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ABSTRACT

Despite considerable improvements in medical care
over the past 25 years, cardiovascular disease (CVD) re-
mains a major public health challenge. Dyslipidemias
are one of the topics of greatest interest in cardiology.
Decreasing serum cholesterol level is a central objec-
tive for preventing cardiovascular events. The current
European Society of Cardiology guidelines recom-
mend evaluation of the cardiovascular risk, treatment
decisions being based on this risk, and clinician-pa-
tient discussion about the risk (shared decision mak-
ing).
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REsumE

Qulest-ce qu’il y a de neuf dans le traitement de la
dyslipidémie dans le guide de la Société Européenne
de Cardiologie pour l'année 20197

Malgré 'amélioration considérable des soins médicaux
pendant les 25 derniéres années, les maladies cardio-
vasculaires (MCV) restent un défi majeur pour la santé
publique. Les dyslipidémies sont 'un des sujets de plus
grand intérét en cardiologie. La diminution du taux de
cholestérol sérique est un objectif central dans la pré-
vention des événements cardiovasculaires. Les direc-
tives actuelles de la Société Européenne de Cardiologie
recommandent Iévaluation du risque cardiovasculaire,
les décisions de traitement en fonction de ce risque et
la discussion entre le clinicien et le patient sur le risque
(prise de décision partagée).

Mots-clés: athérosclérose, risque cardiovasculaire,
dyslipidémie, cholestérol LDL, triglycérides.
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INTRODUCTION

In August 2019, the European Society of
Cardiology (ESC) and European Atherosclerosis
Society (EAS) released updates to their 2016
guidelines for the management of dyslipidemia®?.
Cardiovascular diseases are still the leading cause of
death in Europe, accounting for 47% of all premature
deaths, before the age of 65 years old’.

Dyslipidemia is a modifiable major risk factor
that plays a significant role in the development of
atherosclerotic cardiovascular disease. Nowadays,
more patients are surviving their first cardiovascu-
lar (CV) event and are at high-risk of recurrences.
Prevention is defined as a co-ordinated set of actions,
either at the population or individual level, aimed
at eliminating or minimizing the impact of CV dis-
eases and their related disabilities. People of all ages
should be encouraged to sustain and adopt a healthy
lifestyle, especially those with established ASCVD

(Atherosclerotic Cardiovascular Disease)'.

Cardiovascular risk categories
All current guidelines on the prevention of

ASCVD in clinical practice recommend the assess-

ment of total cardiovascular disease (CVD) risk.

To establish the importance of dyslipidemias as a

cardiovascular risk factor, the European Society

of Cardiology guideline resumes the overall assess-
ment of cardiovascular risk. There are many models,
but since 2003, the ESC has adopted the SCORE

(Systematic Coronary Risk Estimation) risk table,

based on five main risk factors: sex, age, smoking,

blood pressure values and total cholesterol values.

Depending on the presence and values of these pa-

rameters, the risk of cardiovascular death in the

following ten years is estimated. SCORE estima-
tion system can assist in making logical therapeutic
management decisions. In the new ESC guideline,

SCORE risk table has been extended to older people.

These guidelines include illustrative charts for older

people. Calibrated country-specific versions are avail-

able for many European countries and can be found
at http://www.heartscore.org".

The recommendations of the new guideline are
the following:

e For very high-risk patients (10-year risk of CV death
>10%) an LDL cholesterol (LDL-C) reduction of at
least 50% from baseline and an LDL-C goal of less
than 1.4 mmol/L (< 55 mg/dL) are recommended’.

e For very high-risk patients who experience a second
cardiovascular event within 2 years (not necessar-
ily of the same type as the first event) while being
under treatment with a maximally tolerated statin
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therapy, an LDL-C goal of less than 1.0 mmol/L
(<40 mg/dL) may be considered'.

e For patients at high risk (10-year risk for CV death
of 5% to 10%), an LDL-C reduction of 50% or
greater from baseline and an LDL-C goal of less
than 1.8 mmol/L (<70 mg/dL) may be considered’.

e For individuals at moderate risk (10-year risk for
CV death of 1% to 5%), an LDL-C goal of less than
2.6 mmol/L (<100 mg/dL) should be considered!.

e For individuals at low risk (10-year risk for
CV death <1%), an LDL-C goal of less than
3.0 mmol/L (<116 mg/dL) may be considered'.

New recommendations in the 2019 guidelines,
compared to the 2016 version

Revisions have been made to the risk stratifica-
tion categories so that patients with ASCVD (previ-
ous acute coronary syndrome (ACS), stable angina,
coronary revascularization, stroke and transient is-
chemic attack, peripheral arterial disease), diabetes
with target organ damage or having at least 3 major
risk factors or long duration over 20 years of type 1
diabetes mellitus), familial hypercholesterolemia and
severe chronic kidney disease (¢GFR< 30mL/min) are
all included into a very high risk* category. Also, ACS
patients are now considered to be at very high-risk of
recurrent events.

