main
body of evidence accrued since then, the results of the
Heart Protection Study and the ASCOT-LLA require
consideration of whether the goals for total cholesterol
and LDL cholesterol should be lowered.
The current recommendation is that in general the
goals should not be changed. Lower goals would require
higher doses of statins and other lipid-lowering drugs
for the majority of patients. It is therefore important to
emphasise that the Heart Protection Study (HPS) [274]
did not test whether a statin given in higher doses produces greater clinical benefit than when it is given in
moderate doses. In the HPS, all patients received moderate doses of simvastatin (40 mg/day), but lowering of
LDL cholesterol by approximately 1 mmol/l resulted in
the same degree of benefit irrespective of whether
LDL cholesterol was 3, 4 or 5 mmol/l at the beginning
of the study. Similar data emerged from closer analyses
of the results of the 4S and LIPID [303,304], which
showed that there was no significant variation in the relative treatment effects according to baseline lipid
levels. The difference between the earlier studies and
the HPS is that baseline lipids were higher in the early
studies. The question of whether high dose therapy is
superior to moderate dose therapy is currently being
addressed by three large clinical trials with clinical endpoints (IDEAL, SEARCH and TNT), the results of
which should be published before goals of therapy are
changed.
This recommendation for unchanged total cholesterol
and LDL cholesterol goals in general requires
three qualifications however.
First in patients with established cardiovascular disease
and patients with diabetes the treatment goals should be
lower: total cholesterol < 4.5 mmol/l (175 mg/dl) and
LDL cholesterol < 2.5 mmol/l (100 mg/dl).
Secondly, asymptomatic people at high risk of developing CVD, whose untreated values of total and LDL cholesterol already are close to 5 and 3 mmol/l respectively,
seem to benefit from further reduction of total cholesterol to < 4.5 mmol/l (175 mg/dl) and from further reduc-

tion of LDL cholesterol to < 2.5 mmol/l (100 mg/dl) with
moderate doses of lipid lowering drugs.
Thirdly, goals cannot be reached with the same ease by
all patients. Patients with concentrations of plasma lipids
that are only slightly abnormal can reach goals of therapy
fairly easily with diet and moderate doses of drugs. When
goals have not been reached, doses should be higher and
certainly no lower than those employed in trials demonstrating clinical benefit.
A minority of patients have familial hypercholesterolemia or other severe, genetically determined disturbances of lipid metabolism. Even with dual or triple drug
regimens, reducing LDL cholesterol below 3 mmol/l
(115 mg/dl) can sometimes be difficult, and the physician
must prepare the patient for that situation. The statin
trials indicated that a reduction of total cholesterol by at
least 20% and of LDL cholesterol by at least 30% are
accompanied by substantial clinical benefit, and the
physician can elect to advise the patient that these
degrees of lipid-lowering are satisfactory. However, with
moderate to high-dose statin therapy, or with various
forms of combination therapy, much greater percentage
reductions of LDL cholesterol and total cholesterol are
often possible, and it is now quite feasible to halve the
concentration of LDL cholesterol (50% reduction) whatever the baseline level.
As indicated in section 4.5, the current recommendations
are that triglycerides > 1.7 mmol/l (~150 mg/dl) and HDL
cholesterol < 1 mmol/l (~40 mg/dl) in men and
< 1.2 mmol/l (∼46 mg/dl) in women continue to be
regarded as markers of increased risk, but that triglycerides and HDL continue not to be regarded as goals of
therapy. The main reason for this recommendation is that,
in contrast to the evidence underpinning reduction of
LDL, there is still no evidence from clinical trials defining
to which levels triglycerides should be reduced, or HDL
cholesterol should be increased, to reduce risk of cardiovascular disease. Apart from being powerful indicators of
risk, measurements of triglycerides and HDL cholesterol
should also be used to guide the choice of drug therapy.

5.7 Prevention of risk of CVD in diabetes
The optimal way to prevent the increased risk of CVD
associated with diabetes would be through prevention of
diabetes itself. Studies from China, Finland, USA and
Canada have consistently shown that type 2 diabetes can
at least be postponed through lifestyle intervention
[735–738]. None of these studies, however, were
designed and powered to look at the impact of preventing diabetes on the incidence of CVD. Population based
intervention studies have apparently been successful in
preventing CVD, but none of these studies compared
the incidence of type 2 diabetes in the intervention and
control region [739,740].
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Glucose

Table 24

There is convincing evidence from randomised controlled clinical trials that good glycaemic control prevents
microvascular complications in both type 1 and type 2
diabetic patients [369,370,373,724]. The evidence with
respect to prevention of macrovascular complications is
less convincing, although the UKPDS-study strongly
indicates that this may be the case [369].

[742]

In patients with type 1 diabetes without nephropathy
good glucose control helps maintain normal plasma lipid
levels. Diabetic nephropathy, however, is accompanied
with multiple plasma lipid abnormalities which are not
fully normalised by good glucose control. Plasma lipid
abnormalities associated with type 2 diabetes, elevated
triglycerides and low HDL cholesterol, are to some extent
but in most instances not corrected by good glucose
control. Thus there are good reasons to aim for good
glucose control as can practically be achieved in patients
with type 1 and type 2 diabetes, and this may be beneficial for the prevention of coronary artery disease and other
atherosclerotic disease. In type 1 diabetes glucose control
requires appropriate insulin therapy and concomitant
professional dietary therapy. In type 2 diabetes professional dietary advice, reduction of overweight, and
increased physical activity should be the first treatments
aiming at good glucose control. If these measures do not
lead to a sufficient reduction of hyperglycaemia, treatment with oral hypoglycaemic drugs (sulphonylurea or
biguanide or their combination) or insulin has to be
added to the treatment regimen. In overweight and
obese patients metformin has proved to be the optimal
treatment associated with minimal weight gain in combination with the lowest risk of late diabetic complications
[370], but apart from this, no specific oral hypoglycaemic
agent has proved to be superior in relation to outcome. In
patients with very strict glycaemic control hypoglycaemia
becomes an important issue, and here very short acting
sulfonylurea compounds would be preferential [741].
Insulin-treatment (alone or in combination with oral
hypoglycaemic agents) may be necessary in as many as
50% of the patients [361], and it is essential that barriers
to insulin treatment are identified an overcome. Selfmonitoring of blood glucose is essential in the treatment
of type 1 diabetes to improve the safety and quality of
treatment, and is a vital safeguard against serious hypoglycaemia. Self-monitoring is also recommended for
patients with type 2 diabetes treated with sulphonylureas or insulin.
Recommended treatment targets for patients with type 1
diabetes and type 2 diabetes have been defined by the
International Diabetes Federation Europe [742,743]
(Table 24 and 25). Treatment targets should however
always be individualised, particularly in patients with
other competing life-threatening diseases, very severe
late diabetic complications and in the elderly patient.

Glucose control assessment levels for type 1 diabetes

HbA1c (%)
HbA1c
(DCCT-standardized)
Self-monitored
blood glucose

Table 25
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Fasting/preprandial
mmol/l
mg/dl
Postprandial (peak)
mmol/l
mg/dl
Prebed
mmol/l
mg/dl

Non-diabetic

Adequate

Inadequate

< 6.1

6.2–7.5

> 7.5

4.0–5.0
70–90

5.1–6.5
91–120

> 6.5
> 120

4.0–7.5
70–135

7.6–9.0
136–160

> 9.0
> 160

4.0–5.0
70–90

6.0–7.5
110–135

> 7.5
> 135

Glucose control assessment levels for type 2 diabetes

[743]

HbA1c (%)
HbA1c
(DCCT-standardized)
Venous plasma
Fasting/preprandial
glucose
mmol/l
mg/dl
Self-monitored
Fasting/preprandial
blood glucose
mmol/l
mg/dl
Postprandial
mmol/l
mg/dl

Non-diabetic

Adequate

Inadequate

≤ 6.1

6.2–7.5

> 7.5

≤ 6.0
< 110

6.1–7.0
110–125

≥ 7.0
> 125

4.0–5.0
70–90

5.1–6.5
91–120

> 6.5
> 120

4.0–7.5
70–135

7.6–9.0
136–160

> 9.0
> 160

Blood pressure

Targets for blood pressure are generally more ambitious
in patients with diabetes. This is first of all due to the
fact that very strict control of blood pressure is the most
important single factor preventing development of diabetic nephropathy and end stage renal failure
[265–267,701,744]. Furthermore, subgroup analysis of
the diabetic patients in trials focused on prevention of
CVD in patients with hypertension have demonstrated
more beneficial treatment effects in the diabetic group in
the non-diabetic group, and suggests that stricter treatment targets are indicated [276,375,745]. The HOPE
study showed that in patients with initial blood pressure
of 130/79 mmHg a further, small reduction of BP
(3/1 mmHg) was associated with a further reduction in
cardiovascular risk [701]. The optimal BP levels to be
achieved cannot be precisely defined, but values below
130/80 may be desirable in diabetic patients. In diabetic
patients with diabetic nephropathy and proteinuria
> 1 g/24 h, values as low as 125/75 or lower are recommended if achievable without unacceptable side effects.
The type of antihypertensive medication also seems to be
important. ACE inhibitors and angotensin II receptor
inhibitors have proven to be particularly effective in preventing progression from microalbuminuria to overt
nephropathy in type 1 as well as in type 2 diabetic patients
[265–267,701,744]. Thus in these groups of patients, ACE
inhibitors and angiotensin II receptor blockers would be
preferred as initial therapy; however most patients will
require a combination of two or more drugs [373].
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In diabetic patients with hypertension and established
coronary heart disease, particularly those who have survived a myocardial infarction and in those with angina
pectoris, the use of beta-blockers is indicated.
Lipid lowering therapy

Although important new information is available on the
results of trials of lipid-lowering drug therapy with statins
in diabetic subjects, a worldwide consensus about the
indications and goals of lipid-lowering therapy has not
yet been reached. In the United States, even before the
publication of the Heart Protection Study [274] results,
the Cholesterol Education Program Adult Treatment
Panel III (ATP-III) in their recommendations published
in 2001 [325] took the position that diabetes should be
considered to be a CHD risk equivalent, which means
that individuals with diabetes would have a similar risk of
future CHD events as patients with clinically established
CHD. Therefore, in ATP-III recommendations, and similarly in the recommendations of the American Diabetes
Association the LDL cholesterol goals and LDL cholesterol levels for the initiation of therapy were defined to
be for diabetic subjects similar to those for patients with
CHD or other atherosclerotic disease: LDL cholesterol
goal < 2.6 mmol/l (100 mg/dl), and LDL cholesterol level
for the initiation of therapeutic lifestyle changes was
defined to be ≥ 2.6 mmol/l (100 mg/dl) irrespective of the
presence or absence of CHD or other atherosclerotic
disease. LDL cholesterol levels for the initiation of drug
therapy were defined to be in diabetic patients with
CHD or other atherosclerotic disease ≥ 2.6 mmol/l
(100 mg/dl) and in those without atherosclerotic disease
≥ 3.35 mmol/l (130 mg/dl). These American recommendations have, however, not defined at what age aggressive lipid management should be initiated in people with
type 1 diabetes and in people who develop type 2 diabetes at relatively young age. The Heart Protection
Study gave simvastatin 40 mg to all diabetic individuals
(type 1 and type 2 diabetic patients) if total cholesterol
was > 3.5 mmol/l. A continuous risk reduction was
observed in all ranges of baseline cholesterol, indication
that treatment with simvastatin is beneficial, at least in
all type 2 diabetic patients. The Heart Protection Study
[274] can, however, not identify the clinically relevant
treatment targets for total cholesterol and LDL cholesterol, and thus treatment targets should be as indicated
above.
In people with type 1 diabetes plasma lipid levels do not
differ much from those in non-diabetic people, if their
glycaemic control is good and if they do not have
nephropathy, but when nephropathy even its mildest
form ensues, plasma triglyceride levels tend to increase
and HDL levels which are often somewhat increased in
type 1 diabetes tend to decrease. In people with type 2
diabetes LDL cholesterol levels are similar to those in
non-diabetic subjects and the most common form of dys-

lipidaemia in type 2 diabetes is characterised by elevated
triglycerides and low HDL cholesterol. Although fibrates
would seem to be the most suitable drug for the dyslipidaemia of type 2 diabetes, the trial experience of their use
in the management of dyslipidaemia in diabetic patients
is still rather limited. A large trial (FIELD) testing the
efficacy of fenofibrate is currently in progress in Australia
and Finland. Because trial experience on efficacy and
safety of statins is extensive and now, with the results of
the Heart Protection Study, even compelling, statins are
currently recommended as first choice for lipid-lowering
drug for people with type 1 and type 2 diabetes.
The debate around the aggressive approach for lipid
management in diabetic people recommended by
Americans still continues in Europe and not all national
or other expert groups are ready to underwrite the
American recommendations. The main argument for a
more individualistic approach is based on the observation
that according to epidemiological observations the variation in the multifactorial risk of diabetic individuals is
wide, although its distribution is shifted to a higher level
than in non-diabetic individuals. The influence of age
and gender and the presence or absence of diabetic complications on the benefits of lipid-lowering treatment
need to be addressed in more detail on the basis of data
from already completed trials and the results of trials
which are still going on.
Antiplatelet therapy

As indicated above, recent results reported by the
Antithrombotic Trialists’ Collaboration [380] have cast
some doubts about the efficacy of antiplatelet therapy in
the prevention of cardiovascular disease events in diabetic
patients. The use of aspirin or some other antiplatelet
drug, if aspirin is contraindicated, may still be considered
in the preventive management in diabetic patients who
already have clinically established cardiovascular disease.
Precursors of diabetes

Impaired glucose tolerance (IGT) and impaired fasting
glycaemia (IFG) are both conditions associated with an
increased risk of developing type 2 diabetes, and IGT is
associated with a deterioration of the cardiovascular risk
profile [746] and increased risk of death from all causes as
well as from CVD, CHD and stroke [747]. In patients with
IGT, several studies have demonstrated that progression
to diabetes can be prevented or delayed by lifestyle intervention, and thus these patients should be identified
where possible and provided with necessary support.
Increasing levels of metabolic risk factors are seen across
the spectrum of non-diabetic glucose values [748], and
hyperinsulinaemia is associated with all the components
of the metabolic syndrome. Individuals with the metabolic syndrome are at high risk of developing cardiovascular disease, and in these individuals a total risk
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assessment based on the existing risk engines should be
performed to assess risk, and to identify the most important risk factors available for intervention.

5.8 Prevention in subjects with the metabolic
syndrome
Cardiovascular risk prediction systems, such as the
SCORE and other multifactorial risk prediction systems
based on conventional risk factors, do not completely
capture the increased risk associated with the metabolic
syndrome, because the excess risk arises from a particular clustering of risk factors. The definition of the metabolic syndrome given by the NCEP [325] (see section
4.7) was developed for the clinical practice and can be
used in the identification of people with this risk factor
constellation. Because the metabolic syndrome increases
the risk of developing type 2 diabetes and cardiovascular
disease, identification of this syndrome is of particular
importance in non-diabetic people.
Since lifestyles have a strong influence on all the components of the metabolic syndrome, the main emphasis in
the management of the risk in people with this syndrome
should be in professionally supervised lifestyle change,
including efforts directed to the reduction of overweight
and increased physical activity. Although the dyslipidaemia of the metabolic syndrome is characterised by
elevated triglycerides and/or low HDL cholesterol, lipid
management should, however, be steered with LDL
cholesterol goals in mind. Experience from clinical trials
has shown that in this type of dyslipidaemia both statins
and fibrates are very effective in reducing the risk of
coronary heart disease events [749,750].

5.9 Prophylactic drug therapy
Since 1998 new systematic reviews, meta-analyses and
individual clinical trial results have been published on
the use of prophylactic drug therapies for both patients
with established CVD and individuals at high risk of
developing symptomatic atherosclerotic disease. This
new trial evidence, particularly for statins and ACE
inhibitors, strongly reinforces the concept of total risk
management in these atherosclerotic disease patients
and high risk individuals.
In addition to drugs which may be needed to control
symptoms, keep blood pressure, lipids and glucose levels
to recommended goal, the use of prophylactic drugs
shown in clinical trials to reduce CVD morbidity and mortality must be considered. While some of these drugs are
appropriate for all individuals at high total risk, whether
from established CVD or at high risk of developing CVD,
others are specifically indicated for selected patients.
Anti-platelet therapies

Aspirin or other platelet modifying drugs are recommended in virtually all patients at high risk of occlusive
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arterial disease. The most recent meta-analysis of antiplatelet trials by the Antithrombotic Trialist’s
Collaboration provides convincing evidence of a significant reduction in all causes mortality, vascular mortality,
non-fatal re-infarction of the myocardium and non-fatal
stroke in patients with unstable angina, acute myocardial
infarction, stroke, transient ischaemic attacks or other
clinical evidence of vascular disease [380]. In the trials
which used aspirin, the most widely tested doses varied
between 75–325 mg/day. There was no evidence of any
greater clinical benefit for any doses in between this
range. Side-effects from aspirin are lowest in those using
lower dosages. Hence, the available evidence supports
daily doses of aspirin in the range of 75–150 mg for the
long term prevention of serious vascular events in high
risk patients. Although there is no clinical trial evidence
of treatment beyond a few years, it would be both
prudent and safe to continue aspirin therapy for life. For
patients with acute coronary disease, unstable angina or
non ST segment elevation myocardial infarction,
Clopidogrel has been shown to reduce the composite
outcome of CV death, myocardial infarction and stroke
during the year following the hospitalisation (CURE
Trial) [751]. To study the question of whether one antiplatelet therapy is better than another, and specifically
aspirin, very large clinical trials will be needed. At this
time only Clopidogrel at 75 mg/day has been tested in a
single large trial against aspirin at 325 mg/day [752]. The
overall result shows that the two drugs are equally effective at preventing major vascular complications in
patients with recent myocardial infarction or ischaemic
stroke. Clopidogrel however was more effective than
aspirin among subjects enrolled because of symptomatic
peripheral arterial disease. Clopidogrel has a better side
effect profile than aspirin and therefore this drug should
be considered an alternative to aspirin if the latter causes
side effects.
In asymptomatic individuals with no evidence of cardiovascular disease a meta-analysis has shown that aspirin
reduced the risk of the combined end point of non-fatal
myocardial infarction and fatal CHD, but increased the
risk of haemorrhagic strokes and major gastrointestinal
bleeding. The net benefit of aspirin increases with
increasing cardiovascular risk and therefore estimating
total risk of CVD is an absolute pre-requisite to initiating
anti-platelet therapy [753,754].
If the total CVD risk is ≥ 5% then prophylactic aspirin is
appropriate as long as the blood pressure has been controlled as closely as possible to the goal of
< 140/90 mmHg. In lower risk subjects in the population
a small absolute vascular benefit by aspirin may be offset
by the slightly greater absolute risk of bleeding complications. When aspirin cannot be tolerated alternative
anti-platelet therapy such as Clopidogrel should be considered.
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Beta-blockers

In a meta-analysis of beta-blockers following myocardial
infarction, there was evidence of a significant reduction
in all cause mortality, cardiovascular death and in particular sudden cardiac death, as well as non fatal re-infarction [755]. The benefits of beta-blockade are greatest in
older patients (more than 60 years) and in patients at
increased risk of reinfarction and death (e.g. patients
with LV dysfunction or arrhythmias or both). Beta-blockers have also been shown to reduce all cause mortality in
patients with heart failure due to coronary heart disease
[756]. Therefore a beta-blocker should be considered in
all patients with CHD, providing there are no contraindications, for the following reasons: to relieve symptoms of myocardial ischaemia, to lower blood pressure to
< 140/90 mmHg, as prophylaxis following myocardial
infarction and in the treatment of heart failure. In postMI patients with contra-indications to beta-blockers and
no evidence of heart failure, verapamil may be considered based on the results of single large clinical trial
[757].
ACE inhibitors

Several clinical trials have shown that ACE inhibitors in
patients with symptoms or signs of heart failure, or left ventricular dysfunction, due to CHD will significantly reduce
the risk of death, recurrent myocardial infarction and progression to persistent heart failure [758–767,720]. Short
term studies of ACE inhibitors in the acute phase of
myocardial infarction have also shown the risk of death can
be reduced within the first day of treatment. More recently
ACE inhibition has been shown to reduce the risk of
myocardial infarction and cardiovascular mortality in two
large clinical trials in respectively high risk people (aged
55 years or older, at high risk of CV complications characterised by the prevalence of diabetes, hypertension, stroke
and obstructive peripheral vascular disease) and in patients
with stable CHD without apparent heart failure [260,768].

be lowered by changes in lifestyle and by pharmacotherapeutic interventions. The Euroaspire I and II studies
have demonstrated that a more complete implementation of existing guidelines will increase life expectancy
and quality of life in most European countries.
Guidelines, recommendations and expert consensus documents are all intended to help the clinician choose the
appropriate therapy for a patient with a certain medical
condition. As a rule such documents are based on the evidence provided by the outcome of controlled clinical trials
or, if this is not available, on consensus between experts.
Despite the fact that guidelines and recommendations
exist for the treatment of most common conditions in
cardiology, it has been found in national and international
hospital-based surveys, that many patients do not receive
the therapy appropriate for their condition. On the other
hand, several small and large outcomes studies show that
under well-controlled conditions almost all patients may
well receive appropriate therapy [770,771,772]. In this
chapter, we use the term “implementation” as indicating
the goal, that each patient receives treatment in accordance with the existing guideline for the diagnosis under
consideration, unless a medical reason exists to withhold
the appropriate therapy [773,774]. In this sense, implementation is either complete, or incomplete.
Barriers to the implementation of evidence-based
treatment guidelines

Incomplete implementation of the appropriate therapy
may have several causes. Some causes have to do with
inadequacies of medical management, some with circumstances not within control of doctors, and sometimes the
patient just does not fit the profile [775]. Recently, three
types of barriers to the implementation of evidence-based
treatment guidelines have been suggested: a physicianrelated, a patient-related, and a healthcare-related barrier
[776]. Table 26 shows these barriers in more detail.

Anti-coagulation

Systemic anti-coagulation with coumarins is not indicated prophylactically in all patients with coronary artery
disease. However, anti-coagulation is appropriate in
selected patients following myocardial infarction at
increased risk of thrombo-embolic events including
patients with large anterior myocardial infarction, left
ventricular aneurysm or thrombus, paroxysmal tachyarrhythmias, chronic heart failure and those with a history
of thrombo-embolic events [769].

6) Implementation strategies
Implementation of evidence-based
treatments: the role of guidelines and
recommendations
As shown in previous chapters, the risk to develop a first
or recurrent manifestation of atherosclerotic disease can

Physician-related barriers to the implementation of
evidence-based treatment

Lack of knowledge of the existence of a particular guideline may result in the application of a less then appropriate therapy. It is of great importance that the existence of
guidelines is widely communicated and that existing
guidelines are easily accessible. The internet provides an
excellent tool, but it is also conceivable that guideline
information is installed in smaller hand-held devices.
Still, the physician has to develop the routine to check
the guideline when a new diagnosis is to be matched by
therapy. At the same time, the guideline providing institution has the responsibility to ensure that existing
guidelines are up-to-date as well as state-of-the-art.
A guideline is based on the available scientific evidence.
The guideline however, does not necessarily always fit the
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Barriers to the implementation of evidence-based
treatment
Table 26

Physician-related:

Patient-related:

Health care-related:

Lack of knowledge
Guidelines difficult to interpret
Time constraints
Concern for possible side effects of medication
Polypharmacy and compliance
Time and financial constraints
Difficulties engaging in health-modifying behaviour
Uninsured and underinsured individuals
Lack of systematic approach to chronic illnesses
Budgetary restraints
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or surgery, is the use of critical pathways. Critical pathways are management plans that “display goals for
patients and provide the corresponding ideal sequence
and timing of staff actions for achieving those goals with
optimal efficiency [780]”. Recently, the use of critical
pathways for the implementation of evidence-based
treatments has been critically reviewed [781]. At this
moment, more research into the added value of the use
of critical pathways, clearly is necessary.
Patient-related options to improve implementation

situation of a given patient. Even under ideal circumstances, the guideline may be difficult to interpret. On top
of this, a guideline may be difficult to interpret because of
unwanted ambiguity. The communicative aspects of any
guideline should be given sufficient attention.
When the availability of time is the critical factor, as will
be the case in many hospitals and primary care practices,
and when guideline application is not part of an established routine, patients may not always receive guideline-conformed medical care.
Lastly, a physician can have good reasons to withhold the
therapy suggested by a guideline. Or the patient may
have reasons to refuse a certain treatment. The available
reports on the implementation of guidelines give little
information on the underlying rationale for not following
the guideline.
Physician-related methods to improve implementation

A systematic review of the literature executed several
years ago concludes that the application of guidelines in
a setting of rigorous control gives the best chances to
improve clinical practice [777]. A recent study of the care
of patients with acute myocardial infarction concludes
that the “implementation of guideline-based tools may
facilitate quality improvement among a variety of institutions, patients and caregivers [778]”. The shared conclusion here is, that a guideline in itself is not the ultimate
instrument to improve clinical care. The guideline needs
a tool, or a setting, to realise its full potential.
One way to implement a guideline in a well defined clinical setting, for example the treatment of acute coronary
syndromes, can be to use the daily multidisciplinary group
rounds [779]. Another way is to create a “tool kit” and
engage nurse and physician opinion leaders as well [778].
Treatment protocols, developed from evidence-based
guidelines can be used in circumstances where strict
adherence to the rules for limited periods of time is
essential for the quality of the care, for example in the
intensive care unit.
A novel way to implement guidelines in patients with
uncomplicated illnesses who are undergoing procedures

Patient-related barriers to implementation in which the
physician can play a role are related to polypharmacy and
compliance with medication, and to behavioural changes.
For behavioural changes in particular, the reader is
referred to the chapter on “Behaviour change and management of behavioural risk factors” (chapter 5.1 of these
guidelines).
Health care-related barriers to the implementation

Some of the health care system related barriers cannot be
changed by the individual physician for whom these
guidelines are written; other can be influenced by a better
organisation in primary care practice and in the hospital.
The role of the National Societies

The members of the Third Joint Task Force on
Cardiovascular Disease Prevention in Clinical Practice
expect that the National Societies and individual physicians will be actively engaged in the process to make
these guidelines (or adapted ones) part of the standard
daily clinical practice.
The Third Joint Task Force also fully subscribes to the
need of a continuous evaluation of the relation between
guideline developments, implementation programmes,
and daily practice as addressed by the European Society
of Cardiology [782].

References
1 British Heart Foundation. European Cardiovascular Disease Statistics.
London: British Heart Foundation; 2000.
2 WHO Regional Publications. The European Health report 2002.
Copenhagen: WHO Europe. European Series; 2002.
3 Sans S, Kesteloot H, Kromhout D. The burden of cardiovascular diseases
mortality in Europe. Task Force of the European Society of Cardiology on
Cardiovascular Mortality and Morbidity Statistics in Europe. Eur Heart J
1997; 18:1231–1248.
4 Vaccarino V, Parsons L, Every NR, Barron HV, Krumholz HM. Sex-based
differences in early mortality after myocardial infarction. National Registry of
Myocardial Infarction 2 Participants. N Engl J Med 1999; 341:217–225.
5 Marrugat J, Sala J, Masia R, Pavesi M, Sanz G, Valle V et al. Mortality
differences between men and women following first myocardial infarction.
RESCATE Investigators. Recursos Empleados en el Sindrome Coronario
Agudo y Tiempo de Espera. JAMA 1998; 280:1405–1409.
6 Hemingway H, Marmot M. Evidence based cardiology: psychosocial factors
in the aetiology and prognosis of coronary heart disease. Systematic review
of prospective cohort studies. BMJ 1999; 318:1460–1467.
7 Marmot M, Wilkinson R. Social determinants of health. Oxford & New York:
Oxford University Press; 1999.
8 Pyörälä K, De Backer G, Graham I, Poole-Wilson P, Wood D. Prevention of
coronary heart disease in clinical practice: recommendations of the Task Force
of the European Society of Cardiology, European Atherosclerosis Society and
European Society of Hypertension. Atherosclerosis 1994; 110:121–161.

S64

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

9 EUROASPIRE. A European Society of Cardiology survey of secondary
prevention of coronary heart disease: principal results. EUROASPIRE
Study Group. European Action on Secondary Prevention through
Intervention to Reduce Events. Eur Heart J 1997; 18:1569–1582.
10 Wood D, De Backer G, Faergeman O, Graham I, Mancia G, Pyörälä K.
Prevention of coronary heart disease in clinical practice. Recommendations
of the Second Joint Task Force of European and other Societies on
coronary prevention. Eur Heart J 1998; 19:1434–1503.
11 National cholesterol education program expert panel. Third Report of the
Expert Panel on Detection, Evaluation and Treatment of High Blood
Cholesterol in Adults (Adult Treatment Panel III). Full Report. World Wide
Web; 2001.
12 Smith SC Jr, Blair SN, Bonow RO, Brass LM, Cerqueira MD, Dracup K et
al. AHA/ACC Scientific Statement: AHA/ACC guidelines for preventing
heart attack and death in patients with atherosclerotic cardiovascular
disease:2001 update: a statement for healthcare professionals from the
American Heart Association and the American College of Cardiology.
Circulation 2001; 104:1577–1579.
13 European Society of Hypertension - European Society of Cardiology.
Guidelines for the management of arterial hypertension. J. Hypertension
2003; 21:1011–1053.
14 Risk factors and stroke prevention. European Stroke Initiative. Cardiovasc
Dis 2003;in press.
15 Lifestyle and risk factor management and use of drug therapies in coronary
patients from 15 countries; principal results from EUROASPIRE II Euro
Heart Survey Programme. Eur Heart J 2001; 22:554–572.
16 Clinical reality of coronary prevention guidelines: a comparison of
EUROASPIRE I and II in nine countries. EUROASPIRE I and II Group.
European Action on Secondary Prevention by Intervention to Reduce
Events. Lancet 2001; 357:995–1001.
17 Anderson KM, Wilson PW, Odell PM, Kannel WB. An updated coronary
risk profile. A statement for health professionals. Circulation 1991;
83:356–362.
18 Conroy R, Pyörälä K, Fitzgerald A, Sans S, Menotti A, De Backer G et al.
Prediction of ten-year risk of fatal cardiovascular disease in Europe: the
SCORE project. Eur Heart J 2003; 24:987–1003.
19 Rose G. Strategy of prevention: lessons from cardiovascular disease. Br
Med J (Clin Res Ed) 1981; 282:1847–1851.
20 Declaration of the fourth International Heart Health Conference. Osaka,
Japan: www.med.mun.ca/chhdbc/public.htm; 2001.
21 Puska P, Tuomilehto J, Nissinen A, Vartiainen E. The North Karelia Project:
20 year results and experiences. Helsinki: National Public Health Institute;
1995.
22 Intergovernmental negotiating body on the WHO framework convention
on tobacco control. A/FCTC/INB 5/2. www.who.int/gh/fctc; 2002.
23 European Heart Network. Food, nutrition and cardiovascular diseases
prevention in the European region: challenges for the New Millennium.
Brussels: European Heart Network; 2002.
24 Wilhelmsen L. Salt and hypertension. Clin Sci (Lond) 1979; 57(Suppl 5):
455s–458s.
25 Sackett D, Richardson W, Rosenberg W, Haynes R. Evidence based
medicine. How to practice and teach EBM. Churchill Livingstone;
1996.
26 McColl A, Smith H, White P, Field J. General practitioner’s perceptions of
the route to evidence based medicine: a questionnaire survey. BMJ 1998;
316:361–365.
27 Woolf SH, Grol R, Hutchinson A, Eccles M, Grimshaw J. Clinical
guidelines: potential benefits, limitations, and harms of clinical guidelines.
BMJ 1999; 318:527–530.
28 Grol R, Dalhuijsen J, Thomas S, Veld C, Rutten G, Mokkink H. Attributes of
clinical guidelines that influence use of guidelines in general practice:
observational study. BMJ 1998; 317:858–861.
29 Grimshaw J, Russell I. Achieving health gain through clinical guidelines. I:
Developing scientifically valid guidelines. Qual Health Care 1993;
2:243–248.
30 Ebrahim S. Detection, adherence and control of hypertension for the
prevention of stroke: a systematic review. Health Technol Assess 1998; 2:11.
31 Smeeth L, Ebrahim S. Commentary: DINS, PINS, and things — clinical and
population perspectives on treatment effects. BMJ 2000; 321:952–953.
32 Smith GD, Egger M. Who benefits from medical interventions? BMJ 1994;
308:72–74.
33 Clarke R. Commentary: an updated review of the published studies of
homocysteine and cardiovascular disease. Int J Epidemiol 2002;
31:70–71.
34 Egger M, Schneider M, Davey SG. Spurious precision? Meta-analysis of
observational studies. BMJ 1998; 316:140–144.
35 Hopper L, Ness A, Higgins JP, Moore T, Ebrahim S. GISSI-Prevenzione
trial. Lancet 1999; 354:1557.
36 Hemminki E, McPherson K. Impact of postmenopausal hormone therapy on
cardiovascular events and cancer: pooled data from clinical trials. BMJ
1997; 315:149–153.

37 Ebrahim S, Davey SG, McCabe C, Payne N, Pickin M, Sheldon TA et al.
What role for statins? A review and economic model. Health Technol
Assess 1999; 3:i–iv, 1–91.
38 Hooper L, Summerbell CD, Higgins JP, Thompson RL, Capps NE, Smith
GD et al. Dietary fat intake and prevention of cardiovascular disease:
systematic review. BMJ 2001; 322:757–763.
39 Smeeth L, Haines A, Ebrahim S. Numbers needed to treat derived from
meta-analyses–sometimes informative, usually misleading. BMJ 1999;
318:1548–1551.
40 Hu FB, Stampfer MJ, Manson JE, Rimm E, Colditz GA, Rosner BA et al.
Dietary fat intake and the risk of coronary heart disease in women. N Engl J
Med 1997; 337:1491–1499.
41 Keys A. Seven Countries: A Multivariate Analysis of Death and Coronary
Disease. Cambridge, MA: Harvard University Press; 1980.
42 Starc TJ, Shea S, Cohn LC, Mosca L, Gersony WM, Deckelbaum RJ.
Greater dietary intake of simple carbohydrate is associated with lower
concentrations of high-density-lipoprotein cholesterol in hypercholesterolemic children. Am J Clin Nutr 1998; 67:1147–1154.
43 Dreon DM, Fernstrom HA, Miller B, Krauss RM. Low-density lipoprotein
subclass patterns and lipoprotein response to a reduced-fat diet in men.
FASEB J 1994; 8:121–126.
44 Kasim-Karakas SE, Almario RU, Mueller WM, Peerson J. Changes in
plasma lipoproteins during low-fat, high-carbohydrate diets: effects of
energy intake. Am J Clin Nutr 2000; 71:1439–1447.
45 Turley ML, Skeaff CM, Mann JI, Cox B. The effect of a low-fat, highcarbohydrate diet on serum high density lipoprotein cholesterol and
triglyceride. Eur J Clin Nutr 1998; 52:728–732.
46 Clarke R, Frost C, Collins R, Appleby P, Peto R. Dietary lipids and blood
cholesterol: quantitative meta-analysis of metabolic ward studies. BMJ
1997; 314:112–117.
47 Kris-Etherton PM, Yu S. Individual fatty acid effects on plasma lipids and
lipoproteins: human studies. Am J Clin Nutr 1997; 65(Suppl 5):
1628S–1644S.
48 Aro A, Jauhiainen M, Partanen R, Salminen I, Mutanen M. Stearic acid,
trans fatty acids, and dairy fat: effects on serum and lipoprotein lipids,
apolipoproteins, lipoprotein(a), and lipid transfer proteins in healthy
subjects. Am J Clin Nutr 1997; 65:1419–1426.
49 Katan MB, Zock PL, Mensink RP. Dietary oils, serum lipoproteins, and
coronary heart disease. Am J Clin Nutr 1995; 61(Suppl 6):
1368S–1373S.
50 Temme EH, Mensink RP, Hornstra G. Comparison of the effects of diets
enriched in lauric, palmitic, or oleic acids on serum lipids and lipoproteins in
healthy women and men. Am J Clin Nutr 1996; 63:897–903.
51 Kato H, Tillotson J, Nichaman MZ, Rhoads GG, Hamilton HB.
Epidemiologic studies of coronary heart disease and stroke in Japanese
men living in Japan, Hawaii and California. Am J Epidemiol 1973;
97:372–385.
52 Hu FB, Stampfer MJ, Manson JE, Ascherio A, Colditz GA, Speizer FE et al.
Dietary saturated fats and their food sources in relation to the risk of
coronary heart disease in women. Am J Clin Nutr 1999; 70:1001–1008.
53 Posner BM, Cobb JL, Belanger AJ, Cupples LA, D’Agostino RB, Stokes J,
III. Dietary lipid predictors of coronary heart disease in men. The
Framingham Study. Arch Intern Med 1991; 151:1181–1187.
54 Willett WC, Stampfer MJ, Manson JE, Colditz GA, Speizer FE, Rosner BA
et al. Intake of trans fatty acids and risk of coronary heart disease among
women. Lancet 1993; 341:581–585.
55 Mensink RP, Katan MB. Effect of dietary fatty acids on serum lipids and
lipoproteins. A meta-analysis of 27 trials. Arterioscler Thromb 1992;
12:911–919.
56 Perez-Jimenez F, Lopez-Miranda J, Mata P. Protective effect of dietary
monounsaturated fat on arteriosclerosis: beyond cholesterol.
Atherosclerosis 2002; 163:385–398.
57 Gardner CD, Kraemer HC. Monounsaturated versus polyunsaturated
dietary fat and serum lipids. A meta-analysis. Arterioscler Thromb Vasc Biol
1995; 15:1917–1927.
58 Ascherio A, Rimm EB, Giovannucci EL, Spiegelman D, Stampfer M, Willett
WC. Dietary fat and risk of coronary heart disease in men: cohort follow up
study in the United States. BMJ 1996; 313:84–90.
59 Dolecek TA. Epidemiological evidence of relationships between dietary
polyunsaturated fatty acids and mortality in the multiple risk factor
intervention trial. Proc Soc Exp Biol Med 1992; 200:177–182.
60 Hu FB, Stampfer MJ, Manson JE, Rimm EB, Wolk A, Colditz GA et al.
Dietary intake of alpha-linolenic acid and risk of fatal ischemic heart disease
among women. Am J Clin Nutr 1999; 69:890–897.
61 de Lorgeril M, Renaud S, Mamelle N, Salen P, Martin JL, Monjaud I et al.
Mediterranean alpha-linolenic acid-rich diet in secondary prevention of
coronary heart disease. Lancet 1994; 343:1454–1459.
62 Kang JX, Leaf A. Antiarrhythmic effects of polyunsaturated fatty acids.
Recent studies. Circulation 1996; 94:1774–1780.
63 McLennan PL, Dallimore JA. Dietary canola oil modifies myocardial fatty acids
and inhibits cardiac arrhythmias in rats. J Nutr 1995; 125:1003–1009.
64 Singh RB, Dubnov G, Niaz MA, Ghosh S, Singh R, Rastogi SS et al. Effect
of an Indo-Mediterranean diet on progression of coronary artery disease in

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

65
66
67
68
69
70

71

72
73
74

75

76

77
78
79
80
81
82
83
84
85
86
87

88
89
90
91

high risk patients (Indo-Mediterranean Diet Heart Study): a randomised
single-blind trial. Lancet 2002; 360:1455–1461.
Harris WS. n-3 fatty acids and serum lipoproteins: human studies. Am J
Clin Nutr 1997; 65(Suppl 5):1645S–1654S.
Mori TA, Beilin LJ. Long-chain omega 3 fatty acids, blood lipids and
cardiovascular risk reduction. Curr Opin Lipidol 2001; 12(1):11–17.
Albert CM, Campos H, Stampfer MJ, Ridker PM, Manson JE, Willett WC et
al. Blood levels of long-chain n-3 fatty acids and the risk of sudden death.
N Engl J Med 2002; 346:1113–1118.
Hu FB, Bronner L, Willett WC, Stampfer MJ, Rexrode KM, Albert CM et al.
Fish and omega-3 fatty acid intake and risk of coronary heart disease in
women. JAMA 2002; 287:1815–1821.
Burr ML, Fehily AM, Gilbert JF, Rogers S, Holliday RM, Sweetnam PM et
al. Effects of changes in fat, fish, and fibre intakes on death and myocardial
reinfarction: diet and reinfarction trial (DART). Lancet 1989; 2:757–761.
Dietary supplementation with n-3 polyunsaturated fatty acids and vitamin E
after myocardial infarction: results of the GISSI-Prevenzione trial. Gruppo
Italiano per lo Studio della Sopravvivenza nell’Infarto miocardico. Lancet
1999; 354:447–455.
Marchioli R, Barzi F, Bomba E, Chieffo C, Di Gregorio D, Di Mascio R et al.
Early protection against sudden death by n-3 polyunsaturated fatty acids
after myocardial infarction: time-course analysis of the results of the
Gruppo Italiano per lo Studio della Sopravvivenza nell’Infarto Miocardico
(GISSI)-Prevenzione. Circulation 2002; 105:1897–1903.
Bucher HC, Hengstler P, Schindler C, Meier G. N-3 polyunsaturated fatty
acids in coronary heart disease: a meta-analysis of randomized controlled
trials. Am J Med 2002; 112:298–304.
Judd JT, Clevidence BA, Muesing RA, Wittes J, Sunkin ME, Podczasy JJ.
Dietary trans fatty acids: effects on plasma lipids and lipoproteins of healthy
men and women. Am J Clin Nutr 1994; 59:861–868.
Pietinen P, Ascherio A, Korhonen P, Hartman AM, Willett WC, Albanes D et
al. Intake of fatty acids and risk of coronary heart disease in a cohort of
Finnish men. The Alpha-Tocopherol, Beta-Carotene Cancer Prevention
Study. Am J Epidemiol 1997; 145:876–887.
Oomen CM, Ocke MC, Feskens EJ, Erp-Baart MA, Kok FJ, Kromhout D.
Association between trans fatty acid intake and 10-year risk of coronary
heart disease in the Zutphen Elderly Study: a prospective population-based
study. Lancet 2001; 357:746–751.
Aro A, Kardinaal AF, Salminen I, Kark JD, Riemersma RA, DelgadoRodriguez M et al. Adipose tissue isomeric trans fatty acids and risk of
myocardial infarction in nine countries: the EURAMIC study. Lancet 1995;
345:273–278.
Roberts TL, Wood DA, Riemersma RA, Gallagher PJ, Lampe FC. Trans
isomers of oleic and linoleic acids in adipose tissue and sudden cardiac
death. Lancet 1995; 345:278–282.
Lemaitre RN, King IB, Raghunathan TE, Pearce RM, Weinmann S, Knopp
RH et al. Cell membrane trans-fatty acids and the risk of primary cardiac
arrest. Circulation 2002; 105:697–701.
Howell WH, McNamara DJ, Tosca MA, Smith BT, Gaines JA. Plasma lipid
and lipoprotein responses to dietary fat and cholesterol: a meta-analysis.
Am J Clin Nutr 1997; 65:1747–1764.
Hopkins PN. Effects of dietary cholesterol on serum cholesterol: a metaanalysis and review. Am J Clin Nutr 1992; 55:1060–1070.
Katan MB, Beynen AC. Characteristics of human hypo- and hyperresponders to dietary cholesterol. Am J Epidemiol 1987; 125:387–399.
Katan MB, Beynen AC, de Vries JH, Nobels A. Existence of consistent
hypo- and hyperresponders to dietary cholesterol in man. Am J Epidemiol
1986; 123:221–234.
Intersalt: an international study of electrolyte excretion and blood pressure.
Results for 24 hour urinary sodium and potassium excretion. Intersalt
Cooperative Research Group. BMJ 1988; 297:319–328.
Tuomilehto J, Jousilahti P, Rastenyte D, Moltchanov V, Tanskanen A,
Pietinen P et al. Urinary sodium excretion and cardiovascular mortality in
Finland: a prospective study. Lancet 2001; 35:848–851.
Hofman A, Hazebroek A, Valkenburg HA. A randomized trial of sodium
intake and blood pressure in newborn infants. JAMA 1983; 250:370–373.
Cutler JA, Follmann D, Allender PS. Randomized trials of sodium reduction:
an overview. Am J Clin Nutr 1997; 65(Suppl 2):643S–651S.
Sacks FM, Svetkey LP, Vollmer WM, Appel LJ, Bray GA, Harsha D et al.
Effects on blood pressure of reduced dietary sodium and the Dietary
Approaches to Stop Hypertension (DASH) diet. DASH-Sodium
Collaborative Research Group. N Engl J Med 2001; 344:3–10.
Vollmer WM, Sacks FM, Ard J, Appel LJ, Bray GA, Simons-Morton DG et
al. Effects of diet and sodium intake on blood pressure: subgroup analysis
of the DASH-sodium trial. Ann Intern Med 2001; 135:1019–1028.
Hooper L, Bartlett C, Davey SG, Ebrahim S. Systematic review of long
term effects of advice to reduce dietary salt in adults. BMJ 2002; 325:628.
Forte JG, Miguel JM, Miguel MJ, de Padua F, Rose G. Salt and blood
pressure: a community trial. J Hum Hypertens 1989; 3:179–184.
Tuomilehto J, Puska P, Tanskanen A, Karppanen H, Pietinen P, Nissinen A
et al. A community-based intervention study on the feasibility and effects of
the reduction of salt intake in North Karelia, Finland. Acta Cardiol 1981;
36:83–104.

S65

92 Rimm EB, Stampfer MJ, Ascherio A, Giovannucci E, Colditz GA, Willett
WC. Vitamin E consumption and the risk of coronary heart disease in men.
N Engl J Med 1993; 328:1450–1456.
93 Stampfer MJ, Hennekens CH, Manson JE, Colditz GA, Rosner B, Willett
WC. Vitamin E consumption and the risk of coronary disease in women. N
Engl J Med 1993; 328:1444–1449.
94 Enstrom JE, Kanim LE, Klein MA. Vitamin C intake and mortality among a
sample of the United States population. Epidemiology 1992; 3:194–202.
95 John JH, Ziebland S, Yudkin P, Roe LS, Neil HA. Effects of fruit and
vegetable consumption on plasma antioxidant concentrations and blood
pressure: a randomised controlled trial. Lancet 2002; 359:1969–1974.
96 Joshipura KJ, Ascherio A, Manson JE, Stampfer MJ, Rimm EB, Speizer FE
et al. Fruit and vegetable intake in relation to risk of ischemic stroke. JAMA
1999; 282:1233–1239.
97 Gillman MW, Cupples LA, Gagnon D, Posner BM, Ellison RC, Castelli WP
et al. Protective effect of fruits and vegetables on development of stroke in
men. JAMA 1995; 273:1113–1117.
98 Key TJ, Thorogood M, Appleby PN, Burr ML. Dietary habits and mortality in
11,000 vegetarians and health conscious people: results of a 17 year
follow up. BMJ 1996; 313:775–779.
99 Gaziano JM. Antioxidant vitamins and coronary artery disease risk. Am J
Med 1994; 97:18S–21S.
100 Joshipura KJ, Hu FB, Manson JE, Stampfer MJ, Rimm EB, Speizer FE et al.
The effect of fruit and vegetable intake on risk for coronary heart disease.
Ann Intern Med 2001; 134:1106–1114.
101 Law MR, Morris JK. By how much does fruit and vegetable consumption
reduce the risk of ischaemic heart disease? Eur J Clin Nutr 1998;
52:549–556.
102 Appel LJ, Moore TJ, Obarzanek E, Vollmer WM, Svetkey LP, Sacks FM et
al. A clinical trial of the effects of dietary patterns on blood pressure. DASH
Collaborative Research Group. N Engl J Med 1997; 336:1117–1124.
103 Hertog MG, Feskens EJ, Hollman PC, Katan MB, Kromhout D. Dietary
antioxidant flavonoids and risk of coronary heart disease: the Zutphen
Elderly Study. Lancet 1993; 342:1007–1011.
104 Hertog MG, Feskens EJ, Kromhout D. Antioxidant flavonols and coronary
heart disease risk. Lancet 1997; 349:699.
105 Yochum L, Kushi LH, Meyer K, Folsom AR. Dietary flavonoid intake and risk
of cardiovascular disease in postmenopausal women. Am J Epidemiol
1999; 149:943–949.
106 Knekt P, Kumpulainen J, Jarvinen R, Rissanen H, Heliovaara M, Reunanen A
et al. Flavonoid intake and risk of chronic diseases. Am J Clin Nutr 2002;
76:560–568.
107 Stephens NG, Parsons A, Schofield PM, Kelly F, Cheeseman K, Mitchinson
MJ. Randomised controlled trial of vitamin E in patients with coronary
disease: Cambridge Heart Antioxidant Study (CHAOS). Lancet 1996;
347:781–786.
108 The Alpha-Tocopherol, Beta Carotene Cancer Prevention Study Group. The
effect of vitamin E and beta carotene on the incidence of lung cancer and
other cancers in male smokers. N Engl J Med 1994; 330:1029–1035.
109 Yusuf S, Dagenais G, Pogue J, Bosch J, Sleight P. Vitamin E supplementation and cardiovascular events in high-risk patients. The Heart Outcomes
Prevention Evaluation Study Investigators. N Engl J Med 2000;
342:154–160.
110 de Gaetano G. Low-dose aspirin and vitamin E in people at cardiovascular
risk: a randomised trial in general practice. Collaborative Group of the
Primary Prevention Project. Lancet 2001; 357:89–95.
111 Hooper L, Ness AR, Smith GD. Antioxidant strategy for cardiovascular
diseases. Lancet 2001; 357:1705–1706.
112 Collins R, Peto R, Armitage J. The MRC/BHF Heart Protection Study:
preliminary results. Int J Clin Pract 2002; 56:53–56.
113 MRC/BHF Heart Protection Study of antioxidant vitamin supplementation
in 20,536 high-risk individuals: a randomised placebo-controlled trial.
Lancet 2002; 360:23–33.
114 Peto R, Doll R, Buckley JD, Sporn MB. Can dietary beta-carotene materially
reduce human cancer rates? Nature 1981; 290:201–208.
115 Rapola JM, Virtamo J, Ripatti S, Huttunen JK, Albanes D, Taylor PR et al.
Randomised trial of alpha-tocopherol and beta-carotene supplements on
incidence of major coronary events in men with previous myocardial
infarction. Lancet 1997; 349:1715–1720.
116 Hennekens CH, Buring JE, Manson JE, Stampfer M, Rosner B, Cook NR et
al. Lack of effect of long-term supplementation with beta carotene on the
incidence of malignant neoplasms and cardiovascular disease. N Engl J
Med 1996; 334:1145–1149.
117 Omenn GS, Goodman GE, Thornquist MD, Balmes J, Cullen MR, Glass A
et al. Effects of a combination of beta carotene and vitamin A on lung
cancer and cardiovascular disease. N Engl J Med 1996; 334:1150–1155.
118 Robinson K, Arheart K, Refsum H, Brattstrom L, Boers G, Ueland P et al.
Low circulating folate and vitamin B6 concentrations: risk factors for stroke,
peripheral vascular disease, and coronary artery disease. European
COMAC Group. Circulation 1998; 97:437–443.
119 Pancharuniti N, Lewis CA, Sauberlich HE, Perkins LL, Go RC, Alvarez JO et
al. Plasma homocyst(e)ine, folate, and vitamin B-12 concentrations and risk
for early-onset coronary artery disease. Am J Clin Nutr 1994; 59:940–948.