Assessment of arterial (carotid and/or femoral)
plaque burden by arterial ultrasonography and coro-
nary artery calcium (CAC) score assessment with
computed tomography (CT) should be considered
as a risk modifier in individuals at low to moderate
risk!. A recent meta-analysis from the US Preventive
Services Task Force summarized the available evi-
dence on the value of non-traditional risk factors
for risk prediction’®. Also, a 6 year follow up of the
prospective multicenter International CONFIRM
long-term study demonstrated that coronary com-
puted tomographic angiography improved prognos-
tication of 6-year all-cause mortality beyond a set of
conventional risk factors (RF) alone®.

Considering new insights from epidemio-
logical and Mendelian randomization studies that
Lipoprotein(a) (Lp(a)) is causal in ischemic heart dis-
ease, the guidelines now recommend measurement
of Lp(a) at least once in adults. Randomized place-
bo-controlled trials of Lp(a) reduction in individuals
with very high concentrations, in order to reduce car-
diovascular disease are awaited and also recent genet-
ic evidence has shown that elevated Lp(a) is a cause
of aortic valve stenosis, myocardial infarction and
atherosclerotic arterial stenosis’. In the randomized
HPS2-THRIVE trial of niacin-laropiprant versus pla-
cebo, on a background of simvastatin therapy, the au-
thors have concluded that novel therapies that reduce
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high Lp(a) levels by at least 80 nmol/L (=40%) may be
needed to produce worthwhile benefits in people at
the highest risk because of Lp(a)®. Current options for
treatment of high Lp(a) are limited to the Proprotein
convertase subtilisin/kexin type 9 (PCSK9) inhibi-
tors, which have been shown to reduce the levels
by 25-30% on average, with or without background
statin therapy"”'°, Patients treated with PCSK9 in a
study from Denmark do not resemble the popula-
tions from the major endpoint studies, as the major-
ity of this real-life population is statin intolerant. The
authors concluded an overall reduction of LDL-c of
approximately 50%, even though the number of pa-
tients reaching their treatment target remains low'.

The guidelines emphasize the importance of
combination therapy, first with ezetimibe, followed
by a PCSK9 inhibitor, to achieve the recommended
targets in high-risk patients'. In the IMPROVE-IT
trial, the addition of ezetimibe to simvastatin therapy
provided an additional benefit to post ACS-patients.
When added to statin therapy, ezetimibe resulted in
incremental lowering of LDL-cholesterol levels"'?,

Statin treatment remains the first choice for
managing high triglycerides (TG) (>200 mg/dL or
2.3 mmol/L). The new guidelines have taken account
of evidence from REDUCE-IT and recommend n-3
polyunsaturated fatty acids (PUFAs) (particularly
icosapent ethyl 2 x 2 g daily) in high-risk patients with
persistently elevated TG (between 135-499 mg/dL
or 1.5 and 5.6 mmol/L) despite statin treatment"?,
Omega-3 fatty acids like eicosapentaenoic acid (EPA)
only in a pharmacologic dose reduce fasting TG and
interfere with mechanisms of atherosclerosis that re-
sult in reduced cardiovascular events'®. In high-risk
patients, at LDL-c goal but with TG >200 mg/dL or
>2.3 mmol/L, fenofibrate or bezafibrate may be con-
sidered in combination with statins">18,

Cardiovascular disease is the most important
cause of mortality and morbidity in elderly people
worldwide. In the ESC guidelines, in people aged <75
years, treatment with statins is recommended for pri-
mary prevention, according to the level of risk'. The
evidence for statin therapy is more limited in patients
over 75 years old, though is still consistent with a
benefit. The new guidelines advise the estimation of
the level of risk, health status, baseline LDL-c and
the risk of drug interactions when deciding whether
statins are appropriate in patients aged 75 years or
more"?,

Statin therapy is not recommended in pre-men-
opausal women with DM who are considering preg-
nancy or do not use adequate contraception'. Statins
are not indicated during pregnancy due to teratogenic
effects on fetal development and should be avoided in
all women who are planning pregnancy".

CONCLUSIONS

In conclusion, the new 2019 ESC/EAS dyslipi-
demia guidelines draw attention to the LDL-c levels
that should be lowered as much as possible to pre-
vent cardiovascular disease. There is no lower limit
of LDL-c that is known to be unsafe. The absolute
LDL-c reduction drives the clinical benefit. The
guidelines focused on a new way of stratifying risk,
new revised concepts, more intensive goals for the
high-risk population and an increased focus on com-
bination therapy. Also, guidelines recommend that
the patient should be included in decisions on cardio-
vascular risk management (shared decision making).
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