S66

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

120 Schwartz SM, Siscovick DS, Malinow MR, Rosendaal FR, Beverly RK,
Hess DL et al. Myocardial infarction in young women in relation to plasma
total homocysteine, folate, and a common variant in the methylenetetrahydrofolate reductase gene. Circulation 1997; 96:412–417.
121 Verhoef P, Stampfer MJ, Buring JE, Gaziano JM, Allen RH, Stabler SP et al.
Homocysteine metabolism and risk of myocardial infarction: relation with
vitamins B6, B12, and folate. Am J Epidemiol 1996; 143:845–859.
122 Bunout D, Petermann M, Hirsch S, de la MP, Suazo M, Barrera G et al.
Low serum folate but normal homocysteine levels in patients with
atherosclerotic vascular disease and matched healthy controls. Nutrition
2000; 16:434–438.
123 Verhoef P, Kok FJ, Kruyssen DA, Schouten EG, Witteman JC, Grobbee DE
et al. Plasma total homocysteine, B vitamins, and risk of coronary
atherosclerosis. Arterioscler Thromb Vasc Biol 1997; 17:989–995.
124 Dalery K, Lussier-Cacan S, Selhub J, Davignon J, Latour Y, Genest J Jr.
Homocysteine and coronary artery disease in French Canadian subjects:
relation with vitamins B12, B6, pyridoxal phosphate, and folate. Am J
Cardiol 1995; 75:1107–1111.
125 Robinson K, Mayer EL, Miller DP, Green R, van Lente F, Gupta A et al.
Hyperhomocysteinemia and low pyridoxal phosphate. Common and
independent reversible risk factors for coronary artery disease. Circulation
1995; 92:2825–2830.
126 Loria CM, Ingram DD, Feldman JJ, Wright JD, Madans JH. Serum folate
and cardiovascular disease mortality among US men and women. Arch
Intern Med 2000; 160:3258–3262.
127 Ford ES, Byers TE, Giles WH. Serum folate and chronic disease risk: findings
from a cohort of United States adults. Int J Epidemiol 1998; 27:592–598.
128 Voutilainen S, Lakka TA, Porkkala-Sarataho E, Rissanen T, Kaplan GA,
Salonen JT. Low serum folate concentrations are associated with an excess
incidence of acute coronary events: the Kuopio Ischaemic Heart Disease
Risk Factor Study. Eur J Clin Nutr 2000; 54:424–428.
129 Morrison HI, Schaubel D, Desmeules M, Wigle DT. Serum folate and risk of
fatal coronary heart disease. JAMA 1996; 275:1893–1896.
130 Selhub J, Jacques PF, Bostom AG, D’Agostino RB, Wilson PW, Belanger
AJ et al. Association between plasma homocysteine concentrations and
extracranial carotid-artery stenosis. N Engl J Med 1995; 332:286–291.
131 Giles WH, Kittner SJ, Anda RF, Croft JB, Casper ML. Serum folate and risk
for ischemic stroke. First National Health and Nutrition Examination Survey
epidemiologic follow-up study. Stroke 1995; 26:1166–1170.
132 Chasan-Taber L, Selhub J, Rosenberg IH, Malinow MR, Terry P, Tishler PV
et al. A prospective study of folate and vitamin B6 and risk of myocardial
infarction in US physicians. J Am Coll Nutr 1996; 15:136–143.
133 Folsom AR, Nieto FJ, McGovern PG, Tsai MY, Malinow MR, Eckfeldt JH et
al. Prospective study of coronary heart disease incidence in relation to
fasting total homocysteine, related genetic polymorphisms, and B vitamins:
the Atherosclerosis Risk in Communities (ARIC) study. Circulation 1998;
98:204–210.
134 Rimm EB, Willett WC, Hu FB, Sampson L, Colditz GA, Manson JE et al.
Folate and vitamin B6 from diet and supplements in relation to risk of
coronary heart disease among women. JAMA 1998; 279:359–364.
135 Lowering blood homocysteine with folic acid based supplements: metaanalysis of randomised trials. Homocysteine Lowering Trialists’
Collaboration. BMJ 1998; 316:894–898.
136 Voutilainen S, Rissanen TH, Virtanen J, Lakka TA, Salonen JT. Low dietary
folate intake is associated with an excess incidence of acute coronary
events: The Kuopio Ischemic Heart Disease Risk Factor Study. Circulation
2001; 103:2674–2680.
137 Clarke R, Armitage J. Vitamin supplements and cardiovascular risk: review
of the randomized trials of homocysteine-lowering vitamin supplements.
Semin Thromb Hemost 2000; 26:341–348.
138 McCully KS. Vascular pathology of homocysteinemia: implications for the
pathogenesis of arteriosclerosis. Am J Pathol 1969; 56:111–128.
139 Ford ES, Smith SJ, Stroup DF, Steinberg KK, Mueller PW, Thacker SB.
Homocyst(e)ine and cardiovascular disease: a systematic review of the
evidence with special emphasis on case-control studies and nested casecontrol studies. Int J Epidemiol 2002; 31:59–70.
140 Graham IM, Daly LE, Refsum HM, Robinson K, Brattstrom LE, Ueland PM
et al. Plasma homocysteine as a risk factor for vascular disease. The
European Concerted Action Project. JAMA 1997; 277:1775–1781.
141 Calle EE, Thun MJ, Petrelli JM, Rodriguez C, Heath CW Jr. Body-mass
index and mortality in a prospective cohort of U.S. adults. N Engl J Med
1999; 341:1097–1105.
142 Singh PN, Lindsted KD, Fraser GE. Body weight and mortality among
adults who never smoked. Am J Epidemiol 1999; 150:1152–1164.
143 Manson JE, Willett WC, Stampfer MJ, Colditz GA, Hunter DJ, Hankinson
SE et al. Body weight and mortality among women. N Engl J Med 1995;
333:677–685.
144 Jousilahti P, Tuomilehto J, Vartiainen E, Pekkanen J, Puska P. Body weight,
cardiovascular risk factors, and coronary mortality. 15-year follow-up of middleaged men and women in eastern Finland. Circulation 1996; 93:1372–1379.
145 Willett WC, Manson JE, Stampfer MJ, Colditz GA, Rosner B, Speizer FE et
al. Weight, weight change, and coronary heart disease in women. Risk
within the ‘normal’ weight range. JAMA 1995; 273:461–465.

146 Rimm EB, Stampfer MJ, Giovannucci E, Ascherio A, Spiegelman D, Colditz
GA et al. Body size and fat distribution as predictors of coronary heart
disease among middle-aged and older US men. Am J Epidemiol 1995;
141:1117–1127.
147 Rosengren A, Wedel H, Wilhelmsen L. Body weight and weight gain during
adult life in men in relation to coronary heart disease and mortality. A
prospective population study. Eur Heart J 1999; 20:269–277.
148 Rexrode KM, Hennekens CH, Willett WC, Colditz GA, Stampfer MJ, RichEdwards JW et al. A prospective study of body mass index, weight change,
and risk of stroke in women. JAMA 1997; 277:1539–1545.
149 Abbott RD, Behrens GR, Sharp DS, Rodriguez BL, Burchfiel CM, Ross
GW et al. Body mass index and thromboembolic stroke in nonsmoking
men in older middle age. The Honolulu Heart Program. Stroke 1994;
25:2370–2376.
150 Molarius A, Seidell JC. Selection of anthropometric indicators for
classification of abdominal fatness–a critical review. Int J Obes Relat
Metab Disord 1998; 22:719–727.
151 Larsson B, Svardsudd K, Welin L, Wilhelmsen L, Bjorntorp P, Tibblin G.
Abdominal adipose tissue distribution, obesity, and risk of cardiovascular
disease and death: 13 year follow up of participants in the study of men
born in 1913. Br Med J (Clin Res Ed) 1984; 288:1401–1404.
152 Folsom AR, Stevens J, Schreiner PJ, McGovern PG. Body mass index,
waist/hip ratio, and coronary heart disease incidence in African Americans
and whites. Atherosclerosis Risk in Communities Study Investigators. Am J
Epidemiol 1998; 148:1187–1194.
153 Lapidus L, Bengtsson C, Larsson B, Pennert K, Rybo E, Sjostrom L.
Distribution of adipose tissue and risk of cardiovascular disease and death:
a 12 year follow up of participants in the population study of women in
Gothenburg, Sweden. Br Med J (Clin Res Ed) 1984; 289:1257–1261.
154 Prineas RJ, Folsom AR, Kaye SA. Central adiposity and increased risk of
coronary artery disease mortality in older women. Ann Epidemiol 1993;
3:35–41.
155 Rexrode KM, Carey VJ, Hennekens CH, Walters EE, Colditz GA, Stampfer
MJ et al. Abdominal adiposity and coronary heart disease in women. JAMA
1998; 280:1843–1848.
156 Rexrode KM, Buring JE, Manson JE. Abdominal and total adiposity and risk
of coronary heart disease in men. Int J Obes Relat Metab Disord 2001;
25:1047–1056.
157 Higgins M, Kannel W, Garrison R, Pinsky J, Stokes J, III. Hazards of
obesity–the Framingham experience. Acta Med Scand Suppl 1988;
723:23–36.
158 Walker SP, Rimm EB, Ascherio A, Kawachi I, Stampfer MJ, Willett WC.
Body size and fat distribution as predictors of stroke among US men. Am J
Epidemiol 1996; 144:1143–1150.
159 Despres JP. Health consequences of visceral obesity. Ann Med 2001;
33:534–541.
160 Grundy SM. Metabolic complications of obesity. Endocrine 2000;
13:155–165.
161 Dattilo AM, Kris-Etherton PM. Effects of weight reduction on blood lipids
and lipoproteins: a meta-analysis. Am J Clin Nutr 1992; 56:320–328.
162 Anderson JW, Konz EC. Obesity and disease management: effects of
weight loss on comorbid conditions. Obes Res 2001; 9(Suppl 4):
326S–334S.
163 Poikolainen K. Alcohol and mortality: a review. J Clin Epidemiol 1995;
48:455–465.
164 Duffy JC. Alcohol consumption and all-cause mortality. Int J Epidemiol
1995; 24:100–105.
165 Thun MJ, Peto R, Lopez AD, Monaco JH, Henley SJ, Heath CW Jr et al.
Alcohol consumption and mortality among middle-aged and elderly U.S.
adults. N Engl J Med 1997; 337:1705–1714.
166 Rehm JT, Bondy SJ, Sempos CT, Vuong CV. Alcohol consumption and
coronary heart disease morbidity and mortality. Am J Epidemiol 1997;
146:495–501.
167 Corrao G, Rubbiati L, Bagnardi V, Zambon A, Poikolainen K. Alcohol and
coronary heart disease: a meta-analysis. Addiction 2000; 95:1505–1523.
168 Hein HO, Suadicani P, Gyntelberg F. Alcohol consumption, serum low
density lipoprotein cholesterol concentration, and risk of ischaemic heart
disease: six year follow up in the Copenhagen male study. BMJ 1996;
312:736–741.
169 Fuchs CS, Stampfer MJ, Colditz GA, Giovannucci EL, Manson JE, Kawachi
I et al. Alcohol consumption and mortality among women. N Engl J Med
1995; 332:1245–1250.
170 Stampfer MJ, Colditz GA, Willett WC, Speizer FE, Hennekens CH. A
prospective study of moderate alcohol consumption and the risk of
coronary disease and stroke in women. N Engl J Med 1988;
319:267–273.
171 Frezza M, di Padova C, Pozzato G, Terpin M, Baraona E, Lieber CS. High
blood alcohol levels in women. The role of decreased gastric alcohol
dehydrogenase activity and first-pass metabolism. N Engl J Med 1990;
322:95–99.
172 Keil U, Chambless LE, Doring A, Filipiak B, Stieber J. The relation of alcohol
intake to coronary heart disease and all-cause mortality in a beer-drinking
population. Epidemiology 1997; 8:150–156.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

173 Mukamal KJ, Rimm EB. Alcohol’s effects on the risk for coronary heart
disease. Alcohol Res Health 2001; 25:255–261.
174 Doll R, Peto R, Hall E, Wheatley K, Gray R. Mortality in relation to
consumption of alcohol: 13 years’ observations on male British doctors.
BMJ 1994; 309:911–918.
175 Shaper AG, Wannamethee G, Walker M. Alcohol and coronary heart
disease: a perspective from the British Regional Heart Study. Int J
Epidemiol 1994; 23:482–494.
176 Mazzaglia G, Britton AR, Altmann DR, Chenet L. Exploring the relationship
between alcohol consumption and non-fatal or fatal stroke: a systematic
review. Addiction 2001; 96:1743–1756.
177 Rimm EB, Klatsky A, Grobbee D, Stampfer MJ. Review of moderate alcohol
consumption and reduced risk of coronary heart disease: is the effect due
to beer, wine, or spirits. BMJ 1996; 312:731–736.
178 Klatsky AL. Alcohol, coronary disease, and hypertension. Annu Rev Med
1996; 47:149–160.
179 Britton A, McKee M. The relation between alcohol and cardiovascular
disease in Eastern Europe: explaining the paradox. J Epidemiol Community
Health 2000; 54:328–332.
180 Rimm EB, Williams P, Fosher K, Criqui M, Stampfer MJ. Moderate alcohol
intake and lower risk of coronary heart disease: meta-analysis of effects on
lipids and haemostatic factors. BMJ 1999; 319:1523–1528.
181 Kauhanen J, Kaplan GA, Goldberg DE, Salonen JT. Beer binging and
mortality: results from the Kuopio ischaemic heart disease risk factor study,
a prospective population based study. BMJ 1997; 315:846–851.
182 Report of a Joint Working Group of the Royal Colleges of Physicians,
Psychiatrists and General Practioners. Alcohol and Heart in perspective.
London: Royal College of Physicians of London; 1995.
183 Bartecchi CE, MacKenzie TD, Schrier RW. The human costs of tobacco
use (1). N Engl J Med 1994; 330:907–912.
184 MacKenzie TD, Bartecchi CE, Schrier RW. The human costs of tobacco
use (2). N Engl J Med 1994; 330:975–980.
185 Wilhelmsen L. Coronary heart disease: epidemiology of smoking and
intervention studies of smoking. Am Heart J 1988; 115:242–249.
186 Manson JE, Tosteson H, Ridker PM, Satterfield S, Hebert P, O’Connor GT
et al. The primary prevention of myocardial infarction. N Engl J Med 1992;
326:1406–1416.
187 Prescott E, Hippe M, Schnohr P, Hein HO, Vestbo J. Smoking and risk of
myocardial infarction in women and men: longitudinal population study.
BMJ 1998; 316:1043–1047.
188 Howard G, Wagenknecht LE, Burke GL, Diez-Roux A, Evans GW,
McGovern P et al. Cigarette smoking and progression of atherosclerosis:
The Atherosclerosis Risk in Communities (ARIC) Study. JAMA 1998;
279:119–124.
189 Kawachi I, Colditz GA, Stampfer MJ, Willett WC, Manson JE, Rosner B et
al. Smoking cessation in relation to total mortality rates in women. A
prospective cohort study. Ann Intern Med 1993; 119:992–1000.
190 Lam TH, He Y. Passive smoking and coronary heart disease: a brief review.
Clin Exp Pharmacol Physiol 1997; 24:993–996.
191 Dwyer JH. Exposure to environmental tobacco smoke and coronary risk.
Circulation 1997; 96:1367–1369.
192 Law MR, Morris JK, Wald NJ. Environmental tobacco smoke exposure and
ischaemic heart disease: an evaluation of the evidence. BMJ 1997;
315:973–980.
193 Hammond EC, Garfinkel L. Coronary heart disease, stroke, and aortic
aneurysm. Factors in the etiology. Arch Environ Health 1969; 19:167–182.
194 Wilson K, Gibson N, Willan A, Cook D. Effect of smoking cessation on
mortality after myocardial infarction: meta-analysis of cohort studies. Arch
Intern Med 2000; 160:939–944.
195 Balfour D, Benowitz N, Fagerstrom K, Kunze M, Keil U. Diagnosis and
treatment of nicotine dependence with emphasis on nicotine replacement
therapy. A status report. Eur Heart J 2000; 21:438–445.
196 McGill HC Jr, McMahan CA, Herderick EE, Malcom GT, Tracy RE, Strong
JP. Origin of atherosclerosis in childhood and adolescence. Am J Clin Nutr
2000; 72(Suppl):1307S–1315S.
197 Boreham C, Riddoch C. The physical activity, fitness and health of children.
J Sports Sci 2001; 19:915–929.
198 Daniels SR. Cardiovascular disease risk factors and atherosclerosis in
children and adolescents. Curr Atheroscler Rep 2001; 3:479–485.
199 Misra A. Risk factors for atherosclerosis in young individuals. J Cardiovasc
Risk 2000; 7:215–229.
200 Sandvik L, Erikssen J, Thaulow E, Erikssen G, Mundal R, Rodahl K. Physical
fitness as a predictor of mortality among healthy, middle-aged Norwegian
men. N Engl J Med 1993; 328:533–537.
201 Paffenbarger RS Jr, Hyde RT, Wing AL, Lee IM, Jung DL, Kampert JB. The
association of changes in physical-activity level and other lifestyle
characteristics with mortality among men. N Engl J Med 1993;
328:538–545.
202 Blair SN, Kohl HW, III, Barlow CE, Paffenbarger RS Jr, Gibbons LW, Macera
CA. Changes in physical fitness and all-cause mortality. A prospective study
of healthy and unhealthy men. JAMA 1995; 273:1093–1098.
203 Rosengren A, Wilhelmsen L. Physical activity protects against coronary
death and deaths from all causes in middle-aged men. Evidence from a 20-

S67

year follow-up of the primary prevention study in Goteborg. Ann Epidemiol
1997; 7:69–75.
204 Folsom AR, Arnett DK, Hutchinson RG, Liao F, Clegg LX, Cooper LS.
Physical activity and incidence of coronary heart disease in middle-aged
women and men. Med Sci Sports Exerc 1997; 29:901–909.
205 Wannamethee SG, Shaper AG, Walker M. Changes in physical activity,
mortality, and incidence of coronary heart disease in older men. Lancet
1998; 351:1603–1608.
206 Physical activity and health. A report of the surgeon general. US DHHS;
1996:278.
207 Goldbourt U. Physical activity, long-term CHD mortality and longevity: a review
of studies over the last 30 years. World Rev Nutr Diet 1997; 82:229–239.
208 Leon AS, Myers MJ, Connett J. Leisure time physical activity and the 16year risks of mortality from coronary heart disease and all-causes in the
Multiple Risk Factor Intervention Trial (MRFIT). Int J Sports Med 1997;
18(Suppl 3):S208–S215.
209 Shaper AG, Wannamethee G, Walker M. Physical activity hypertension and
risk of heart attack in men without evidence of ischaemic heart disease. J
Human Hypert 1994; 8:3–10.
210 Blair SN, Kampert JB, Kohl HW, III, Barlow CE, Macera CA, Paffenbarger
RS Jr et al. Influences of cardiorespiratory fitness and other precursors on
cardiovascular disease and all-cause mortality in men and women. JAMA
1996; 276:205–210.
211 Pate RR, Pratt M, Blair SN, Haskell WL, Macera CA, Bouchard C et al.
Physical activity and public health. A recommendation from the Centers for
Disease Control and Prevention and the American College of Sports
Medicine. JAMA 1995; 273:402–407.
212 Myers J, Prakash M, Froelicher V, Do D, Partington S, Atwood JE. Exercise
capacity and mortality among men referred for exercise testing. N Engl J
Med 2002; 346:793–801.
213 Gielen S, Hambrecht R. Effects of exercise training on vascular function
and myocardial perfusion. Cardiol Clin 2001; 19:357–368.
214 Mittleman MA, Maclure M, Tofler GH, Sherwood JB, Goldberg RJ, Muller
JE. Triggering of acute myocardial infarction by heavy physical exertion.
Protection against triggering by regular exertion. Determinants of
Myocardial Infarction Onset Study Investigators. N Engl J Med 1993;
329:1677–1683.
215 Willich SN, Lewis M, Lowel H, Arntz HR, Schubert F, Schroder R. Physical
exertion as a trigger of acute myocardial infarction. Triggers and
Mechanisms of Myocardial Infarction Study Group. N Engl J Med 1993;
329:1684–1690.
216 Oldridge NB, Guyatt GH, Fischer ME, Rimm AA. Cardiac rehabilitation
after myocardial infarction. Combined experience of randomized clinical
trials. JAMA 1988; 260:945–950.
217 O’Connor GT, Buring JE, Yusuf S, Goldhaber SZ, Olmstead EM,
Paffenbarger RS Jr et al. An overview of randomized trials of rehabilitation
with exercise after myocardial infarction. Circulation 1989; 80:234–244.
218 Joliffe J, Rees K, Taylor R, Thomspon D, Oldridge N, Ebrahim S. Exercisebased rehabilitation for coronary heart disease. The Cochrane Library [2].
Oxford: Update Software Ltd; 2002.
219 Niebauer J, Hambrecht R, Velich T, Hauer K, Marburger C, Kalberer B et al.
Attenuated progression of coronary artery disease after 6 years of
multifactorial risk intervention: role of physical exercise. Circulation 1997;
96:2534–2541.
220 Leaf DA, Kleinman MT, Hamilton M, Deitrick RW. The exercise-induced
oxidative stress paradox: the effects of physical exercise training. Am J Med
Sci 1999; 317:295–300.
221 Dylewicz P, Bienkowska S, Szczesniak L, Rychlewski T, Przywarska I, Wilk
M et al. Beneficial effect of short-term endurance training on glucose
metabolism during rehabilitation after coronary bypass surgery. Chest
2000; 117:47–51.
222 Ali A, Mehra MR, Lavie CJ, Malik FS, Murgo JP, Lohmann TP et al.
Modulatory impact of cardiac rehabilitation on hyperhomocysteinemia in
patients with coronary artery disease and “normal” lipid levels. Am J
Cardiol 1998; 82:1543–5, A8.
223 Malfatto G, Facchini M, Sala L, Branzi G, Bragato R, Leonetti G. Effects of
cardiac rehabilitation and beta-blocker therapy on heart rate variability after
first acute myocardial infarction. Am J Cardiol 1998; 81:834–840.
224 Tygesen H, Wettervik C, Wennerblom B. Intensive home-based exercise
training in cardiac rehabilitation increases exercise capacity and heart rate
variability. Int J Cardiol 2001; 79:175–182.
225 Coats AJ. Exercise and heart failure. Cardiol Clin 2001; 19:517.
226 Sirard JR, Pate RR. Physical activity assessment in children and adolescents. Sports Med 2001; 31:439–454.
227 Guidelines for cardiac exercise testing. ESC Working Group on Exercise
Physiology, Physiopathology and Electrocardiography. Eur Heart J 1993;
14:969–988.
228 Fletcher GF, Balady GJ, Amsterdam EA, Chaitman B, Eckel R, Fleg J et al.
Exercise standards for testing and training: a statement for healthcare
professionals from the American Heart Association. Circulation 2001;
104:1694–1740.
229 Recommendations for exercise testing in chronic heart failure patients. Eur
Heart J 2001; 22:37–45.

S68

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

230 MacMahon S, Peto R, Cutler J, Collins R, Sorlie P, Neaton J et al. Blood
pressure, stroke, and coronary heart disease. Part 1, Prolonged differences
in blood pressure: prospective observational studies corrected for the
regression dilution bias. Lancet 1990; 335:765–774.
231 Kannel WB. Blood pressure as a cardiovascular risk factor: prevention and
treatment. JAMA 1996; 275:1571–1576.
232 Assmann G, Schulte H. The Prospective Cardiovascular Munster
(PROCAM) study: prevalence of hyperlipidemia in persons with
hypertension and/or diabetes mellitus and the relationship to coronary heart
disease. Am Heart J 1988; 116:1713–1724.
233 Walker WG, Neaton JD, Cutler JA, Neuwirth R, Cohen JD. Renal function
change in hypertensive members of the Multiple Risk Factor Intervention
Trial. Racial and treatment effects. The MRFIT Research Group. JAMA
1992; 268:3085–3091.
234 Skoog I, Lernfelt B, Landahl S, Palmertz B, Andreasson LA, Nilsson L et al.
15-year longitudinal study of blood pressure and dementia. Lancet 1996;
347:1141–1145.
235 WHO. Cardiovascular disease risk factors: new areas for research. Report
of a WHO Scientific Group. WHO Technical Report Series 841. Geneva:
World Health Organisation 1994.
236 Isomaa B, Almgren P, Tuomi T, Forsen B, Lahti K, Nissen M et al.
Cardiovascular morbidity and mortality associated with the metabolic
syndrome. Diabetes Care 2001; 24:683–689.
237 Cuspidi C, Ambrosioni E, Mancia G, Pessina AC, Trimarco B, Zanchetti A.
Role of echocardiography and carotid ultrasonography in stratifying risk in
patients with essential hypertension: the Assessment of Prognostic Risk
Observational Survey. J Hypertens 2002; 20:1307–1314.
238 Vasan RS, Larson MG, Leip EP, Evans JC, O’Donnell CJ, Kannel WB et al.
Impact of high-normal blood pressure on the risk of cardiovascular disease.
N Engl J Med 2001; 345:1291–1297.
239 He FJ, MacGregor GA. Fortnightly review: beneficial effects of potassium.
BMJ 2001; 323:497–501.
240 Beilin LJ, Burke V, Cox KL, Hodgson JM, Mori TA, Puddey IB. Nonpharmacologic therapy and lifestyle factors in hypertension. Blood Press
2001; 10:352–365.
241 Kramer FM, Jeffery RW, Forster JL, Snell MK. Long-term follow-up of
behavioral treatment for obesity: patterns of weight regain among men and
women. Int J Obes 1989; 13:123–136.
242 Effects of weight loss and sodium reduction intervention on blood pressure
and hypertension incidence in overweight people with high-normal blood
pressure. The Trials of Hypertension Prevention, phase II. The Trials of
Hypertension Prevention Collaborative Research Group. Arch Intern Med
1997; 157:657–667.
243 Dahlof B, Lindholm LH, Hansson L, Schersten B, Ekbom T, Wester PO.
Morbidity and mortality in the Swedish Trial in Old Patients with
Hypertension (STOP-Hypertension). Lancet 1991; 338:1281–1285.
244 MRC Working Party. Medical Research Council trial of treatment of
hypertension in older adults: principal results. BMJ 1992; 304:405–412.
245 Amery A, Birkenhager W, Brixko P, Bulpitt C, Clement D, Deruyttere M et
al. Mortality and morbidity results from the European Working Party on
High Blood Pressure in the Elderly trial. Lancet 1985; 1:1349–1354.
246 Coope J, Warrender TS. Randomised trial of treatment of hypertension in
elderly patients in primary care. Br Med J (Clin Res Ed) 1986;
293:1145–1151.
247 Thijs L, Fagard R, Lijnen P, Staessen J, Van Hoof R, Amery A. A metaanalysis of outcome trials in elderly hypertensives. J Hypertens 1992;
10:1103–1109.
248 Hansson L, Lindholm LH, Ekbom T, Dahlof B, Lanke J, Schersten B et al.
Randomised trial of old and new antihypertensive drugs in elderly patients:
cardiovascular mortality and morbidity the Swedish Trial in Old Patients
with Hypertension-2 study. Lancet 1999; 354:1751–1756.
249 Collins R, Peto R, MacMahon S, Hebert P, Fiebach NH, Eberlein KA et al.
Blood pressure, stroke, and coronary heart disease. Part 2, Short-term
reductions in blood pressure: overview of randomised drug trials in their
epidemiological context. Lancet 1990; 335:827–838.
250 Moser M, Hebert PR. Prevention of disease progression, left ventricular
hypertrophy and congestive heart failure in hypertension treatment trials. J
Am Coll Cardiol 1996; 27:1214–1218.
251 Mancia G, Grassi G. Considerations on current and future trials in
hypertension. Blood Press 1996; 5:327–332.
252 Prevention of stroke by antihypertensive drug treatment in older persons
with isolated systolic hypertension. Final results of the Systolic
Hypertension in the Elderly Program (SHEP). SHEP Cooperative Research
Group. JAMA 1991; 265:3255–3264.
253 Guidelines subcommittee 1999. World Health Organisation. International
Society of Hypertension. Guidelines for the management of hypertension. J
Hypertens 1999; 17:151–183.
254 D’Agostino RB, Belanger AJ, Kannel WB, Cruickshank JM. Relation of low
diastolic blood pressure to coronary heart disease death in presence of
myocardial infarction: the Framingham Study. BMJ 1991; 303:385–389.
255 Browner WS, Hulley SB. Effect of risk status on treatment criteria.
Implications of hypertension trials. Hypertension 1989; 13(Suppl 5):
I51–I56.

256 Flack JM, Neaton J, Grimm R Jr, Shih J, Cutler J, Ensrud K et al. Blood
pressure and mortality among men with prior myocardial infarction. Multiple
Risk Factor Intervention Trial Research Group. Circulation 1995;
92:2437–2445.
257 Cruickshank JM. Beta-blockers: primary and secondary prevention. J
Cardiovasc Pharmacol 1992; 20(Suppl 11):S55–S69.
258 Secondary prevention with verapamil after myocardial infarction. The Danish
Study Group on Verapamil in Myocardial Infarction. Am J Cardiol 1990;
66:33I–40I.
259 Fourth International Study of Infarct Survival: protocol for a large simple
study of the effects of oral mononitrate, of oral captopril, and of intravenous
magnesium. ISIS-4 collaborative group. Am J Cardiol 1991; 68:87D–100D.
260 Yusuf S, Sleight P, Pogue J, Bosch J, Davies R, Dagenais G. Effects of an
angiotensin-converting-enzyme inhibitor, ramipril, on cardiovascular events
in high-risk patients. The Heart Outcomes Prevention Evaluation Study
Investigators. N Engl J Med 2000; 342:145–153.
261 Brown MJ, Palmer CR, Castaigne A, de Leeuw PW, Mancia G, Rosenthal T
et al. Morbidity and mortality in patients randomised to double-blind
treatment with a long-acting calcium-channel blocker or diuretic in the
International Nifedipine GITS study: Intervention as a Goal in Hypertension
Treatment (INSIGHT). Lancet 2000; 356:366–372.
262 PROGRESS Collaboration group. Randomised trial of a perindopril-based
blood-pressure-lowering regimen among 6,105 individuals with previous
stroke or transient ischaemic attack. Lancet 2001; 358:1033–1041.
263 Polese A, De Cesare N, Montorsi P, Fabbiocchi F, Guazzi M, Loaldi A et al.
Upward shift of the lower range of coronary flow autoregulation in
hypertensive patients with hypertrophy of the left ventricle. Circulation
1991; 83:845–853.
264 Andersson OK, Almgren T, Persson B, Samuelsson O, Hedner T,
Wilhelmsen L. Survival in treated hypertension: follow up study after two
decades. BMJ 1998; 317:167–171.
265 Lewis EJ, Hunsicker LG, Clarke WR, Berl T, Pohl MA, Lewis JB et al.
Renoprotective effect of the angiotensin-receptor antagonist irbesartan in
patients with nephropathy due to type 2 diabetes. N Engl J Med 2001;
345:851–860.
266 Brenner BM, Cooper ME, de Zeeuw D, Keane WF, Mitch WE, Parving HH
et al. Effects of losartan on renal and cardiovascular outcomes in patients
with type 2 diabetes and nephropathy. N Engl J Med 2001; 345:861–869.
267 Parving HH, Lehnert H, Brochner-Mortensen J, Gomis R, Andersen S,
Arner P. The effect of irbesartan on the development of diabetic nephropathy in patients with type 2 diabetes. N Engl J Med 2001; 345:870–878.
268 Dahlof B, Devereux RB, Kjeldsen SE, Julius S, Beevers G, Faire U et al.
Cardiovascular morbidity and mortality in the Losartan Intervention For
Endpoint reduction in hypertension study (LIFE): a randomised trial against
atenolol. Lancet 2002; 359:995–1003.
269 Wing LM, Reid CM, Ryan P, Beilin LJ, Brown MA, Jennings GL et al. A
comparison of outcomes with angiotensin-converting–enzyme inhibitors
and diuretics for hypertension in the elderly. N Engl J Med 2003;
348:583–592.
270 Blood Pressure Lowering Treatment Trialists’ Collaboration. Effects of
different blood-pressure-lowering regimens on major cardiovascular events:
results of prospectively-designed overviews of randomised trials. Lancet
2003; 362:1527–1535.
271 Major outcomes in high-risk hypertensive patients randomized to
angiotensin-converting enzyme inhibitor or calcium channel blocker vs
diuretic: The Antihypertensive and Lipid-Lowering Treatment to Prevent
Heart Attack Trial (ALLHAT). JAMA 2002; 288:2981–2997.
272 Major outcomes in moderately hypercholesterolemic, hypertensive patients
randomized to pravastatin vs usual care: The Antihypertensive and LipidLowering Treatment to Prevent Heart Attack Trial (ALLHAT-LLT). JAMA
2002; 288:2998–3007.
273 The Scandinavian Simvastatin Survival Study Group. Randomised trial of
cholesterol lowering in 4444 patients with coronary heart disease: the
Scandinavian Simvastatin Survival Study (4S). Lancet 1994;
344:1383–1389.
274 MRC/BHF Heart Protection Study of cholesterol lowering with simvastatin
in 20,536 high-risk individuals: a randomised placebo-controlled trial.
Lancet 2002; 360:7–22.
275 Sever PS, Dahlof B, Poulter NR, Wedel H, Beevers G, Caulfield M et al.
Prevention of coronary and stroke events with atorvastatin in hypertensive
patients who have average or lower-than-average cholesterol concentrations, in the Anglo-Scandinavian Cardiac Outcomes Trial–Lipid Lowering
Arm (ASCOT-LLA): a multicentre randomised controlled trial. Lancet 2003;
361:1149–1158.
276 Hansson L, Zanchetti A, Carruthers SG, Dahlof B, Elmfeldt D, Julius S et
al. Effects of intensive blood-pressure lowering and low-dose aspirin in
patients with hypertension: principal results of the Hypertension Optimal
Treatment (HOT) randomised trial. HOT Study Group. Lancet 1998;
351:1755–1762.
277 Kjeldsen SE, Kolloch RE, Leonetti G, Mallion JM, Zanchetti A, Elmfeldt D et
al. Influence of gender and age on preventing cardiovascular disease by
antihypertensive treatment and acetylsalicylic acid. The HOT study.
Hypertension Optimal Treatment. J Hypertens 2000; 18:629–642.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

278 Ruilope LM, Salvetti A, Jamerson K, Hansson L, Warnold I, Wedel H et al.
Renal function and intensive lowering of blood pressure in hypertensive
participants of the hypertension optimal treatment (HOT) study. J Am Soc
Nephrol 2001; 12:218–225.
279 Lewis EJ, Hunsicker LG, Bain RP, Rohde RD. The effect of angiotensinconverting-enzyme inhibition on diabetic nephropathy. The Collaborative
Study Group. N Engl J Med 1993; 329:1456–1462.
280 Maschio G, Alberti D, Janin G, Locatelli F, Mann JF, Motolese M et al. Effect
of the angiotensin-converting-enzyme inhibitor benazepril on the progression of chronic renal insufficiency. The Angiotensin-Converting-Enzyme
Inhibition in Progressive Renal Insufficiency Study Group. N Engl J Med
1996; 334:939–945.
281 Bakris GL, Mangrum A, Copley JB, Vicknair N, Sadler R. Effect of calcium
channel or beta-blockade on the progression of diabetic nephropathy in
African Americans. Hypertension 1997; 29:744–750.
282 Arauz-Pacheco C, Parrott MA, Raskin P. The treatment of hypertension in
adult patients with diabetes. Diabetes Care 2002; 25:134–147.
283 American Diabetes Association. Diabetic nephropathy. Diabetes Care
2002; 25(Suppl 1):s85–s89.
284 Lazarus JM, Bourgoignie JJ, Buckalew VM, Greene T, Levey AS, Milas NC
et al. Achievement and safety of a low blood pressure goal in chronic renal
disease. The Modification of Diet in Renal Disease Study Group.
Hypertension 1997; 29:641–650.
285 Klag MJ, Whelton PK, Randall BL, Neaton JD, Brancati FL, Stamler J. Endstage renal disease in African-American and white men. 16-year MRFIT
findings. JAMA 1997; 277:1293–1298.
286 Mancia G, Ferrari A, Gregorini L, Parati G, Pomidossi G, Bertinieri G et al.
Blood pressure and heart rate variabilities in normotensive and hypertensive
human beings. Circ Res 1983; 53:96–104.
287 The Australian therapeutic trial in mild hypertension. Report by the
Management Committee. Lancet 1980; 1:1261–1267.
288 O’Brien E, Petrie J, Littler W, de Swiet M, Padfield PL, O’Malley K et al. The
British Hypertension Society protocol for the evaluation of automated and
semi-automated blood pressure measuring devices with special reference
to ambulatory systems. J Hypertens 1990; 8:607–619.
289 O’Brien E, Asnar R, Beilin L, Imay Y, Mancia G, Mengden T et al. European
Society of Hypertension recommendations for conventional, ambulatory and
home blood pressure measurements. J Hypertens 2003; 21:821–848.
290 Nesselroad JM, Flacco VA, Phillips DM, Kruse J. Accuracy of automated
finger blood pressure devices. Fam Med 1996; 28:189–192.
291 Mancia G, di Rienzo M, Parati G. Ambulatory blood pressure monitoring use in
hypertension research and clinical practice. Hypertension 1993; 21:510–524.
292 Pickering TG, James GD, Boddie C, Harshfield GA, Blank S, Laragh JH.
How common is white coat hypertension? JAMA 1988; 259:225–228.
293 Sega R, Trocino G, Lanzarotti A, Carugo S, Cesana G, Schiavina R et al.
Alterations of cardiac structure in patients with isolated office, ambulatory,
or home hypertension: Data from the general population (Pressione
Arteriose Monitorate E Loro Associazioni [PAMELA] Study). Circulation
2001; 104:1385–1392.
294 Mancia G, Bertinieri G, Grassi G, Parati G, Pomidossi G, Ferrari A et al.
Effects of blood-pressure measurement by the doctor on patient’s blood
pressure and heart rate. Lancet 1983; 2:695–698.
295 Mancia G, Parati G, Pomidossi G, Grassi G, Casadei R, Zanchetti A.
Alerting reaction and rise in blood pressure during measurement by
physician and nurse. Hypertension 1987; 9:209–215.
296 Mancia G, Sega R, Bravi C, De Vito G, Valagussa F, Cesana G et al.
Ambulatory blood pressure normality: results from the PAMELA study. J
Hypertens 1995; 13:1377–1390.
297 Staessen JA, Fagard RH, Lijnen PJ, Thijs L, Van Hoof R, Amery AK. Mean
and range of the ambulatory pressure in normotensive subjects from a
meta-analysis of 23 studies. Am J Cardiol 1991; 67:723–727.
298 Pickering TG, Coats A, Mallion JM, Mancia G, Verdecchia P. Blood
Pressure Monitoring. Task force V: White-coat hypertension. Blood Press
Monit 1999; 4:333–341.
299 Mancia G, Zanchetti A. White-coat hypertension: misnomers, misconceptions
and misunderstandings. What should we do next? J Hypertens 1996;
14:1049–1052.
300 McCall M, Elmfeldt D, Vedin A, Wilhelmsson C, Wedel H, Wilhelmsen L.
Influence of a myocardial infarction on blood pressure and serum
cholesterol. Acta Med Scand 1979; 206:477–481.
301 Neaton JD, Blackburn H, Jacobs D, Kuller L, Lee DJ, Sherwin R et al.
Serum cholesterol level and mortality findings for men screened in the
Multiple Risk Factor Intervention Trial. Multiple Risk Factor Intervention Trial
Research Group. Arch Intern Med 1992; 152:1490–1500.
302 Smith GD, Shipley MJ, Marmot MG, Rose G. Plasma cholesterol
concentration and mortality. The Whitehall Study. JAMA 1992; 267:70–76.
303 Pedersen TR, Olsson AG, Faergeman O, Kjekshus J, Wedel H, Berg K et
al. Lipoprotein changes and reduction in the incidence of major coronary
heart disease events in the Scandinavian Simvastatin Survival Study (4S).
Circulation 1998; 97:1453–1460.
304 Simes RJ, Marschner IC, Hunt D, Colquhoun D, Sullivan D, Stewart RA et
al. Relationship between lipid levels and clinical outcomes in the Long-term
Intervention with Pravastatin in Ischemic Disease (LIPID) Trial: to what

S69

extent is the reduction in coronary events with pravastatin explained by onstudy lipid levels? Circulation 2002; 105:1162–1169.
305 Clarke R, Lewington S, Youngman L, Sherliker P, Peto R, Collins R.
Underestimation of the importance of blood pressure and cholesterol for
coronary heart disease mortality in old age. Eur Heart J 2002;
23:286–293.
306 Neaton JD, Wentworth D. Serum cholesterol, blood pressure, cigarette
smoking, and death from coronary heart disease. Overall findings and
differences by age for 316,099 white men. Multiple Risk Factor Intervention
Trial Research Group. Arch Intern Med 1992; 152:56–64.
307 Austin MA, King MC, Vranizan KM, Krauss RM. Atherogenic lipoprotein
phenotype. A proposed genetic marker for coronary heart disease risk.
Circulation 1990; 82:495–506.
308 Mykkanen L, Kuusisto J, Haffner SM, Laakso M, Austin MA. LDL size and
risk of coronary heart disease in elderly men and women. Arterioscler
Thromb Vasc Biol 1999; 19:2742–2748.
309 Hulley SB, Rosenman RH, Bawol RD, Brand RJ. Epidemiology as a guide
to clinical decisions. The association between triglyceride and coronary
heart disease. N Engl J Med 1980; 302:1383–1389.
310 Hokanson JE, Austin MA. Plasma triglyceride level is a risk factor for
cardiovascular disease independent of high-density lipoprotein cholesterol
level: a meta-analysis of population-based prospective studies. J
Cardiovasc Risk 1996; 3:213–219.
311 Jeppesen J, Hein HO, Suadicani P, Gyntelberg F. Triglyceride concentration
and ischemic heart disease: an eight-year follow-up in the Copenhagen
Male Study. Circulation 1998; 97:1029–1036.
312 Abbott RD, Wilson PW, Kannel WB, Castelli WP. High density lipoprotein
cholesterol, total cholesterol screening, and myocardial infarction. The
Framingham Study. Arteriosclerosis 1988; 8:207–211.
313 Assmann G, Cullen P, Schulte H. The Munster Heart Study (PROCAM).
Results of follow-up at 8 years. Eur Heart J 1998; 19(Suppl A):A2–11.
314 Kesteloot H, Huang DX, Yang XS, Claes J, Rosseneu M, Geboers J et al.
Serum lipids in the People’s Republic of China. Comparison of Western
and Eastern populations. Arteriosclerosis 1985; 5:427–433.
315 Knuiman JT, West CE, Katan MB, Hautvast JG. Total cholesterol and high
density lipoprotein cholesterol levels in populations differing in fat and
carbohydrate intake. Arteriosclerosis 1987; 7:612–619.
316 Badimon JJ, Badimon L, Fuster V. Regression of atherosclerotic lesions by
high density lipoprotein plasma fraction in the cholesterol-fed rabbit. J Clin
Invest 1990; 85:1234–1241.
317 Paszty C, Maeda N, Verstuyft J, Rubin EM. Apolipoprotein AI transgene
corrects apolipoprotein E deficiency-induced atherosclerosis in mice. J Clin
Invest 1994; 94:899–903.
318 Clay MA, Pyle DH, Rye KA, Vadas MA, Gamble JR, Barter PJ. Time
sequence of the inhibition of endothelial adhesion molecule expression by
reconstituted high density lipoproteins. Atherosclerosis 2001; 157:23–29.
319 Jolley CD, Woollett LA, Turley SD, Dietschy JM. Centripetal cholesterol flux
to the liver is dictated by events in the peripheral organs and not by the
plasma high density lipoprotein or apolipoprotein A-I concentration. J Lipid
Res 1998; 39:2143–2149.
320 Danesh J, Collins R, Peto R. Lipoprotein(a) and coronary heart disease.
Meta-analysis of prospective studies. Circulation 2000; 102:1082–1085.
321 Sniderman AD, Lamarche B, Tilley J, Seccombe D, Frohlich J.
Hypertriglyceridemic hyperapoB in type 2 diabetes. Diabetes Care 2002;
25:579–582.
322 Walldius G, Jungner I, Holme I, Aastveit AH, Kolar W, Steiner E. High
apolipoprotein B, low apolipoprotein A-I, and improvement in the prediction
of fatal myocardial infarction (AMORIS study): a prospective study. Lancet
2001; 358:2026–2033.
323 Friedewald WT, Levy RI, Fredrickson DS. Estimation of the concentration of
low-density lipoprotein cholesterol in plasma, without use of the preparative
ultracentrifuge. Clin Chem 1972; 18:499–502.
324 Frost PH, Havel RJ. Rationale for use of non-high-density lipoprotein
cholesterol rather than low-density lipoprotein cholesterol as a tool for
lipoprotein cholesterol screening and assessment of risk and therapy. Am J
Cardiol 1998; 81:26B–31B.
325 Executive Summary of The Third Report of The National Cholesterol
Education Program (NCEP) Expert Panel on Detection, Evaluation, And
Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel III).
JAMA 2001; 285:2486–2497.
326 Law MR, Wald NJ, Thompson SG. By how much and how quickly does
reduction in serum cholesterol concentration lower risk of ischaemic heart
disease? BMJ 1994; 308:367–372.
327 Pekka P, Pirjo P, Ulla U. Influencing public nutrition for non-communicable
disease prevention: from community intervention to national
programme–experiences from Finland. Public Health Nutr 2002;
5:245–251.
328 Muldoon MF, Manuck SB, Matthews KA. Lowering cholesterol concentrations and mortality: a quantitative review of primary prevention trials. BMJ
1990; 301:309–314.
329 Holme I. An analysis of randomized trials evaluating the effect of cholesterol
reduction on total mortality and coronary heart disease incidence.
Circulation 1990; 82:1916–1924.

S70

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

330 Ravnskov U. Cholesterol lowering trials in coronary heart disease:
frequency of citation and outcome. BMJ 1992; 305:15–19.
331 Antman EM, Lau J, Kupelnick B, Mosteller F, Chalmers TC. A comparison of
results of meta-analyses of randomized control trials and recommendations
of clinical experts. Treatments for myocardial infarction. JAMA 1992;
268:240–248.
332 Smith GD, Song F, Sheldon TA. Cholesterol lowering and mortality: the
importance of considering initial level of risk. BMJ 1993; 306:1367–1373.
333 Superko HR, Krauss RM. Coronary artery disease regression. Convincing
evidence for the benefit of aggressive lipoprotein management. Circulation
1994; 90:1056–1069.
334 Gould AL, Rossouw JE, Santanello NC, Heyse JF, Furberg CD. Cholesterol
reduction yields clinical benefit. A new look at old data. Circulation 1995;
91:2274–2282.
335 Vos J, de Feyter PJ, Simoons ML, Tijssen JG, Deckers JW. Retardation and
arrest of progression or regression of coronary artery disease: a review.
Progr Cardiovasc Dis 1993; 35:435–454
336 Bucher HC, Griffith LE, Guyatt GH. Systematic review on the risk and
benefit of different cholesterol-lowering interventions. Arterioscler Thromb
Vasc Biol 1999; 19:187–195.
337 Shepherd J, Cobbe SM, Ford I, Isles CG, Lorimer AR, MacFarlane PW et
al. Prevention of coronary heart disease with pravastatin in men with
hypercholesterolemia. West of Scotland Coronary Prevention Study Group.
N Engl J Med 1995; 333:1301–1307.
338 Lewis SJ, Moye LA, Sacks FM, Johnstone DE, Timmis G, Mitchell J et al.
Effect of pravastatin on cardiovascular events in older patients with
myocardial infarction and cholesterol levels in the average range. Results of
the Cholesterol and Recurrent Events (CARE) trial. Ann Intern Med 1998;
129:681–689.
339 Downs JR, Clearfield M, Weis S, Whitney E, Shapiro DR, Beere PA et al.
Primary prevention of acute coronary events with lovastatin in men and women
with average cholesterol levels: results of AFCAPS/TexCAPS. Air Force/Texas
Coronary Atherosclerosis Prevention Study. JAMA 1998; 279:1615–1622.
340 Prevention of cardiovascular events and death with pravastatin in patients
with coronary heart disease and a broad range of initial cholesterol levels.
The Long-Term Intervention with Pravastatin in Ischaemic Disease (LIPID)
Study Group. N Engl J Med 1998; 339:1349–1357.
341 Cholesterol, diastolic blood pressure, and stroke: 13,000 strokes in
450,000 people in 45 prospective cohorts. Prospective studies collaboration. Lancet 1995; 346:1647–1653.
342 Atkins D, Psaty BM, Koepsell TD, Longstreth WT Jr, Larson EB.
Cholesterol reduction and the risk for stroke in men. A meta-analysis of
randomized, controlled trials. Ann Intern Med 1993; 119:136–145.
343 Sacks FM, Pfeffer MA, Moye LA, Rouleau JL, Rutherford JD, Cole TG et al.
The effect of pravastatin on coronary events after myocardial infarction in
patients with average cholesterol levels. Cholesterol and Recurrent Events
Trial investigators. N Engl J Med 1996; 335:1001–1009.
344 Hebert PR, Gaziano JM, Chan KS, Hennekens CH. Cholesterol lowering
with statin drugs, risk of stroke, and total mortality. An overview of
randomized trials. JAMA 1997; 278:313–321.
345 Crouse JR, III, Byington RP, Hoen HM, Furberg CD. Reductase inhibitor
monotherapy and stroke prevention. Arch Intern Med 1997;
157:1305–1310.
346 Bucher HC, Griffith LE, Guyatt GH. Effect of HMGcoA reductase inhibitors
on stroke. A meta-analysis of randomized, controlled trials. Ann Intern Med
1998; 128:89–95.
347 Shepherd J, Blauw GJ, Murphy MB, Bollen EL, Buckley BM, Cobbe SM et
al. Pravastatin in elderly individuals at risk of vascular disease (PROSPER):
a randomised controlled trial. Lancet 2002; 360:1623–1630.
348 LaRosa JC, He J, Vupputuri S. Effect of statins on risk of coronary disease:
a meta-analysis of randomized controlled trials. JAMA 1999;
282:2340–2346.
349 Jacobs D, Blackburn H, Higgins M, Reed D, Iso H, McMillan G et al.
Report of the Conference on Low Blood Cholesterol: Mortality
Associations. Circulation 1992; 86:1046–1060
350 Pyorala K, Pedersen TR, Kjekshus J, Faergeman O, Olsson AG,
Thorgeirsson G. Cholesterol lowering with simvastatin improves prognosis
of diabetic patients with coronary heart disease. A subgroup analysis of the
Scandinavian Simvastatin Survival Study (4S). Diabetes Care 1997;
20:614–620.
351 A co-operative trial in the primary prevention of ischaemic heart disease
using clofibrate. Report from the Committee of Principal Investigators. Br
Heart J 1978; 40:1069–1118.
352 Pedersen TR, Wilhelmsen L, Faergeman O, Strandberg TE, Thorgeirsson
G, Troedsson L et al. Follow-up study of patients randomized in the
Scandinavian simvastatin survival study (4S) of cholesterol lowering. Am J
Cardiol 2000; 86:257–262.
353 Pyorala K, Laakso M, Uusitupa M. Diabetes and atherosclerosis: an
epidemiologic view. Diabetes Metab Rev 1987; 3:463–524.
354 Krolewski AS, Kosinski EJ, Warram JH, Leland OS, Busick EJ, Asmal AC et
al. Magnitude and determinants of coronary artery disease in juvenile-onset,
insulin-dependent diabetes mellitus. Am J Cardiol 1987; 59:750–755.
355 Yudkin JS, Blauth C, Drury P, Fuller J, Henley J, Lancaster T et al.
Prevention and management of cardiovascular disease in patients with

diabetes mellitus: an evidence base. Diabet Med 1996; 13(Suppl 4):
S101–S121.
356 Laakso M, Lehto S. Epidemiology of macrovascular diseases in diabetes.
Diabetes Rev 1997; 5:294–315.
357 Haffner SM, Miettinen H. Insulin resistance implications for type II diabetes
mellitus and coronary heart disease. Am J Med 1997; 103:152–162.
358 Glucose tolerance and mortality: comparison of WHO and American
Diabetes Association diagnostic criteria. The DECODE study group.
European Diabetes Epidemiology Group. Diabetes Epidemiology:
Collaborative analysis Of Diagnostic criteria in Europe. Lancet 1999;
354:617–621.
359 Khaw KT, Wareham N, Luben R, Bingham S, Oakes S, Welch A et al.
Glycated haemoglobin, diabetes, and mortality in men in Norfolk cohort of
european prospective investigation of cancer and nutrition (EPIC-Norfolk).
BMJ 2001; 322:15–18.
360 World Health Organisation. Definition, diagnosis and classification of
diabetes mellitus and its complications. Report of a WHO consultation.
Part 1: diagnosis and classification of diabetes mellitus.
WHO/NCD/NCS/99.2. Geneva: World Health Organisation; 1999.
361 Turner RC, Cull CA, Frighi V, Holman RR. Glycemic control with diet,
sulfonylurea, metformin, or insulin in patients with type 2 diabetes mellitus:
progressive requirement for multiple therapies (UKPDS 49). UK
Prospective Diabetes Study (UKPDS) Group. JAMA 1999;
281:2005–2012.
362 King H, Aubert RE, Herman WH. Global burden of diabetes, 1995–2025:
prevalence, numerical estimates, and projections. Diabetes Care 1998;
21:1414–1431.
363 Laakso M. Insulin resistance and coronary heart disease. Curr Opin Lipidol
1996; 7:217–226.
364 Borch-Johnsen K, Kreiner S. Proteinuria: value as predictor of cardiovascular mortality in insulin dependent diabetes mellitus. Br Med J (Clin Res Ed)
1987; 294:1651–1654.
365 Haffner SM, Lehto S, Ronnemaa T, Pyorala K, Laakso M. Mortality from
coronary heart disease in subjects with type 2 diabetes and in nondiabetic
subjects with and without prior myocardial infarction. N Engl J Med 1998;
339:229–234.
366 Evans JM, Wang J, Morris AD. Comparison of cardiovascular risk between
patients with type 2 diabetes and those who had had a myocardial
infarction: cross sectional and cohort studies. BMJ 2002; 324:939–942.
367 Orchard TJ, Forrest KY, Kuller LH, Becker DJ. Lipid and blood pressure
treatment goals for type 1 diabetes: 10-year incidence data from the
Pittsburgh Epidemiology of Diabetes Complications Study. Diabetes Care
2001; 24:1053–1059.
368 Adlerberth AM, Rosengren A, Wilhelmsen L. Diabetes and long-term risk of
mortality from coronary and other causes in middle-aged Swedish men. A
general population study. Diabetes Care 1998; 21:539–545.
369 Intensive blood-glucose control with sulphonylureas or insulin compared
with conventional treatment and risk of complications in patients with type
2 diabetes (UKPDS 33). UK Prospective Diabetes Study (UKPDS) Group.
Lancet 1998; 352:837–853.
370 UK Prospective Diabetes Study (UKPDS) Group. Effect of intensive
blood–glucose control with metformin on complications in overweight
patients with type 2 diabetes (UKPDS 34). Lancet 1998; 352:854–865.
371 Stratton IM, Adler AI, Neil HA, Matthews DR, Manley SE, Cull CA et al.
Association of glycaemia with macrovascular and microvascular complications of type 2 diabetes (UKPDS 35): prospective observational study.
BMJ 2000; 321:405–412.
372 Ohkubo Y, Kishikawa H, Araki E, Miyata T, Isami S, Motoyoshi S et al.
Intensive insulin therapy prevents the progression of diabetic microvascular
complications in Japanese patients with non-insulin-dependent diabetes
mellitus: a randomized prospective 6-year study. Diabetes Res Clin Pract
1995; 28:103–117.
373 UK Prospective Diabetes Study Group. Tight blood pressure control and
risk of macrovascular and microvascular complications in type 2 diabetes:
UKPDS 38. BMJ 1998; 317:703–713.
374 Curb JD, Pressel SL, Cutler JA, Savage PJ, Applegate WB, Black H et al.
Effect of diuretic-based antihypertensive treatment on cardiovascular
disease risk in older diabetic patients with isolated systolic hypertension.
Systolic Hypertension in the Elderly Program Cooperative Research Group.
JAMA 1996; 276:1886–1892.
375 Tuomilehto J, Rastenyte D, Birkenhager WH, Thijs L, Antikainen R, Bulpitt
CJ et al. Effects of calcium-channel blockade in older patients with
diabetes and systolic hypertension. Systolic Hypertension in Europe Trial
Investigators. N Engl J Med 1999; 340:677–684.
376 Fuller J, Stevens L, Chatuverdi N, Holloway J. Anti-hypertensive therapy in
diabetes mellitus. Cochrane Review; 1997.
377 Frick MH, Elo O, Haapa K, Heinonen OP, Heinsalmi P, Helo P et al.
Helsinki Heart Study: primary-prevention trial with gemfibrozil in middleaged men with dyslipidemia. Safety of treatment, changes in risk factors,
and incidence of coronary heart disease. N Engl J Med 1987;
317:1237–1245.
378 Rubins HB, Robins SJ, Collins D, Fye CL, Anderson JW, Elam MB et al.
Gemfibrozil for the secondary prevention of coronary heart disease in men
with low levels of high-density lipoprotein cholesterol. Veterans Affairs High-

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

Density Lipoprotein Cholesterol Intervention Trial Study Group. N Engl J
Med 1999; 341:410–418.
379 Antiplatelet Trialists’ Collaboration. Collaborative overview of randomised
trials of antiplatelet therapy–I: Prevention of death, myocardial infarction,
and stroke by prolonged antiplatelet therapy in various categories of
patients. BMJ 1994; 308:81–106.
380 Collaborative meta-analysis of randomised trials of antiplatelet therapy for
prevention of death, myocardial infarction, and stroke in high risk patients.
BMJ 2002; 324:71–86.
381 Chew EY, Klein ML, Murphy RP, Remaley NA, Ferris FL, III. Effects of
aspirin on vitreous/preretinal hemorrhage in patients with diabetes mellitus.
Early Treatment Diabetic Retinopathy Study report no. 20. Arch Ophthalmol
1995; 113:52–55.
382 Gaede P, Vedel P, Parving HH, Pedersen O. Intensified multifactorial
intervention in patients with type 2 diabetes mellitus and microalbuminuria:
the Steno type 2 randomised study. Lancet 1999; 353:617–622.
383 Gaede P, Vedel P, Larsen N, Jensen G, Parving HH, Pedersen O. The
Steno-2 study: intensified multifactorial intervention reduces the risk of
cardiovascular disease in patients with type 2 diabetes and microalbuminuria. Diabetologia 2002; 45:181.
384 Lauritzen T, Griffin S, Borch-Johnsen K, Wareham NJ, Wolffenbuttel BH,
Rutten G. The ADDITION study: proposed trial of the cost-effectiveness of
an intensive multifactorial intervention on morbidity and mortality among
people with Type 2 diabetes detected by screening. Int J Obes Relat
Metab Disord 2000; 24(Suppl 3):S6–11.
385 Reaven GM. Banting lecture 1988. Role of insulin resistance in human
disease. Diabetes 1988; 37:1595–1607.
386 Liese AD, Mayer-Davis EJ, Haffner SM. Development of the multiple metabolic
syndrome: an epidemiologic perspective. Epidemiol Rev 1998; 20:157–172.
387 Laws A, Reaven GM. Insulin resistance and risk factors for coronary heart
disease. Baillieres Clin Endocrinol Metab 1993; 7:1063–1078.
388 Report of a WHO Consultation. Definition, diagnosis and classification of
diabetes mellitus and its complications. Part 1: diagnosis and classification of diabetes mellitus. WHO/NCD/NCS/99.2. Geneva: World Health
Organisation; 1999.
389 Laaksonen DE, Lakka HM, Niskanen LK, Kaplan GA, Salonen JT, Lakka TA.
Metabolic syndrome and development of diabetes mellitus: application and
validation of recently suggested definitions of the metabolic syndrome in a
prospective cohort study. Am J Epidemiol 2002; 156:1070–1077.
390 Lakka HM, Laaksonen DE, Lakka TA, Niskanen LK, Kumpusalo E,
Tuomilehto J et al. The metabolic syndrome and total and cardiovascular
disease mortality in middle-aged men. JAMA 2002; 288:2709–2716.
391 Homocysteine Studies Collaboration. Homocysteine and risk of ischemic
heart disease and stroke: a meta-analysis. JAMA 2002; 288:2015–2022.
392 Boushey CJ, Beresford SA, Omenn GS, Motulsky AG. A quantitative
assessment of plasma homocysteine as a risk factor for vascular disease.
Probable benefits of increasing folic acid intakes. JAMA 1995;
274:1049–1057.
393 O’Callaghan P, Meleady R, Fitzgerald T, Graham I. Smoking and plasma
homocysteine. Eur Heart J 2002; 23:1580–1586.
394 Selhub J, Jacques PF, Rosenberg IH, Rogers G, Bowman BA, Gunter EW
et al. Serum total homocysteine concentrations in the third National Health
and Nutrition Examination Survey (1991–1994): population reference
ranges and contribution of vitamin status to high serum concentrations.
Ann Intern Med 1999; 131:331–339.
395 Nygard O, Vollset SE, Refsum H, Stensvold I, Tverdal A, Nordrehaug JE et
al. Total plasma homocysteine and cardiovascular risk profile. The
Hordaland Homocysteine Study. JAMA 1995; 274:1526–1533.
396 Nygard O, Refsum H, Ueland PM, Vollset SE. Major lifestyle determinants
of plasma total homocysteine distribution: the Hordaland Homocysteine
Study. Am J Clin Nutr 1998; 67:263–270.
397 Jacques PF, Bostom AG, Wilson PW, Rich S, Rosenberg IH, Selhub J.
Determinants of plasma total homocysteine concentration in the
Framingham Offspring cohort. Am J Clin Nutr 2001; 73:613–621.
398 Frosst P, Blom HJ, Milos R, Goyette P, Sheppard CA, Matthews RG et al.
A candidate genetic risk factor for vascular disease: a common mutation in
methylenetetrahydrofolate reductase. Nat Genet 1995; 10:111–113.
399 Jacques PF, Bostom AG, Williams RR, Ellison RC, Eckfeldt JH, Rosenberg
IH et al. Relation between folate status, a common mutation in methylenetetrahydrofolate reductase, and plasma homocysteine concentrations.
Circulation 1996; 93:7–9.
400 Klerk M, Verhoef P, Clarke R, Blom HJ, Kok FJ, Schouten EG. MTHFR
677C→T polymorphism and risk of coronary heart disease: a meta-analysis.
JAMA 2002; 288:2023–2031.
401 Ridker PM, Glynn RJ, Hennekens CH. C-reactive protein adds to the
predictive value of total and HDL cholesterol in determining risk of first
myocardial infarction. Circulation 1998; 97:2007–2011.
402 Ridker PM, Rifai N, Rose L, Buring JE, Cook NR. Comparison of C-reactive
protein and low-density lipoprotein cholesterol levels in the prediction of
first cardiovascular events. N Engl J Med 2002; 347:1557–1565.
403 Ridker PM, Rifai N, Clearfield M, Downs JR, Weis SE, Miles JS et al.
Measurement of C-reactive protein for the targeting of statin therapy in the
primary prevention of acute coronary events. N Engl J Med 2001;
344:1959–1965.

S71

404 Mosca L. C-reactive protein – to screen or not to screen? N Engl J Med
2002; 347:1615–1617.
405 Danesh J, Collins R, Appleby P, Peto R. Association of fibrinogen, Creactive protein, albumin, or leukocyte count with coronary heart disease:
meta-analyses of prospective studies. JAMA 1998; 279:1477–1482.
406 Danesh J, Collins R, Peto R. Chronic infections and coronary heart disease:
is there a link? Lancet 1997; 350:430–436.
407 Burke AP, Farb A, Malcom GT, Liang YH, Smialek J, Virmani R. Coronary
risk factors and plaque morphology in men with coronary disease who died
suddenly. N Engl J Med 1997; 336:1276–1282.
408 Theroux P, Fuster V. Acute coronary syndromes: unstable angina and nonQ-wave myocardial infarction. Circulation 1998; 97:1195–1206.
409 MacCallum PK, Meade TW. Haemostatic function, arterial disease and the
prevention of arterial thrombosis. Baillieres Best Pract Res Clin Haematol
1999; 12:577–599.
410 Danesh J, Collins R, Peto R, Lowe GD. Haematocrit, viscosity, erythrocyte
sedimentation rate: meta-analyses of prospective studies of coronary heart
disease. Eur Heart J 2000; 21:515–520.
411 Rumley A, Lowe GD, Sweetnam PM, Yarnell JW, Ford RP. Factor VIII, von
Willebrand factor and the risk of major ischaemic heart disease in the
Caerphilly Heart Study. Br J Haematol 1999; 105:110–116.
412 Whincup PH, Danesh J, Walker M, Lennon L, Thomson A, Appleby P et al.
von Willebrand factor and coronary heart disease: prospective study and
meta-analysis. Eur Heart J 2002; 23:1764–1770.
413 Lowe GD, Yarnell JW, Sweetnam PM, Rumley A, Thomas HF, Elwood PC.
Fibrin D-dimer, tissue plasminogen activator, plasminogen activator inhibitor,
and the risk of major ischaemic heart disease in the Caerphilly Study.
Thromb Haemost 1998; 79:129–133.
414 Danesh J, Whincup P, Walker M, Lennon L, Thomson A, Appleby P et al.
Fibrin D-dimer and coronary heart disease: prospective study and metaanalysis. Circulation 2001; 103:2323–2327.
415 Meade TW, Mellows S, Brozovic M, Miller GJ, Chakrabarti RR, North WR
et al. Haemostatic function and ischaemic heart disease: principal results of
the Northwick Park Heart Study. Lancet 1986; 2:533–537.
416 Junker R, Heinrich J, Schulte H, van de LJ, Assmann G. Coagulation factor
VII and the risk of coronary heart disease in healthy men. Arterioscler
Thromb Vasc Biol 1997; 17:1539–1544.
417 Folsom AR, Aleksic N, Park E, Salomaa V, Juneja H, Wu KK. Prospective
study of fibrinolytic factors and incident coronary heart disease: the
Atherosclerosis Risk in Communities (ARIC) Study. Arterioscler Thromb
Vasc Biol 2001; 21:611–617.
418 Salomaa V, Rasi V, Kulathinal S, Vahtera E, Jauhiainen M, Ehnholm C et al.
Hemostatic factors as predictors of coronary events and total mortality: The
FINRISK ’92 Hemostasis Study. Arterioscler Thromb Vasc Biol 2002;
22:353–358.
419 Meade TW, Vickers MV, Thompson SG, Stirling Y, Haines AP, Miller GJ.
Epidemiological characteristics of platelet aggregability. Br Med J (Clin
Res Ed) 1985; 290:428–432.
420 Elwood PC, Beswick A, Pickering J, McCarron P, O’Brien JR, Renaud SR
et al. Platelet tests in the prediction of myocardial infarction and ischaemic
stroke: evidence from the Caerphilly Prospective Study. Br J Haematol
2001; 113:514–520.
421 Folsom AR, Wu KK, Rosamond WD, Sharrett AR, Chambless LE.
Prospective study of hemostatic factors and incidence of coronary heart
disease: the Atherosclerosis Risk in Communities (ARIC) Study.
Circulation 1997; 96:1102–1108.
422 Yarnell JW, Baker IA, Sweetnam PM, Bainton D, O’Brien JR, Whitehead PJ
et al. Fibrinogen, viscosity, and white blood cell count are major risk factors
for ischemic heart disease. The Caerphilly and Speedwell collaborative
heart disease studies. Circulation 1991; 83:836–844.
423 Cooper JA, Miller GJ, Bauer KA, Morrissey JH, Meade TW, Howarth DJ et
al. Comparison of novel hemostatic factors and conventional risk factors for
prediction of coronary heart disease. Circulation 2000; 102:2816–2822.
424 Wood D. Established and emerging cardiovascular risk factors. Am Heart J
2001; 141(Suppl 2):S49–S57.
425 Assmann G, Cullen P, Jossa F, Lewis B, Mancini M. Coronary heart
disease: reducing the risk — the scientific background to primary and
secondary prevention of coronary heart disease. A worldwide view.
International Task force for the Prevention of Coronary Heart disease.
Arterioscler Thromb Vasc Biol 1999; 19:1819–1824.
426 Scarabin PY, Arveiler D, Amouyel P, Santos CD, Evans A, Luc G et al.
Plasma fibrinogen explains much of the difference in risk of coronary heart
disease between France and Northern Ireland. The PRIME study.
Atherosclerosis 2003; 166:103–109.
427 Yarnell JW, Sweetnam PM, Rumley A, Lowe GD. Lifestyle and hemostatic
risk factors for ischemic heart disease: the Caerphilly Study. Arterioscler
Thromb Vasc Biol 2000; 20:271–279.
428 Lee AJ, Fowkes GR, Lowe GD, Rumley A. Determinants of fibrin D-dimer in
the Edinburgh Artery Study. Arterioscler Thromb Vasc Biol 1995;
15:1094–1097.
429 Yarnell JW, Sweetnam PM, Rogers S, Elwood PC, Bainton D, Baker IA et
al. Some long term effects of smoking on the haemostatic system: a report
from the Caerphilly and Speedwell Collaborative Surveys. J Clin Pathol
1987; 40:909–913.

S72

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

430 Lowe GD, Yarnell JW, Rumley A, Bainton D, Sweetnam PM. C-reactive
protein, fibrin D-dimer, and incident ischemic heart disease in the
Speedwell study: are inflammation and fibrin turnover linked in pathogenesis? Arterioscler Thromb Vasc Biol 2001; 21:603–610.
431 Marenberg ME, Risch N, Berkman LF, Floderus B, de Faire U. Genetic
susceptibility to death from coronary heart disease in a study of twins. N
Engl J Med 1994; 330:1041–1046.
432 Beekman M, Heijmans BT, Martin NG, Pedersen NL, Whitfield JB, DeFaire
U et al. Heritabilities of apolipoprotein and lipid levels in three countries.
Twin Res 2002; 5:87–97.
433 Pankow JS, Folsom AR, Cushman M, Borecki IB, Hopkins PN, Eckfeldt JH
et al. Familial and genetic determinants of systemic markers of inflammation: the NHLBI family heart study. Atherosclerosis 2001; 154:681–689.
434 Ariens RA, de Lange M, Snieder H, Boothby M, Spector TD, Grant PJ.
Activation markers of coagulation and fibrinolysis in twins: heritability of the
prethrombotic state. Lancet 2002; 359:667–671.
435 Austin MA, Sandholzer C, Selby JV, Newman B, Krauss RM, Utermann G.
Lipoprotein(a) in women twins: heritability and relationship to apolipoprotein(a) phenotypes. Am J Hum Genet 1992; 51:829–840.
436 Boerwinkle E, Leffert CC, Lin J, Lackner C, Chiesa G, Hobbs HH.
Apolipoprotein(a) gene accounts for greater than 90% of the variation in
plasma lipoprotein(a) concentrations. J Clin Invest 1992; 90:52–60.
437 Broeckel U, Hengstenberg C, Mayer B, Holmer S, Martin LJ, Comuzzie AG
et al. A comprehensive linkage analysis for myocardial infarction and its
related risk factors. Nat Genet 2002; 30:210–214.
438 Thorisson GA, Stein LD. The SNP Consortium website: past, present and
future. Nucleic Acids Res 2003; 31:124–127.
439 Wright AF, Carothers AD, Pirastu M. Population choice in mapping genes
for complex diseases. Nat Genet 1999; 23:397–404.
440 Ioannidis JP, Ntzani EE, Trikalinos TA, Contopoulos-Ioannidis DG. Replication
validity of genetic association studies. Nat Genet 2001; 29:306–309.
441 Wilson PW, Schaefer EJ, Larson MG, Ordovas JM. Apolipoprotein E alleles
and risk of coronary disease. A meta-analysis. Arterioscler Thromb Vasc
Biol 1996; 16:1250–1255.
442 Lohmueller KE, Pearce CL, Pike M, Lander ES, Hirschhorn JN. Metaanalysis of genetic association studies supports a contribution of common
variants to susceptibility to common disease. Nat Genet 2003; 33:177–182.
443 Samani NJ, Thompson JR, O’Toole L, Channer K, Woods KL. A metaanalysis of the association of the deletion allele of the angiotensinconverting enzyme gene with myocardial infarction. Circulation 1996;
94:708–712.
444 Boekholdt SM, Bijsterveld NR, Moons AH, Levi M, Buller HR, Peters RJ.
Genetic variation in coagulation and fibrinolytic proteins and their relation
with acute myocardial infarction: a systematic review. Circulation 2001;
104:3063–3068.
445 Myerson SG, Montgomery HE, Whittingham M, Jubb M, World MJ,
Humphries SE et al. Left Ventricular Hypertrophy With Exercise and ACE
Gene Insertion/Deletion Polymorphism: a randomized controlled trial with
losartan. Circulation 2001; 103:226–230.
446 Ribichini F, Steffenino G, Dellavalle A, Matullo G, Colajanni E, Camilla T et
al. Plasma activity and insertion/deletion polymorphism of angiotensin Iconverting enzyme: a major risk factor and a marker of risk for coronary
stent restenosis. Circulation 1998; 97:147–154.
447 Pinto YM, van Gilst WH, Kingma JH, Schunkert H. Deletion-type allele of
the angiotensin-converting enzyme gene is associated with progressive
ventricular dilation after anterior myocardial infarction. Captopril and
Thrombolysis Study Investigators. J Am Coll Cardiol 1995;
25:1622–1626.
448 Andersson B, Sylven C. The DD genotype of the angiotensin-converting
enzyme gene is associated with increased mortality in idiopathic heart
failure. J Am Coll Cardiol 1996; 28:162–167.
449 Fujisawa T, Ikegami H, Kawaguchi Y, Hamada Y, Ueda H, Shintani M et al.
Meta-analysis of association of insertion/deletion polymorphism of
angiotensin I-converting enzyme gene with diabetic nephropathy and
retinopathy. Diabetologia 1998; 41:47–53.
450 Gardemann A, Schwartz O, Haberbosch W, Katz N, Weiss T, Tillmanns H
et al. Positive association of the beta fibrinogen H1/H2 gene variation to
basal fibrinogen levels and to the increase in fibrinogen concentration
during acute phase reaction but not to coronary artery disease and
myocardial infarction. Thromb Haemost 1997; 77:1120–1126.
451 de Maat MP, Kastelein JJ, Jukema JW, Zwinderman AH, Jansen H,
Groenemeier B et al. –455G/A polymorphism of the beta-fibrinogen gene
is associated with the progression of coronary atherosclerosis in
symptomatic men: proposed role for an acute-phase reaction pattern of
fibrinogen. REGRESS group. Arterioscler Thromb Vasc Biol 1998;
18:265–271.
452 Brull DJ, Dhamrait S, Moulding R, Rumley A, Lowe GD, World MJ et al. The
effect of fibrinogen genotype on fibrinogen levels after strenuous physical
exercise. Thromb Haemost 2002; 87:37–41.
453 Fumeron F, Betoulle D, Luc G, Behague I, Ricard S, Poirier O et al. Alcohol
intake modulates the effect of a polymorphism of the cholesteryl ester
transfer protein gene on plasma high density lipoprotein and the risk of
myocardial infarction. J Clin Invest 1995; 96:1664–1671.

454 Hines LM, Stampfer MJ, Ma J, Gaziano JM, Ridker PM, Hankinson SE et al.
Genetic variation in alcohol dehydrogenase and the beneficial effect of
moderate alcohol consumption on myocardial infarction. N Engl J Med
2001; 344:549–555.
455 Psaty BM, Smith NL, Heckbert SR, Vos HL, Lemaitre RN, Reiner AP et al.
Diuretic therapy, the alpha-adducin gene variant, and the risk of myocardial
infarction or stroke in persons with treated hypertension. JAMA 2002;
287:1680–1689.
456 Goldstein J, Brown M. Familial hypercholesterolaemia. In: The metabolic
basis of inherited disease. Edited by Scriver C, Beudet A, Sly W, Valle D.
New York: McGraw Hill; 1995:1215–1245.
457 Patterson D, Slack J. Lipid abnormalities in male and female survivors of
myocardial infarction and their first-degree relatives. Lancet 1972;
1:393–399.
458 Scientific Steering Committee on behalf of the Simon Broome Register
Group. Mortality in treated heterozygous familial hypercholesterolaemia:
implications for clinical management. Atherosclerosis 1999; 142:105–112.
459 Marks D, Wonderling D, Thorogood M, Lambert H, Humphries SE, Neil HA.
Cost effectiveness analysis of different approaches of screening for familial
hypercholesterolaemia. BMJ 2002; 324:1303.
460 Umans-Eckenhausen MA, Defesche JC, Sijbrands EJ, Scheerder RL,
Kastelein JJ. Review of first 5 years of screening for familial hypercholesterolaemia in the Netherlands. Lancet 2001; 357:165–168.
461 Fouchier SW, Defesche JC, Umans-Eckenhausen MW, Kastelein JP. The
molecular basis of familial hypercholesterolemia in The Netherlands. Hum
Genet 2001; 109:602–615.
462 Heath KE, Humphries SE, Middleton-Price H, Boxer M. A molecular genetic
service for diagnosing individuals with familial hypercholesterolaemia (FH)
in the United Kingdom. Eur J Hum Genet 2001; 9:244–252.
463 Thorsson B, Sigurdsson G, Gudnason V. Systematic family screening for
familial hypercholesterolemia in Iceland. Arterioscler Thromb Vasc Biol
2003; 23:335–338.
464 Myant NB. Familial defective apolipoprotein B-100: a review, including
some comparisons with familial hypercholesterolaemia. Atherosclerosis
1993; 104:1–18.
465 Varret M, Rabes JP, Saint-Jore B, Cenarro A, Marinoni JC, Civeira F et al. A
third major locus for autosomal dominant hypercholesterolemia maps to
1p34.1-p32. Am J Hum Genet 1999; 64:1378–1387.
466 Hunt SC, Hopkins PN, Bulka K, McDermott MT, Thorne TL, Wardell BB et
al. Genetic localization to chromosome 1p32 of the third locus for familial
hypercholesterolemia in a Utah kindred. Arterioscler Thromb Vasc Biol
2000; 20:1089–1093.
467 Arca M, Zuliani G, Wilund K, Campagna F, Fellin R, Bertolini S et al.
Autosomal recessive hypercholesterolaemia in Sardinia, Italy, and mutations in
ARH: a clinical and molecular genetic analysis. Lancet 2002; 359:841–847.
468 Koivisto PV, Koivisto UM, Miettinen TA, Kontula K. Diagnosis of heterozygous familial hypercholesterolemia. DNA analysis complements clinical
examination and analysis of serum lipid levels. Arterioscler Thromb 1992;
12:584–592.
469 Ward AJ, O’Kane M, Nicholls DP, Young IS, Nevin NC, Graham CA. A
novel single base deletion in the LDLR gene (211delG): Effect on serum
lipid profiles and the influence of other genetic polymorphisms in the ACE,
APOE and APOB genes. Atherosclerosis 1996; 120:83–91.
470 Goldstein JL, Hazzard WR, Schrott HG, Bierman EL, Motulsky AG.
Hyperlipidemia in coronary heart disease. I. Lipid levels in 500 survivors of
myocardial infarction. J Clin Invest 1973; 52:1533–1543.
471 Pajukanta P, Nuotio I, Terwilliger JD, Porkka KV, Ylitalo K, Pihlajamaki J et al.
Linkage of familial combined hyperlipidaemia to chromosome 1q21-q23.
Nat Genet 1998; 18:369–373.
472 Forsdahl A. Are poor living conditions in childhood and adolescence an
important risk factor for arteriosclerotic heart disease? Br J Prev Soc Med
1977; 31:91–95.
473 Barker DJ. The fetal and infant origins of adult disease. BMJ 1990;
301:1111.
474 Barker DJ. Mothers, babies and health in later life. Edinburgh: Churchill
Livingstone; 1998.
475 Barker DJ, Bull AR, Osmond C, Simmonds SJ. Fetal and placental size and
risk of hypertension in adult life. BMJ 1990; 301:259–262.
476 Curhan GC, Chertow GM, Willett WC, Spiegelman D, Colditz GA, Manson
JE et al. Birth weight and adult hypertension and obesity in women.
Circulation 1996; 94:1310–1315.
477 Whincup P, Cook D, Papacosta O, Walker M. Birth weight and blood
pressure: cross sectional and longitudinal relations in childhood. BMJ
1995; 311:773–776.
478 Ben Shlomo Y, Kuh D. A life course approach to chronic disease
epidemiology: conceptual models, empirical challenges and interdisciplinary
perspectives. Int J Epidemiol 2002; 31:285–293.
479 Lawlor D, Ebrahim S, Davey Smith G. A life course approach to coronary
heart disease. In: A life course approach to women’s health. Edited by Kuh
D, Hardy R. Oxford: OUP; 2002:86–120.
480 Ebrahim S, Smith GD. Systematic review of randomised controlled trials of
multiple risk factor interventions for preventing coronary heart disease. BMJ
1997; 314:1666–1674.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

481 Jensen T, Stender S, Deckert T. Abnormalities in plasma concentrations of
lipoproteins and fibrinogen in type 1 (insulin-dependent) diabetic patients
with increased urinary albumin excretion. Diabetologia 1988; 31:142–145.
482 Niskanen L, Uusitupa M, Sarlund H, Siitonen O, Voutilainen E, Penttila I et
al. Microalbuminuria predicts the development of serum lipoprotein
abnormalities favouring atherogenesis in newly diagnosed type 2 (noninsulin-dependent) diabetic patients. Diabetologia 1990; 33:237–243.
483 Jarrett RJ, Viberti GC, Argyropoulos A, Hill RD, Mahmud U, Murrells TJ.
Microalbuminuria predicts mortality in non-insulin-dependent diabetics.
Diabet Med 1984; 1:17–19.
484 Mogensen CE. Microalbuminuria predicts clinical proteinuria and early
mortality in maturity-onset diabetes. N Engl J Med 1984; 310:356–360.
485 Beilin J, Stanton KG, McCann VJ, Knuiman MW, Divitini ML.
Microalbuminuria in type 2 diabetes: an independent predictor of
cardiovascular mortality. Aust N Z J Med 1996; 26:519–525.
486 Winocour PH, Harland JO, Millar JP, Laker MF, Alberti KG.
Microalbuminuria and associated cardiovascular risk factors in the
community. Atherosclerosis 1992; 93:71–81.
487 Gould MM, Mohamed-Ali V, Goubet SA, Yudkin JS, Haines AP. Microalbuminuria: associations with height and sex in non-diabetic subjects. BMJ
1993; 306:240–242.
488 Haffner SM, Stern MP, Gruber MK, Hazuda HP, Mitchell BD, Patterson JK.
Microalbuminuria. Potential marker for increased cardiovascular risk factors
in nondiabetic subjects? Arteriosclerosis 1990; 10:727–731.
489 Jensen JS, Borch-Johnsen K, Jensen G, Feldt-Rasmussen B.
Atherosclerotic risk factors are increased in clinically healthy subjects with
microalbuminuria. Atherosclerosis 1995; 112:245–252.
490 Yudkin JS, Forrest RD, Jackson CA. Microalbuminuria as predictor of
vascular disease in non-diabetic subjects. Islington Diabetes Survey. Lancet
1988; 2:530–533.
491 Damsgaard EM, Froland A, Jorgensen OD, Mogensen CE. Microalbuminuria as
predictor of increased mortality in elderly people. BMJ 1990; 300:297–300.
492 Kuusisto J, Mykkanen L, Pyorala K, Laakso M. Hyperinsulinemic microalbuminuria. A new risk indicator for coronary heart disease. Circulation 1995;
91:831–837.
493 Jensen JS, Borch-Johnsen K, Jensen G, Feldt-Rasmussen B.
Microalbuminuria reflects a generalized transvascular albumin leakiness in
clinically healthy subjects. Clin Sci (Lond) 1995; 88:629–633.
494 Jensen JS. Renal and systemic transvascular albumin leakage in severe
atherosclerosis. Arterioscler Thromb Vasc Biol 1995; 15:1324–1329.
495 Kornerup K, Nordestgaard BG, Feldt-Rasmussen B, Borch-Johnsen K,
Jensen KS, Jensen JS. Transvascular low-density lipoprotein transport in
patients with diabetes mellitus (type 2): a noninvasive in vivo isotope
technique. Arterioscler Thromb Vasc Biol 2002; 22:1168–1174.
496 Borch-Johnsen K, Feldt-Rasmussen B, Strandgaard S, Schroll M, Jensen
JS. Urinary albumin excretion. An independent predictor of ischemic heart
disease. Arterioscler Thromb Vasc Biol 1999; 19:1992–1997.
497 Kannel WB, Cobb J. Left ventricular hypertrophy and mortality–results from
the Framingham Study. Cardiology 1992; 81:291–298.
498 Levy D, Garrison RJ, Savage DD, Kannel WB, Castelli WP. Prognostic
implications of echocardiographically determined left ventricular mass in the
Framingham Heart Study. N Engl J Med 1990; 322:1561–1566.
499 Korner PI, Jennings GL. Assessment of prevalence of left ventricular
hypertrophy in hypertension. J Hypertens 1998; 16:715–723.
500 Rozanski A, Blumenthal JA, Kaplan J. Impact of psychological factors on the
pathogenesis of cardiovascular disease and implications for therapy.
Circulation 1999; 99:2192–2217.
501 Steptoe A, Marmot M. The role of psychobiological pathways in socioeconomic inequalities in cardiovascular disease risk. Eur Heart J 2002;
23:13–25.
502 Linden W, Stossel C, Maurice J. Psychosocial interventions for patients
with coronary artery disease: a meta-analysis. Arch Intern Med 1996;
156:745–752.
503 Dusseldorp E, van Elderen T, Maes S, Meulman J, Kraaij V. A meta-analysis
of psychoeduational programs for coronary heart disease patients. Health
Psychol 1999; 18:506–519.
504 Marmot MG, Smith GD, Stansfeld S, Patel C, North F, Head J et al. Health
inequalities among British civil servants: the Whitehall II study. Lancet
1991; 337:1387–1393.
505 Lynch JW, Kaplan GA, Cohen RD, Tuomilehto J, Salonen JT. Do cardiovascular risk factors explain the relation between socioeconomic status, risk of
all-cause mortality, cardiovascular mortality, and acute myocardial
infarction? Am J Epidemiol 1996; 144:934–942.
506 Wamala SP, Mittleman MA, Schenck-Gustafsson K, Orth-Gomer K.
Potential explanations for the educational gradient in coronary heart
disease: a population-based case-control study of Swedish women. Am J
Public Health 1999; 89:315–321.
507 Wamala SP, Mittleman MA, Horsten M, Schenck-Gustafsson K, OrthGomer K. Job stress and the occupational gradient in coronary heart
disease risk in women. The Stockholm Female Coronary Risk Study. Soc
Sci Med 2000; 51:481–489.
508 Kaplan GA, Salonen JT, Cohen RD, Brand RJ, Syme SL, Puska P. Social
connections and mortality from all causes and from cardiovascular disease:

S73

prospective evidence from eastern Finland. Am J Epidemiol 1988;
128:370–380.
509 Kawachi I, Colditz GA, Ascherio A, Rimm EB, Giovannucci E, Stampfer MJ
et al. A prospective study of social networks in relation to total mortality
and cardiovascular disease in men in the USA. J Epidemiol Community
Health 1996; 50:245–251.
510 Orth-Gomer K, Rosengren A, Wilhelmsen L. Lack of social support and
incidence of coronary heart disease in middle-aged Swedish men.
Psychosom Med 1993; 55:37–43.
511 Penninx BW, van Tilburg T, Kriegsman DM, Deeg DJ, Boeke AJ, van Eijk JT.
Effects of social support and personal coping resources on mortality in
older age: the Longitudinal Aging Study Amsterdam. Am J Epidemiol
1997; 146:510–519.
512 Reed D, McGee D, Yano K, Feinleib M. Social networks and coronary heart
disease among Japanese men in Hawaii. Am J Epidemiol 1983;
117:384–396.
513 Vogt TM, Mullooly JP, Ernst D, Pope CR, Hollis JF. Social networks as
predictors of ischemic heart disease, cancer, stroke and hypertension:
incidence, survival and mortality. J Clin Epidemiol 1992; 45:659–666.
514 Berkman LF, Leo-Summers L, Horwitz RI. Emotional support and survival
after myocardial infarction. A prospective, population-based study of the
elderly. Ann Intern Med 1992; 117:1003–1009.
515 Case RB, Moss AJ, Case N, McDermott M, Eberly S. Living alone after
myocardial infarction. Impact on prognosis. JAMA 1992; 267:515–519.
516 Krumholz HM, Butler J, Miller J, Vaccarino V, Williams CS, Mendes de Leon
CF et al. Prognostic importance of emotional support for elderly patients
hospitalized with heart failure. Circulation 1998; 97:958–964.
517 Orth-Gomer K, Unden AL, Edwards ME. Social isolation and mortality in
ischemic heart disease. A 10-year follow-up study of 150 middle-aged
men. Acta Med Scand 1988; 224:205–215.
518 Ruberman W, Weinblatt E, Goldberg JD, Chaudhary BS. Psychosocial
influences on mortality after myocardial infarction. N Engl J Med 1984;
311:552–559.
519 Williams RB, Barefoot JC, Califf RM, Haney TL, Saunders WB, Pryor DB
et al. Prognostic importance of social and economic resources among
medically treated patients with angiographically documented coronary
artery disease. JAMA 1992; 267:520–524.
520 Seeman TE, Syme SL. Social networks and coronary artery disease: a
comparison of the structure and function of social relations as predictors of
disease. Psychosom Med 1987; 49:341–354.
521 Gorkin L, Schron EB, Brooks MM, Wiklund I, Kellen J, Verter J et al.
Psychosocial predictors of mortality in the Cardiac Arrhythmia Suppression
Trial-1 (CAST-1). Am J Cardiol 1993; 71:263–267.
522 Frasure-Smith N, Lesperance F, Gravel G, Masson A, Juneau M, Talajic M
et al. Social support, depression, and mortality during the first year after
myocardial infarction. Circulation 2000; 101:1919–1924.
523 Knox SS, Uvnas-Moberg K. Social isolation and cardiovascular disease: an
atherosclerotic pathway? Psychoneuroendocrinology 1998; 23:877–890.
524 Karasek R, Theorell T. Healthy work: Stress, productivity and the
reconstruction of working life. New York: Inc. Publishers; 1990.
525 Siegrist J. Adverse health effects of high-effort/low-reward conditions. J
Occup Health Psychol 1996; 1:27–41.
526 Bosma H, Peter R, Siegrist J, Marmot M. Two alternative job stress models
and the risk of coronary heart disease. Am J Public Health 1998;
88:68–74.
527 Sacker A, Bartley MJ, Frith D, Fitzpatrick RM, Marmot MG. The relationship
between job strain and coronary heart disease: evidence from an english
sample of the working male population. Psychol Med 2001; 31:279–290.
528 Peter R, Alfredsson L, Hammar N, Siegrist J, Theorell T, Westerholm P.
High effort, low reward, and cardiovascular risk factors in employed
Swedish men and women: baseline results from the WOLF Study. J
Epidemiol Community Health 1998; 52:540–547.
529 Lynch J, Krause N, Kaplan GA, Salonen R, Salonen JT. Workplace
demands, economic reward, and progression of carotid atherosclerosis.
Circulation 1997; 96:302–307.
530 Fauvel JP, Quelin P, Ducher M, Rakotomalala H, Laville M. Perceived job
stress but not individual cardiovascular reactivity to stress is related to
higher blood pressure at work. Hypertension 2001; 38:71–75.
531 Schnall PL, Schwartz JE, Landsbergis PA, Warren K, Pickering TG. Relation
between job strain, alcohol, and ambulatory blood pressure. Hypertension
1992; 19:488–494.
532 Knutsson A, Akerstedt T, Jonsson BG, Orth-Gomer K. Increased risk of
ischaemic heart disease in shift workers. Lancet 1986; 2:89–92.
533 Kristensen TS. Cardiovascular diseases and the work environment. A
critical review of the epidemiologic literature on nonchemical factors.
Scand J Work Environ Health 1989; 15:165–179.
534 Harrington JM. Shift work and health — a critical review of the literature on
working hours. Ann Acad Med Singapore 1994; 23:699–705.
535 Kawachi I, Colditz GA, Stampfer MJ, Willett WC, Manson JE, Speizer FE et
al. Prospective study of shift work and risk of coronary heart disease in
women. Circulation 1995; 92:3178–3182.
536 Tuchsen F. Working hours and ischaemic heart disease in Danish men: a 4year cohort study of hospitalization. Int J Epidemiol 1993; 22:215–221.

S74

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

537 Furlan R, Barbic F, Piazza S, Tinelli M, Seghizzi P, Malliani A. Modifications
of cardiac autonomic profile associated with a shift schedule of work.
Circulation 2000; 102:1912–1916.
538 Tenkanen L, Sjoblom T, Kalimo R, Alikoski T, Harma M. Shift work,
occupation and coronary heart disease over 6 years of follow-up in the
Helsinki Heart Study. Scand J Work Environ Health 1997; 23:257–265.
539 Orth-Gomer K, Wamala SP, Horsten M, Schenck-Gustafsson K,
Schneiderman N, Mittleman MA. Marital stress worsens prognosis in
women with coronary heart disease: The Stockholm Female Coronary Risk
Study. JAMA 2000; 284:3008–3014.
540 Chesney M. New behavioural risk factors for coronary heart disease:
implications for intervention. In: Behavioural medicine approaches to
cardiovascular disease prevention. Edited by Orth-Gomer K, Schneiderman
N. New Jersey: Mahawah; 1996:169–182.
541 Williams RB Jr, Haney TL, Lee KL, Kong YH, Blumenthal JA, Whalen RE.
Type A behavior, hostility, and coronary atherosclerosis. Psychosom Med
1980; 42:539–549.
542 Barefoot JC, Dahlstrom WG, Williams RB Jr. Hostility, CHD incidence, and
total mortality: a 25-year follow-up study of 255 physicians. Psychosom
Med 1983; 45:59–63.
543 Shekelle RB, Gale M, Ostfeld AM, Paul O. Hostility, risk of coronary heart
disease, and mortality. Psychosom Med 1983; 45:109–114.
544 Miller TQ, Smith TW, Turner CW, Guijarro ML, Hallet AJ. A meta-analytic
review of research on hostility and physical health. Psychol Bull 1996;
119:322–348.
545 Smith TW, Allred KD. Blood-pressure responses during social interaction in
high- and low-cynically hostile males. J Behav Med 1989; 12:135–143.
546 Suarez EC, Williams RB Jr. Situational determinants of cardiovascular and
emotional reactivity in high and low hostile men. Psychosom Med 1989;
51:404–418.
547 Suarez EC, Kuhn CM, Schanberg SM, Williams RB Jr, Zimmermann EA.
Neuroendocrine, cardiovascular, and emotional responses of hostile men:
the role of interpersonal challenge. Psychosom Med 1998; 60:78–88.
548 Suarez EC, Shiller AD, Kuhn CM, Schanberg S, Williams RB Jr,
Zimmermann EA. The relationship between hostility and beta-adrenergic
receptor physiology in health young males. Psychosom Med 1997;
59:481–487.
549 Fukudo S, Lane JD, Anderson NB, Kuhn CM, Schanberg SM, McCown N
et al. Accentuated vagal antagonism of beta-adrenergic effects on
ventricular repolarization. Evidence of weaker antagonism in hostile type A
men. Circulation 1992; 85:2045–2053.
550 Sloan RP, Shapiro PA, Bigger JT Jr, Bagiella E, Steinman RC, Gorman JM.
Cardiac autonomic control and hostility in healthy subjects. Am J Cardiol
1994; 74:298–300.
551 Herrmann-Lingen C, Buss U. Angst und Depressivität im Verlauf der
koronaren Herzkrankheit. Frankfurt/Main: VAS Verlag; 2003.
552 Horsten M, Mittleman MA, Wamala SP, Schenck-Gustafsson K, OrthGomer K. Depressive symptoms and lack of social integration in relation to
prognosis of CHD in middle-aged women. The Stockholm Female
Coronary Risk Study. Eur Heart J 2000; 21:1072–1080.
553 Denollet J, Sys SU, Brutsaert DL. Personality and mortality after myocardial
infarction. Psychosom Med 1995; 57:582–591.
554 Denollet J, Vaes J, Brutsaert DL. Inadequate response to treatment in
coronary heart disease : adverse effects of type D personality and younger
age on 5-year prognosis and quality of life. Circulation 2000;
102:630–635.
555 Williams RB, Barefoot JC, Blumenthal JA, Helms MJ, Luecken L, Pieper CF
et al. Psychosocial correlates of job strain in a sample of working women.
Arch Gen Psychiatry 1997; 54:543–548.
556 Williams RB. Lower socioeconomic status and increased mortality: early
childhood roots and the potential for successful interventions. JAMA 1998;
279:1745–1746.
557 Friedman M, Thoresen CE, Gill JJ, Ulmer D, Powell LH, Price VA et al.
Alteration of type A behavior and its effect on cardiac recurrences in post
myocardial infarction patients: summary results of the recurrent coronary
prevention project. Am Heart J 1986; 112:653–665.
558 Blumenthal JA, Jiang W, Babyak MA, Krantz DS, Frid DJ, Coleman RE et al.
Stress management and exercise training in cardiac patients with
myocardial ischemia. Effects on prognosis and evaluation of mechanisms.
Arch Intern Med 1997; 157:2213–2223.
559 Mendes de Leon CF, Powell LH, Kaplan BH. Change in coronary-prone
behaviors in the recurrent coronary prevention project. Psychosom Med
1991; 53:407–419.
560 Carney RM, Freedland KE, Stein PK, Skala JA, Hoffman P, Jaffe AS.
Change in heart rate and heart rate variability during treatment for
depression in patients with coronary heart disease. Psychosom Med 2000;
62:639–647.
561 Blumenthal J, DeBusk RF, Kaufman P, Powell LH, Saab P, Schneiderman N.
The Enhancing Recovery in Coronary Heart Disease (ENRICHD) Trial:
Results and Implications. Psychosom Med 2002; 64:97–98.
562 Shapiro PA, Senson J, van Zyl L, Glassman A, O’Connor C, Harrison W.
The Sertraline Antidepressant Heart Attack Randomised Trial
(SADHART): Efficacy, safetey and adverse effects. Psychosom Med
2002; 64:109.

563 Gidron Y, Davidson K, Bata I. The short-term effects of a hostility-reduction
intervention on male coronary heart disease patients. Health Psychol 1999;
18:416–420.
564 Bishop G, Kaur M, Tan V, Chua Y, Liew S, Mak K. Psychosocial skills
training reduces stress reactivity, resting heart rate and psychosocial risk in
patients undergoing coronary artery bypass grafting. Circulation 2002;
106:699.
565 Orth-Gomer K. Women and health. A new challenge to public health
research. Gesundheitswesen 1995; 57(3):135–139.
566 Theorell T, Emdad R, Arnetz B, Weingarten AM. Employee effects of an
educational program for managers at an insurance company. Psychosom
Med 2001; 63:724–733.
567 Burell G, Granlund B. Women’s hearts need special treatment. Int J Behav
Med 2002; 9:228–242.
568 Achenbach S, Daniel WG. Noninvasive coronary angiography – an
acceptable alternative? N Engl J Med 2001; 345:1909–1910.
569 Post JC, van Rossum AC, Hofman MB, de Cock CC, Valk J, Visser CA.
Clinical utility of two-dimensional magnetic resonance angiography in
detecting coronary artery disease. Eur Heart J 1997; 18:426–433.
570 Kim WY, Danias PG, Stuber M, Flamm SD, Plein S, Nagel E et al.
Coronary magnetic resonance angiography for the detection of coronary
stenoses. N Engl J Med 2001; 345:1863–1869.
571 Sandstede JJ, Pabst T, Beer M, Geis N, Kenn W, Neubauer S et al. Threedimensional MR coronary angiography using the navigator technique
compared with conventional coronary angiography. AJR Am J Roentgenol
1999; 172:135–139.
572 van Geuns RJ, Oudkerk M, Rensing BJ, Bongaerts AH, de Bruin HG,
Wielopolski PA et al. Comparison of coronary imaging between magnetic
resonance imaging and electron beam computed tomography. Am J
Cardiol 2002; 90:58–63.
573 Toussaint JF, Southern JF, Fuster V, Kantor HL. T2-weighted contrast for
NMR characterization of human atherosclerosis. Arterioscler Thromb Vasc
Biol 1995; 15:1533–1542.
574 Toussaint JF, Southern JF, Fuster V, Kantor HL. Water diffusion properties
of human atherosclerosis and thrombosis measured by pulse field gradient
nuclear magnetic resonance. Arterioscler Thromb Vasc Biol 1997;
17:542–546.
575 Shinnar M, Fallon JT, Wehrli S, Levin M, Dalmacy D, Fayad ZA et al. The
diagnostic accuracy of ex vivo MRI for human atherosclerotic plaque
characterization. Arterioscler Thromb Vasc Biol 1999; 19:2756–2761.
576 Fayad ZA, Fuster V, Fallon JT, Jayasundera T, Worthley SG, Helft G et al.
Noninvasive in vivo human coronary artery lumen and wall imaging using
black-blood magnetic resonance imaging. Circulation 2000; 102:506–510.
577 Botnar RM, Stuber M, Danias PG, Kissinger KV, Manning WJ. Improved
coronary artery definition with T2-weighted, free-breathing, threedimensional coronary MRA. Circulation 1999; 99:3139–3148.
578 Botnar RM, Stuber M, Kissinger KV, Kim WY, Spuentrup E, Manning WJ.
Noninvasive coronary vessel wall and plaque imaging with magnetic
resonance imaging. Circulation 2000; 102:2582–2587.
579 Botnar RM, Kim WY, Bornert P, Stuber M, Spuentrup E, Manning WJ. 3D
coronary vessel wall imaging utilizing a local inversion technique with spiral
image acquisition. Magn Reson Med 2001; 46:848–854.
580 Yuan C, Hatsukami TS, Obrien KD. High-Resolution magnetic resonance
imaging of normal and atherosclerotic human coronary arteries ex vivo:
discrimination of plaque tissue components. J Investig Med 2001;
49:491–499.
581 Helft G, Worthley SG, Fuster V, Fayad ZA, Zaman AG, Corti R et al.
Progression and regression of atherosclerotic lesions: monitoring with
serial noninvasive magnetic resonance imaging. Circulation 2002;
105:993–998.
582 Botnar RM, Stuber M, Kissinger KV, Manning WJ. Free-breathing 3D
coronary MRA: the impact of “isotropic” image resolution. J Magn Reson
Imaging 2000; 11:389–393.
583 Kim WY, Stuber M, Bornert P, Kissinger KV, Manning WJ, Botnar RM.
Three-dimensional black-blood cardiac magnetic resonance coronary vessel
wall imaging detects positive arterial remodeling in patients with nonsignificant coronary artery disease. Circulation 2002; 106:296–299.
584 Greenland P, Abrams J, Aurigemma GP, Bond MG, Clark LT, Criqui MH et
al. Prevention Conference V: Beyond secondary prevention: identifying the
high-risk patient for primary prevention: noninvasive tests of atherosclerotic
burden: Writing Group III. Circulation 2000; 101:E16–E22.
585 Rifkin RD, Parisi AF, Folland E. Coronary calcification in the diagnosis of
coronary artery disease. Am J Cardiol 1979; 44:141–147.
586 Rumberger JA, Simons DB, Fitzpatrick LA, Sheedy PF, Schwartz RS.
Coronary artery calcium area by electron-beam computed tomography and
coronary atherosclerotic plaque area. A histopathologic correlative study.
Circulation 1995; 92:2157–2162.
587 Sangiorgi G, Rumberger JA, Severson A, Edwards WD, Gregoire J,
Fitzpatrick LA et al. Arterial calcification and not lumen stenosis is highly
correlated with atherosclerotic plaque burden in humans: a histologic study
of 723 coronary artery segments using nondecalcifying methodology. J Am
Coll Cardiol 1998; 31:126–133.
588 Blankenhorn D, Stern D. Coronary arterial calcification. A review. Am J Med
Sci 1961; 242:41–49.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

589 Tinana A, Mintz GS, Weissman NJ. Volumetric intravascular ultrasound
quantification of the amount of atherosclerosis and calcium in nonstenotic
arterial segments. Am J Cardiol 2002; 89:757–760.
590 Burke AP, Taylor A, Farb A, Malcom GT, Virmani R. Coronary calcification:
insights from sudden coronary death victims. Z Kardiol 2000; 89(Suppl 2):
49–53.
591 Taylor AJ, Burke AP, O’Malley PG, Farb A, Malcom GT, Smialek J et al. A
comparison of the Framingham risk index, coronary artery calcification, and
culprit plaque morphology in sudden cardiac death. Circulation 2000;
101:1243–1248.
592 Burke AP, Kolodgie FD, Farb A, Weber DK, Malcom GT, Smialek J et al.
Healed plaque ruptures and sudden coronary death: evidence that
subclinical rupture has a role in plaque progression. Circulation 2001;
103:934–940.
593 Burke AP, Kolodgie FD, Farb A, Weber D, Virmani R. Morphological
predictors of arterial remodeling in coronary atherosclerosis. Circulation
2002; 105:297–303.
594 Schmermund A, Baumgart D, Gorge G, Seibel R, Gronemeyer D, Ge J et
al. Coronary artery calcium in acute coronary syndromes: a comparative
study of electron-beam computed tomography, coronary angiography, and
intracoronary ultrasound in survivors of acute myocardial infarction and
unstable angina. Circulation 1997; 96:1461–1469.
595 Raggi P, Callister TQ, Cooil B, He ZX, Lippolis NJ, Russo DJ et al.
Identification of patients at increased risk of first unheralded acute
myocardial infarction by electron-beam computed tomography. Circulation
2000; 101:850–855.
596 Schmermund A, Schwartz RS, Adamzik M, Sangiorgi G, Pfeifer EA,
Rumberger JA et al. Coronary atherosclerosis in unheralded sudden
coronary death under age 50: histo-pathologic comparison with ‘healthy’
subjects dying out of hospital. Atherosclerosis 2001; 155:499–508.
597 Buffon A, Biasucci LM, Liuzzo G, D’Onofrio G, Crea F, Maseri A.
Widespread coronary inflammation in unstable angina. N Engl J Med
2002; 347:5–12.
598 Wang TJ, Larson MG, Levy D, Benjamin EJ, Kupka MJ, Manning WJ et al.
C-reactive protein is associated with subclinical epicardial coronary
calcification in men and women: the Framingham Heart Study. Circulation
2002; 106:1189–1191.
599 Erbel R, Schmermund A, Mohlenkamp S, Sack S, Baumgart D. Electronbeam computed tomography for detection of early signs of coronary
arteriosclerosis. Eur Heart J 2000; 21:720–732.
600 Wexler L, Brundage B, Crouse J, Detrano R, Fuster V, Maddahi J et al.
Coronary artery calcification: pathophysiology, epidemiology, imaging
methods, and clinical implications. A statement for health professionals
from the American Heart Association. Writing Group. Circulation 1996;
94:1175–1192.
601 Kachelriess M, Kalender WA. Electrocardiogram-correlated image
reconstruction from subsecond spiral computed tomography scans of the
heart. Med Phys 1998; 25:2417–2431.
602 Silber S. Importance of ECG-triggering with the multi-slice CT for ruling out
coronary calcification in individuals without diagnosed coronary disease.
Herz 2001; 26:260–272.
603 Silber S. Comparison of spiral and electron beam tomography in the
evaluation of coronary calcification in asymptomatic persons. Int J Cardiol
2002; 82:297–298.
604 Knez A, Becker C, Becker A, Leber A, White C, Reiser M et al.
Determination of coronary calcium with multi-slice spiral computed
tomography: a comparative study with electron-beam CT. Int J Cardiovasc
Imaging 2002; 18:295–303.
605 Schmermund A, Erbel R, Silber S. Age and gender distribution of coronary
artery calcium measured by four-slice computed tomography in 2,030
persons with no symptoms of coronary artery disease. Am J Cardiol 2002;
90:168–173.
606 Agatston AS, Janowitz WR, Hildner FJ, Zusmer NR, Viamonte M Jr, Detrano
R. Quantification of coronary artery calcium using ultrafast computed
tomography. J Am Coll Cardiol 1990; 15:827–832.
607 Callister TQ, Cooil B, Raya SP, Lippolis NJ, Russo DJ, Raggi P.
Coronary artery disease: improved reproducibility of calcium scoring
with an electron-beam CT volumetric method. Radiology 1998;
208:807–814.
608 Janowitz WR, Agatston AS, Viamonte M Jr. Comparison of serial quantitative evaluation of calcified coronary artery plaque by ultrafast computed
tomography in persons with and without obstructive coronary artery
disease. Am J Cardiol 1991; 68:1–6.
609 Haberl R, Becker A, Leber A, Knez A, Becker C, Lang C et al. Correlation
of coronary calcification and angiographically documented stenoses in
patients with suspected coronary artery disease: results of 1,764 patients.
J Am Coll Cardiol 2001; 37:451–457.
610 Shemesh J, Apter S, Rozenman J, Lusky A, Rath S, Itzchak Y et al.
Calcification of coronary arteries: detection and quantification with doublehelix CT. Radiology 1995; 197:779–783.
611 Budoff MJ, Georgiou D, Brody A, Agatston AS, Kennedy J, Wolfkiel C et al.
Ultrafast computed tomography as a diagnostic modality in the detection of
coronary artery disease: a multicenter study. Circulation 1996;
93:898–904.

S75

612 O’Rourke RA, Brundage BH, Froelicher VF, Greenland P, Grundy SM,
Hachamovitch R et al. American College of Cardiology/American Heart
Association Expert Consensus document on electron-beam computed
tomography for the diagnosis and prognosis of coronary artery disease.
Circulation 2000; 102:126–140.
613 Shemesh J, Tenenbaum A, Fisman EZ, Apter S, Rath S, Rozenman J et al.
Absence of coronary calcification on double-helical CT scans: predictor of
angiographically normal coronary arteries in elderly women? Radiology
1996; 199:665–668.
614 Budoff MJ, Diamond GA, Raggi P, Arad Y, Guerci AD, Callister TQ et al.
Continuous probabilistic prediction of angiographically significant coronary
artery disease using electron beam tomography. Circulation 2002;
105:1791–1796.
615 Lamont DH, Budoff MJ, Shavelle DM, Shavelle R, Brundage BH, Hagar JM.
Coronary calcium scanning adds incremental value to patients with positive
stress tests. Am Heart J 2002; 143:861–867.
616 McLaughlin VV, Balogh T, Rich S. Utility of electron beam computed
tomography to stratify patients presenting to the emergency room with
chest pain. Am J Cardiol 1999; 84:327–8, A8.
617 Lai S, Lai H, Meng Q, Tong W, Vlahov D, Celentano D et al. Effect of
cocaine use on coronary calcium among black adults in Baltimore,
Maryland. Am J Cardiol 2002; 90:326–328.
618 Ambrose JA, Tannenbaum MA, Alexopoulos D, Hjemdahl-Monsen CE, Leavy J,
Weiss M et al. Angiographic progression of coronary artery disease and the
development of myocardial infarction. J Am Coll Cardiol 1988; 12:56–62.
619 Devereux RB, Alderman MH. Role of preclinical cardiovascular disease in
the evolution from risk factor exposure to development of morbid events.
Circulation 1993; 88:1444–1455.
620 Giroud D, Li JM, Urban P, Meier B, Rutishauer W. Relation of the site of
acute myocardial infarction to the most severe coronary arterial stenosis at
prior angiography. Am J Cardiol 1992; 69:729–732.
621 Hackett D, Davies G, Maseri A. Pre-existing coronary stenoses in patients
with first myocardial infarction are not necessarily severe. Eur Heart J
1988; 9:1317–1323.
622 Hackett D, Verwilghen J, Davies G, Maseri A. Coronary stenoses before
and after acute myocardial infarction. Am J Cardiol 1989; 63:1517–1518.
623 Little WC, Constantinescu M, Applegate RJ, Kutcher MA, Burrows MT,
Kahl FR et al. Can coronary angiography predict the site of a subsequent
myocardial infarction in patients with mild-to-moderate coronary artery
disease? Circulation 1988; 78:1157–1166.
624 Moise A, Lesperance J, Theroux P, Taeymans Y, Goulet C, Bourassa MG.
Clinical and angiographic predictors of new total coronary occlusion in
coronary artery disease: analysis of 313 nonoperated patients. Am J
Cardiol 1984; 54:1176–1181.
625 Nobuyoshi M, Tanaka M, Nosaka H, Kimura T, Yokoi H, Hamasaki N et al.
Progression of coronary atherosclerosis: is coronary spasm related to
progression? J Am Coll Cardiol 1991; 18:904–910.
626 Proudfit WL, Bruschke VG, Sones FM Jr. Clinical course of patients with
normal or slightly or moderately abnormal coronary arteriograms: 10-year
follow-up of 521 patients. Circulation 1980; 62:712–717.
627 Yokoya K, Takatsu H, Suzuki T, Hosokawa H, Ojio S, Matsubara T et al.
Process of progression of coronary artery lesions from mild or moderate
stenosis to moderate or severe stenosis: a study based on four serial
coronary arteriograms per year. Circulation 1999; 100:903–909.
628 Arad Y, Spadaro LA, Goodman K, Lledo-Perez A, Sherman S, Lerner G et
al. Predictive value of electron beam computed tomography of the coronary
arteries: 19-month follow-up of 1173 asymptomatic subjects. Circulation
1996; 93:1951–1953.
629 Arad Y, Spadaro LA, Goodman K, Newstein D, Guerci AD. Prediction of
coronary events with electron beam computed tomography. J Am Coll
Cardiol 2000; 36:1253–1260.
630 Detrano RC, Wong ND, Doherty TM, Shavelle RM, Tang W, Ginzton LE et
al. Coronary calcium does not accurately predict near-term future coronary
events in high-risk adults. Circulation 1999; 99:2633–2638.
631 O’Malley PG, Taylor AJ, Jackson JL, Doherty TM, Detrano RC. Prognostic value
of coronary electron-beam computed tomography for coronary heart disease
events in asymptomatic populations. Am J Cardiol 2000; 85:945–948.
632 Wayhs R, Zelinger A, Raggi P. High coronary artery calcium scores pose an
extremely elevated risk for hard events. J Am Coll Cardiol 2002; 39:225–230.
633 Keelan PC, Bielak LF, Ashai K, Jamjoum LS, Denktas AE, Rumberger JA et
al. Long-term prognostic value of coronary calcification detected by
electron-beam computed tomography in patients undergoing coronary
angiography. Circulation 2001; 104:412–417.
634 Wong ND, Budoff MJ, Pio J, Detrano RC. Coronary calcium and cardiovascular event risk: evaluation by age- and sex-specific quartiles. Am Heart J
2002; 143:456–459.
635 Callister TQ, Raggi P, Cooil B, Lippolis NJ, Russo DJ. Effect of HMG-CoA
reductase inhibitors on coronary artery disease as assessed by electronbeam computed tomography. N Engl J Med 1998; 339:1972–1978.
636 Achenbach S, Ropers D, Pohle K, Leber A, Thilo C, Knez A et al. Influence
of lipid-lowering therapy on the progression of coronary artery calcification:
a prospective evaluation. Circulation 2002; 106:1077–1082.
637 Wong ND, Detrano RC, Diamond G, Rezayat C, Mahmoudi R, Chong EC
et al. Does coronary artery screening by electron beam computed

S76

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

tomography motivate potentially beneficial lifestyle behaviors? Am J Cardiol
1996; 78:1220–1223.
638 Shaw LJ, O’Rourke RA. The challenge of improving risk assessment in
asymptomatic individuals: the additive prognostic value of electron beam
tomography? J Am Coll Cardiol 2000; 36:1261–1264.
639 Oei HH, Vliegenthart R, Hak AE, Iglesias dS, Hofman A, Oudkerk M et al.
The association between coronary calcification assessed by electron beam
computed tomography and measures of extracoronary atherosclerosis: the
Rotterdam Coronary Calcification Study. J Am Coll Cardiol 2002;
39:1745–1751.
640 Kennedy J, Shavelle R, Wang S, Budoff M, Detrano RC. Coronary calcium
and standard risk factors in symptomatic patients referred for coronary
angiography. Am Heart J 1998; 135:696–702.
641 Grundy SM. Age as a risk factor: you are as old as your arteries. Am J
Cardiol 1999; 83:1455–7, A7.
642 Hecht HS, Superko HR. Electron beam tomography and National
Cholesterol Education Program guidelines in asymptomatic women. J Am
Coll Cardiol 2001; 37:1506–1511.
643 Hunt ME, O’Malley PG, Vernalis MN, Feuerstein IM, Taylor AJ. C-reactive
protein is not associated with the presence or extent of calcified subclinical
atherosclerosis. Am Heart J 2001; 141:206–210.
644 Redberg RF, Rifai N, Gee L, Ridker PM. Lack of association of C-reactive
protein and coronary calcium by electron beam computed tomography in
postmenopausal women: implications for coronary artery disease
screening. J Am Coll Cardiol 2000; 36:39–43.
645 Schmermund A, Denktas AE, Rumberger JA, Christian TF, Sheedy PF,
Bailey KR et al. Independent and incremental value of coronary artery
calcium for predicting the extent of angiographic coronary artery disease:
comparison with cardiac risk factors and radionuclide perfusion imaging. J
Am Coll Cardiol 1999; 34:777–786.
646 Taylor AJ, Feuerstein I, Wong H, Barko W, Brazaitis M, O’Malley PG. Do
conventional risk factors predict subclinical coronary artery disease?
Results from the Prospective Army Coronary Calcium Project. Am Heart J
2001; 141:463–468.
647 Hecht HS, Superko HR, Smith LK, McColgan BP. Relation of coronary
artery calcium identified by electron beam tomography to serum lipoprotein
levels and implications for treatment. Am J Cardiol 2001; 87:406–412.
648 Wong ND, Hsu JC, Detrano RC, Diamond G, Eisenberg H, Gardin JM.
Coronary artery calcium evaluation by electron beam computed tomography and its relation to new cardiovascular events. Am J Cardiol 2000;
86:495–498.
649 Kondos GT, Hoff JA, Sevrukov A, Daviglus ML, Garside DB, Devries SS et
al. Electron-beam tomography coronary artery calcium and cardiac events:
a 37-month follow-up of 5635 initially asymptomatic low- to intermediaterisk adults. Circulation 2003; 107:2571–2576.
650 Vliegenthart R, Oudkerk M, Song B, van der Kuip DA, Hofman A, Witteman
JC. Coronary calcification detected by electron-beam computed tomography and myocardial infarction. The Rotterdam Coronary Calcification Study.
Eur Heart J 2002; 23:1596–1603.
651 Park R, Detrano R, Xiang M, Fu P, Ibrahim Y, LaBree L et al. Combined use
of computed tomography coronary calcium scores and C-reactive protein
levels in predicting cardiovascular events in nondiabetic individuals.
Circulation 2002; 106:2073–2077.
652 Peyser PA, Bielak LF, Chu JS, Turner ST, Ellsworth DL, Boerwinkle E et al.
Heritability of coronary artery calcium quantity measured by electron beam
computed tomography in asymptomatic adults. Circulation 2002;
106:304–308.
653 Colhoun HM, Rubens MB, Underwood SR, Fuller JH. Cross sectional
study of differences in coronary artery calcification by socioeconomic
status. BMJ 2000; 321:1262–1263.
654 Iribarren C, Sidney S, Bild DE, Liu K, Markovitz JH, Roseman JM et al.
Association of hostility with coronary artery calcification in young adults: the
CARDIA study. Coronary Artery Risk Development in Young Adults. JAMA
2000; 283:2546–2551.
655 Greenland P, Smith JS Jr, Grundy SM. Improving coronary heart disease
risk assessment in asymptomatic people: role of traditional risk factors and
noninvasive cardiovascular tests. Circulation 2001; 104:1863–1867.
656 Grundy SM, Pasternak R, Greenland P, Smith S Jr, Fuster V. AHA/ACC
scientific statement: Assessment of cardiovascular risk by use of multiplerisk-factor assessment equations: a statement for healthcare professionals
from the American Heart Association and the American College of
Cardiology. J Am Coll Cardiol 1999; 34:1348–1359.
657 Grundy SM. Coronary calcium as a risk factor: role in global risk assessment. J Am Coll Cardiol 2001; 37:1512–1515.
658 Smith SC Jr, Greenland P, Grundy SM. AHA Conference Proceedings.
Prevention conference V: beyond secondary prevention: Identifying the
high-risk patient for primary prevention: executive summary. American Heart
Association. Circulation 2000; 101:111–116.
659 Hecht HS. Practice guidelines for electron beam tomography: a report of
the Society of Atherosclerosis Imaging. Am J Cardiol 2000; 86:705–706.
660 O’Leary DH, Polak JF, Kronmal RA, Manolio TA, Burke GL, Wolfson SK Jr.
Carotid-artery intima and media thickness as a risk factor for myocardial
infarction and stroke in older adults. Cardiovascular Health Study
Collaborative Research Group. N Engl J Med 1999; 340:14–22.

661 Sramek A, Bosch JG, Reiber JH, Van Oostayen JA, Rosendaal FR.
Ultrasound assessment of atherosclerotic vessel wall changes: reproducibility of intima-media thickness measurements in carotid and femoral
arteries. Invest Radiol 2000; 35:699–706.
662 Urbina EM, Srinivasan SR, Tang R, Bond MG, Kieltyka L, Berenson GS.
Impact of multiple coronary risk factors on the intima-media thickness of
different segments of carotid artery in healthy young adults (The Bogalusa
Heart Study). Am J Cardiol 2002; 90:953–958.
663 Chambless LE, Folsom AR, Clegg LX, Sharrett AR, Shahar E, Nieto FJ et
al. Carotid wall thickness is predictive of incident clinical stroke: the
Atherosclerosis Risk in Communities (ARIC) study. Am J Epidemiol 2000;
151:478–487.
664 Chambless LE, Heiss G, Folsom AR, Rosamond W, Szklo M, Sharrett AR
et al. Association of coronary heart disease incidence with carotid arterial
wall thickness and major risk factors: the Atherosclerosis Risk in Communities
(ARIC) Study, 1987–1993. Am J Epidemiol 1997; 146:483–494.
665 Yao ST, Hobbs JT, Irvine WT. Ankle systolic pressure measurements in
arterial disease affecting the lower extremities. Br J Surg 1969;
56:676–679.
666 Ouriel K, McDonnell AE, Metz CE, Zarins CK. Critical evaluation of stress
testing in the diagnosis of peripheral vascular disease. Surgery 1982;
91:686–693.
667 Hiatt WR. Medical treatment of peripheral arterial disease and claudication.
N Engl J Med 2001; 344:1608–1621.
668 Hirsch AT, Criqui MH, Treat-Jacobson D, Regensteiner JG, Creager MA,
Olin JW et al. Peripheral arterial disease detection, awareness, and
treatment in primary care. JAMA 2001; 286:1317–1324.
669 McDermott MM, Greenland P, Liu K, Guralnik JM, Celic L, Criqui MH et al.
The ankle brachial index is associated with leg function and physical
activity: the Walking and Leg Circulation Study. Ann Intern Med 2002;
136:873–883.
670 Criqui MH, Fronek A, Barrett-Connor E, Klauber MR, Gabriel S, Goodman
D. The prevalence of peripheral arterial disease in a defined population.
Circulation 1985; 71:510–515.
671 Ogren M, Hedblad B, Jungquist G, Isacsson SO, Lindell SE, Janzon L. Low
ankle-brachial pressure index in 68-year-old men: prevalence, risk factors
and prognosis. Results from prospective population study “Men born in
1914”, Malmo, Sweden. Eur J Vasc Surg 1993; 7:500–506.
672 Newman AB, Sutton-Tyrrell K, Vogt MT, Kuller LH. Morbidity and mortality in
hypertensive adults with a low ankle/arm blood pressure index. JAMA
1993; 270:487–489.
673 McKenna M, Wolfson S, Kuller L. The ratio of ankle and arm arterial
pressure as an independent predictor of mortality. Atherosclerosis 1991;
87:119–128.
674 Criqui MH, Langer RD, Fronek A, Feigelson HS, Klauber MR, McCann TJ et
al. Mortality over a period of 10 years in patients with peripheral arterial
disease. N Engl J Med 1992; 326:381–386.
675 Vogt MT, Cauley JA, Newman AB, Kuller LH, Hulley SB. Decreased
ankle/arm blood pressure index and mortality in elderly women. JAMA
1993; 270:465–469.
676 Burek KA, Sutton-Tyrrell K, Brooks MM, Naydeck B, Keller N, Sellers MA et al.
Prognostic importance of lower extremity arterial disease in patients
undergoing coronary revascularization in the Bypass Angioplasty
Revascularization Investigation (BARI). J Am Coll Cardiol 1999; 34:716–721.
677 Abbott RD, Petrovitch H, Rodriguez BL, Yano K, Schatz IJ, Popper JS et al.
Ankle/brachial blood pressure in men >70 years of age and the risk of
coronary heart disease. Am J Cardiol 2000; 86:280–284.
678 Oldenburg B, Graham-Clarke P, Shaw J, Walker S. Modification of health
behavior and lifestyle mediated by physicians. In: Behavioral medicine
approaches to cardiovascular disease prevention. Edited by Orth-Gomer K,
Schneiderman N. New Jersey: Mahwah; 1996:203–226.
679 Prochaska JO, DiClemente CC, Norcross JC. In search of how people
change. Applications to addictive behaviors. Am Psychol 1992;
47:1102–1114.
680 US Preventive Services Task Force. Guide to clinical services. Baltimore:
Williams & Wilkins; 1996.
681 Ebrahim S, Smith GD, McCabe C, Payne N, Pickin M, Sheldon TA et al.
Cholesterol and coronary heart disease: screening and treatment. Qual
Health Care 1998; 7:232–239.
682 Sasaki S, Zhang XH, Kesteloot H. Dietary sodium, potassium, saturated fat,
alcohol, and stroke mortality. Stroke 1995; 26:783–789.
683 O’Meara S, Glenny AM, Wilson C, Melville A, Sheldon TA. Effective
management of obesity. Qual Health Care 1997; 6:170–175.
684 Silagy C, Stead L. Physican advice for smoking cessation (Cochrane
Review). Oxford: Update Software; 2002.
685 Silagy C, Lancaster T, Stead L, Mant D, Fowler G. Nicotine replacement
therapy for smoking cessation (Cochrane Review). Oxford: Update
Software; 2002.
686 Hughes J, Stead L, Lancaster T. Antidepressants for smoking cessation
(Cochrane Review). Oxford: Update Software; 2002.
687 Hillsdon M, Thorogood M. A systematic review of physical activity
promotion strategies. Br J Sports Med 1996; 30:84–89.
688 Borg G. Perceived exertion as an indicator of somatic stress. Scand J
Rehabil Med 1970; 2:92–98.

European guidelines on cardiovascular disease prevention in clinical practice Third Joint Task Force

689 Long-term comprehensive care of cardiac patients. Recommendations by
the Working Group on Rehabilitation of the European Society of
Cardiology. Eur Heart J 1992; 13(Suppl C):1–45.
690 American Association of Cardiovascular and Pulmonary Rehabilitation.
Guidelines for cardiac rehabilitation and secondary prevention programmes. Champaign IL, USA: Human Kinetics; 1995.
691 Wenger N, Froelicher E, Smith L, et al. Cardiac rehabilitation as secondary
prevention. Clinical practice guidelines. DHHS Agency for Health Care
Policy and Research NA. Publication no. 96–0673; 1995.
692 Gohlke H, Gohlke-Barwolf C. Cardiac rehabilitation. Eur Heart J 1998;
19:1004–1010.
693 Ades PA. Cardiac rehabilitation and secondary prevention of coronary heart
disease. N Engl J Med 2001; 345:892–902.
694 Aggarwal A, Ades PA. Exercise rehabilitation of older patients with
cardiovascular disease. Cardiol Clin 2001; 19:525–536.
695 1993 guidelines for the management of mild hypertension: memorandum
from a World Health Organization/International Society of Hypertension
meeting. Guidelines Sub-Committee. J Hypertens 1993; 11:905–918.
696 European Society of Hypertension - European Society of Cardiology.
Guidelines for the management of arterial hypertension. J Hypertens 2003;
21:1011–1053.
697 Hypertension control. Report of a WHO Expert Committee. WHO
Technical Report Series 862. Geneva: World Health Organisation; 1996.
698 Casale PN, Devereux RB, Milner M, Zullo G, Harshfield GA, Pickering TG
et al. Value of echocardiographic measurement of left ventricular mass in
predicting cardiovascular morbid events in hypertensive men. Ann Intern
Med 1986; 105:173–178.
699 Devereaux RB. Hypertensive cardiac hypertrophy: pathophysiologic and
clinical characteristics. In: Hypertension: pathophysiology. Diagnosis and
Management. Edited by Laragh JH, Brenner BM. New York: Raven press;
1990:359–377.
700 Deckert T, Kofoed-Enevoldsen A, Norgaard K, Borch-Johnsen K, FeldtRasmussen B, Jensen T. Microalbuminuria. Implications for micro- and
macrovascular disease. Diabetes Care 1992; 15:1181–1191.
701 Effects of ramipril on cardiovascular and microvascular outcomes in people
with diabetes mellitus: results of the HOPE study and MICRO-HOPE
substudy. Heart Outcomes Prevention Evaluation Study Investigators.
Lancet 2000; 355:253–259.
702 Salonen JT, Salonen R. Ultrasonographically assessed carotid morphology
and the risk of coronary heart disease. Arterioscler Thromb 1991;
11:1245–1249.
703 Zanchetti A, Rosei EA, Dal Palu C, Leonetti G, Magnani B, Pessina A. The
Verapamil in Hypertension and Atherosclerosis Study (VHAS): results of
long-term randomized treatment with either verapamil or chlorthalidone on
carotid intima-media thickness. J Hypertens 1998; 16:1667–1676.
704 Taddei S, Salvetti A. Endothelial dysfunction in essential hypertension:
clinical implications. J Hypertens 2002; 20:1671–1674.
705 Guerin AP, Blacher J, Pannier B, Marchais SJ, Safar ME, London GM.
Impact of aortic stiffness attenuation on survival of patients in end-stage
renal failure. Circulation 2001; 103:987–992.
706 Franklin SS, Khan SA, Wong ND, Larson MG, Levy D. Is pulse pressure
useful in predicting risk for coronary heart disease? The Framingham heart
study. Circulation 1999; 100:354–360.
707 Kannel WB. Elevated systolic blood pressure as a cardiovascular risk
factor. Am J Cardiol 2000; 85:251–255.
708 Franklin SS, Larson MG, Khan SA, Wong ND, Leip EP, Kannel WB et al.
Does the relation of blood pressure to coronary heart disease risk change
with aging? The Framingham Heart Study. Circulation 2001;
103:1245–1249.
709 Staessen JA, Fagard R, Thijs L, Celis H, Arabidze GG, Birkenhager WH et
al. Randomised double-blind comparison of placebo and active treatment
for older patients with isolated systolic hypertension. The Systolic
Hypertension in Europe (Syst-Eur) Trial Investigators. Lancet 1997;
350:757–764.
710 Liu L, Wang JG, Gong L, Liu G, Staessen JA. Comparison of active
treatment and placebo in older Chinese patients with isolated systolic
hypertension. Systolic Hypertension in China (Syst-China) Collaborative
Group. J Hypertens 1998; 16:1823–1829.
711 Staessen JA, Gasowski J, Wang JG, Thijs L, Den Hond E, Boissel JP et al.
Risks of untreated and treated isolated systolic hypertension in the elderly:
meta-analysis of outcome trials. Lancet 2000; 355:865–872.
712 Mancia G, Grassi G. Systolic and diastolic blood pressure control in
antihypertensive drug trials. J Hypertens 2002; 20:1461–1464.
713 Vasan RS, Larson MG, Leip EP, Kannel WB, Levy D. Assessment of
frequency of progression to hypertension in non-hypertensive participants
in the Framingham Heart Study: a cohort study. Lancet 2001;
358:1682–1686.
714 Post-stroke antihypertensive treatment study. A preliminary result. PATS
Collaborating Group. Chin Med J (Engl) 1995; 108:710–717.
715 Groppelli A, Giorgi DM, Omboni S, Parati G, Mancia G. Persistent blood
pressure increase induced by heavy smoking. J Hypertens 1992;
10:495–499.
716 Hansson L, Lindholm LH, Niskanen L, Lanke J, Hedner T, Niklason A et al.
Effect of angiotensin-converting-enzyme inhibition compared with

S77

conventional therapy on cardiovascular morbidity and mortality in
hypertension: the Captopril Prevention Project (CAPPP) randomised trial.
Lancet 1999; 353:611–616.
717 Hansson L, Hedner T, Lund-Johansen P, Kjeldsen SE, Lindholm LH,
Syvertsen JO et al. Randomised trial of effects of calcium antagonists
compared with diuretics and beta-blockers on cardiovascular morbidity and
mortality in hypertension: the Nordic Diltiazem (NORDIL) study. Lancet
2000; 356:359–365.
718 ALLHAT Collaborative Research Group. Major cardiovascular events in
hypertensive patients randomized to doxazosin vs chlorthalidone: the
antihypertensive and lipid-lowering treatment to prevent heart attack trial
(ALLHAT). ALLHAT Collaborative Research Group. JAMA 2000;
283:1967–1975.
719 Mancia G, Grassi G. Combination treatment in antihypertensive drug trials.
Cardiovasc Drugs Ther 1997; 11:517–518.
720 Garg R, Yusuf S. Overview of randomized trials of angiotensin-converting
enzyme inhibitors on mortality and morbidity in patients with heart failure.
Collaborative Group on ACE Inhibitor Trials. JAMA 1995; 273:1450–1456.
721 McMurray JJ. Major beta blocker mortality trials in chronic heart failure: a
critical review. Heart 1999; 82(Suppl 4):IV14–IV22.
722 Giatras I, Lau J, Levey AS. Effect of angiotensin-converting enzyme inhibitors
on the progression of nondiabetic renal disease: a meta-analysis of
randomized trials. Angiotensin-Converting-Enzyme Inhibition and Progressive
Renal Disease Study Group. Ann Intern Med 1997; 127:337–345.
723 Cruickshank JM, Thorp JM, Zacharias FJ. Benefits and potential harm of
lowering high blood pressure. Lancet 1987; 1:581–584.
724 The effect of intensive treatment of diabetes on the development and
progression of long-term complications in insulin-dependent diabetes
mellitus. The Diabetes Control and Complications Trial Research Group. N
Engl J Med 1993; 329:977–986.
725 Randomised trial of a perindopril-based blood-pressure-lowering regimen
among 6,105 individuals with previous stroke or transient ischaemic attack.
Lancet 2001; 358:1033–1041.
726 Hyman DJ, Pavlik VN. Characteristics of patients with uncontrolled
hypertension in the United States. N Engl J Med 2001; 345:479–486.
727 Mancia G, Sega R, Milesi C, Cesana G, Zanchetti A. Blood-pressure
control in the hypertensive population. Lancet 1997; 349:454–457.
728 Fager G, Wiklund O. Cholesterol reduction and clinical benefit. Are there
limits to our expectations? Arterioscler Thromb Vasc Biol 1997;
17:3527–3533.
729 Serruys PW, de Feyter P, Macaya C, Kokott N, Puel J, Vrolix M et al.
Fluvastatin for prevention of cardiac events following successful first
percutaneous coronary intervention: a randomized controlled trial. JAMA
2002; 287:3215–3222.
730 Omar MA, Wilson JP. FDA adverse event reports on statin-associated
rhabdomyolysis. Ann Pharmacother 2002; 36:288–295.
731 Schwartz GG, Olsson AG, Ezekowitz MD, Ganz P, Oliver MF, Waters D et
al. Effects of atorvastatin on early recurrent ischemic events in acute
coronary syndromes: the MIRACL study: a randomized controlled trial.
JAMA 2001; 285:1711–1718.
732 Sacks FM, Moye LA, Davis BR, Cole TG, Rouleau JL, Nash DT et al.
Relationship between plasma LDL concentrations during treatment with
pravastatin and recurrent coronary events in the Cholesterol and Recurrent
Events trial. Circulation 1998; 97:1446–1452.
733 Influence of pravastatin and plasma lipids on clinical events in the West of
Scotland Coronary Prevention Study (WOSCOPS). Circulation 1998;
97:1440–1445.
734 Grundy SM. Statin trials and goals of cholesterol-lowering therapy.
Circulation 1998; 97:1436–1439.
735 Pan XR, Li GW, Hu YH, Wang JX, Yang WY, An ZX et al. Effects of diet and
exercise in preventing NIDDM in people with impaired glucose tolerance.
The Da Qing IGT and Diabetes Study. Diabetes Care 1997; 20:537–544.
736 Tuomilehto J, Lindstrom J, Eriksson JG, Valle TT, Hamalainen H, IlanneParikka P et al. Prevention of type 2 diabetes mellitus by changes in
lifestyle among subjects with impaired glucose tolerance. N Engl J Med
2001; 344:1343–1350.
737 Knowler WC, Barrett-Connor E, Fowler SE, Hamman RF, Lachin JM,
Walker EA et al. Reduction in the incidence of type 2 diabetes with lifestyle
intervention or metformin. N Engl J Med 2002; 346:393–403.
738 Chiasson JL, Josse RG, Gomis R, Hanefeld M, Karasik A, Laakso M.
Acarbose for prevention of type 2 diabetes mellitus: the STOP-NIDDM
randomised trial. Lancet 2002; 359:2072–2077.
739 Tuomilehto J, Geboers J, Salonen JT, Nissinen A, Kuulasmaa K, Puska P.
Decline in cardiovascular mortality in North Karelia and other parts of
Finland. Br Med J (Clin Res Ed) 1986; 293:1068–1071.
740 Ebrahim S, Davey Smith G. Multiple risk factor interventions for primary
prevention of coronary heart disease (Cochrane Review). Oxford: Update
Software; 2002.
741 Owens DR. Repaglinide: a new short-acting insulinotropic agent for the
treatment of type 2 diabetes. Eur J Clin Invest 1999; 29(Suppl 2):30–37.
742 A desktop guide to Type 1 (insulin-dependent) diabetes mellitus. European
Diabetes Policy Group 1998. Diabet Med 1999; 16:253–266.
743 A desktop guide to Type 2 diabetes mellitus. European Diabetes Policy
Group 1999. Diabet Med 1999; 16:716–730.

S78

European Journal of Cardiovascular Prevention and Rehabilitation 2003, Vol 10 (suppl 1)

744 Ravid M, Savin H, Jutrin I, Bental T, Katz B, Lishner M. Long-term stabilizing
effect of angiotensin-converting enzyme inhibition on plasma creatinine and
on proteinuria in normotensive type II diabetic patients. Ann Intern Med
1993; 118:577–581.
745 Lindholm LH, Ibsen H, Dahlof B, Devereux RB, Beevers G, de Faire U et al.
Cardiovascular morbidity and mortality in patients with diabetes in the
Losartan Intervention For Endpoint reduction in hypertension study (LIFE):
a randomised trial against atenolol. Lancet 2002; 359:1004–1010.
746 Is fasting glucose sufficient to define diabetes? Epidemiological data from
20 European studies. The DECODE-study group. European Diabetes
Epidemiology Group. Diabetes Epidemiology: Collaborative analysis of
Diagnostic Criteria in Europe. Diabetologia 1999; 42:647–654.
747 DECODE Study Group, on behalf of the European Diabetes Epidemiology
Group. Glucose tolerance and cardiovascular mortality: comparison of fasting
and 2-hour diagnostic criteria. Arch Intern Med 2001; 161:397–405.
748 Meigs JB, Nathan DM, Wilson PW, Cupples LA, Singer DE. Metabolic risk
factors worsen continuously across the spectrum of nondiabetic glucose
tolerance. The Framingham Offspring Study. Ann Intern Med 1998;
128:524–533.
749 Ballantyne CM, Olsson AG, Cook TJ, Mercuri MF, Pedersen TR, Kjekshus J.
Influence of low high-density lipoprotein cholesterol and elevated
triglyceride on coronary heart disease events and response to simvastatin
therapy in 4S. Circulation 2001; 104:3046–3051.
750 Rubins HB, Robins SJ, Collins D, Nelson DB, Elam MB, Schaefer EJ et al.
Diabetes, plasma insulin, and cardiovascular disease: subgroup analysis
from the Department of Veterans Affairs high-density lipoprotein intervention trial (VA-HIT). Arch Intern Med 2002; 162:2597–2604.
751 Budaj A, Yusuf S, Mehta SR, Fox KA, Tognoni G, Zhao F et al. Benefit of
clopidogrel in patients with acute coronary syndromes without ST-segment
elevation in various risk groups. Circulation 2002; 106:1622–1626.
752 CAPRIE Steering Committee. A randomised, blinded, trial of clopidogrel
versus aspirin in patients at risk of ischaemic events (CAPRIE). Lancet
1996; 348:1329–1339.
753 US Preventive Services Task Force. Aspirin for the primary prevention of
cardiovascular events: recommendation and rationale. Ann Intern Med
2002; 136:157–160.
754 Hayden M, Pignone M, Phillips C, Mulrow C. Aspirin for the primary
prevention of cardiovascular events: a summary of the evidence for the U.S.
Preventive Services Task Force. Ann Intern Med 2002; 136:161–172.
755 Yusuf S, Peto R, Lewis J, Collins R, Sleight P. Beta blockade during and
after myocardial infarction: an overview of the randomized trials. Prog
Cardiovasc Dis 1985; 27:335–371.
756 Heidenreich PA, Lee TT, Massie BM. Effect of beta-blockade on mortality in
patients with heart failure: a meta-analysis of randomized clinical trials. J
Am Coll Cardiol 1997; 30:27–34.
757 Yusuf S, Held P, Furberg C. Update of effects of calcium antagonists in
myocardial infarction or angina in light of the second Danish Verapamil
Infarction Trial (DAVIT- II) and other recent studies. Am J Cardiol 1991;
67:1295–1297.
758 Latini R, Maggioni AP, Flather M, Sleight P, Tognoni G. ACE inhibitor use in
patients with myocardial infarction. Summary of evidence from clinical trials.
Circulation 1995; 92:3132–3137.
759 Effect of enalapril on survival in patients with reduced left ventricular
ejection fractions and congestive heart failure. The SOLVD Investigators. N
Engl J Med 1991; 325:293–302.
760 Effect of enalapril on mortality and the development of heart failure in
asymptomatic patients with reduced left ventricular ejection fractions. The
SOLVD Investigattors. N Engl J Med 1992; 327:685–691.
761 Pfeffer MA, Braunwald E, Moye LA, Basta L, Brown EJ Jr, Cuddy TE et al.
Effect of captopril on mortality and morbidity in patients with left ventricular
dysfunction after myocardial infarction. Results of the survival and ventricular
enlargement trial. The SAVE Investigators. N Engl J Med 1992; 327:669–677.
762 Cohn JN, Johnson G, Ziesche S, Cobb F, Francis G, Tristani F et al. A
comparison of enalapril with hydralazine-isosorbide dinitrate in the
treatment of chronic congestive heart failure. N Engl J Med 1991;
325:303–310.
763 Fonarow GC, Chelimsky-Fallick C, Stevenson LW, Luu M, Hamilton MA,
Moriguchi JD et al. Effect of direct vasodilation with hydralazine versus
angiotensin-converting enzyme inhibition with captopril on mortality in
advanced heart failure: the Hy-C trial. J Am Coll Cardiol 1992; 19:842–850.
764 Effect of ramipril on mortality and morbidity of survivors of acute myocardial
infarction with clinical evidence of heart failure. The Acute Infarction
Ramipril Efficacy (AIRE) Study Investigators. Lancet 1993; 342:821–828.
765 GISSI-3: effects of lisinopril and transdermal glyceryl trinitrate singly and
together on 6-week mortality and ventricular function after acute myocardial
infarction. Gruppo Italiano per lo Studio della Sopravvivenza nell’infarto
Miocardico. Lancet 1994; 343:1115–1122.
766 Ambrosioni E, Borghi C, Magnani B. Survival of myocardial infarction longterm evaluation (SMILE) study: rationale, design, organization, and outcome
definitions. Control Clin Trials 1994; 15:201–210.
767 ISIS-4 (Fourth International Study of Infarct Survival) Collaborative Group.
ISIS-4: a randomised factorial trial assessing early oral captopril, oral
mononitrate, and intravenous magnesium sulphate in 58,050 patients with
suspected acute myocardial infarction. Lancet 1995; 345:669–685.

768 The European Trial on Reduction of Cadiac Events with Perindopril in
Stable Coronary Artery Disease Investigators. Efficacy of perindopril in
reduction of cardiovascular events among patients with stable coronary
artery disease: randomised, double-blind, placebo-controlled, multicentre
trial (the EUROPA study). Lancet 2003; 362:782–788.
769 Smith P, Arnesen H, Holme I. The effect of warfarin on mortality and
reinfarction after myocardial infarction. N Engl J Med 1990; 323:147–152.
770 Euroaspire group. Clinical reality of coronary prevention guidelines. Lancet
2001; 357:995–1001.
771 Cleland JGF, Cohen-Solal A, Cosin Aguilar J et al. Management of heart
failure in primary care: an international survey. Lancet 2002;
360:1631–1639
772 Moher M, Yudkin P, Wright L, Turner R, Fuller A, Schofield T et al. Cluster
randomised controlled trial to compare three methods of promoting secondary
prevention of coronary heart disease in primary care. BMJ 2001; 322:1338.
773 Berwick DM. Disseminating innovations in health care. JAMA 2003;
289:1969–1975
774 Gaede P, Vedel P, Larsen N, Jensen GVH, Parving H-H, Pedersen O.
Multifactorial intervention and cardiovascular disease in patients with type 2
diabetes. N Engl J Med 2003; 348:383–393.
775 Cabana MD, Rand CS, Powe NR et al. Why don’t physicians follow clinical
practice guidelines? JAMA 1999; 282:1459–1465.
776 Rich MW. From clinical trials to clinical practice: bridging the GAP. JAMA
2002; 287:1321–1323.
777 Grimshaw JM, Russell IT. Effect of clinical guidelines on medical practice: a
systematic review of rigorous evaluations. Lancet 1993; 342:1317–1322.
778 Mehta RH, Montoye CK, Gallogly M, Baker P, Blount A, Faul J et al.
Improving quality of care for acute myocardial infarction: The Guidelines
Applied in Practice (GAP) Initiative. JAMA 2002; 287:1269–1276.
779 Sharayeva M, Tcheng J, Cannon C. Assessment of compliance with the
American College of Cardiology/American Heart Association Guidelines for
Patients with Acute Coronary Syndromes Admitted to a Tertiary Care Hospital
Coronary Care Unit. Critical Pathways in Cardiology 2002; 1:22–25.
780 Pearson SD, Goulart-Fisher D, Lee TH. Critical pathways as a strategy for
improving care: problems and potential. Ann Intern Med 1995; 123:941–948.
781 Every NR, Hochman J, Becker R, Kopecky S, Cannon CP. Critical
pathways: a review. Committee on Acute Cardiac Care, Council on Clinical
Cardiology, American Heart Association. Circulation 2000; 101:461–465.
782 Simoons ML. Cardio-vascular disease in Europe: challenges for the
medical profession. Opening address of the 2002 Congress European
Society of Cardiology. Eur Heart J 2003; 24:8–12.

