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2016 European Guidelines on cardiovascular
disease prevention in clinical practice

The Sixth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in
Clinical Practice (constituted by representatives of 10 societies
and by invited experts)

Developed with the special contribution of the European Association
for Cardiovascular Prevention & Rehabilitation (EACPR)

Authors/Task Foree Members: Massimo F. Piepoli* (Chairperson) (Italy),

Arno W. Hoes* (Co-Chairperson) (The Metherlands), Stefan Agewall (Norway)',
Christian Albus (Germany)®, Carlos Brotons (Spain)'’, Alberico L. Catapano (ltaly)?,
Marie-Therese Cooney (Ireland)', Ugo Corra (Italy)', Bernard Cosyns (Belgium)’,
Christi Deaton (UK), lan Graham (Ireland)!, Michael Stephen Hall (UK)?,

F. D. Richard Hobbs (UK)', Maja-Lisa Lechen {(Norway)', Herbert Lillgen
{Germany)®, Pedro Marques-Vidal (Switzerland)', Joep Perk (Sweden)', Eva Prescott
(Denmark)', Josep Redon (Spain)®, Dimitrios ]. Richter (Greece)', Naveed Sattar
{UK)Z, Yvo Smulders (The Netherlands)?, Monica Tiberi (ltaly)",

H. Bart van der Worp (The Netherlands)®, Ineke van Dis (The Metherlands)?,

W. M. Monique Verschuren (The Netherlands)'

Additlonal Contributor: Simone Binno (lcaly)

Nicht-medikamentdse Massnahmen
nach Infarkt

Nikotin-Konsum sistieren
Gewichtskontrolle (BMI 20-25kg/m?)
Alkoholkonsum <£30mL Athanol pro Tag
Diat (Fettsauren, Gemtuse, Friichte, Fisch)
Korperliche Aktivitat (230 Min/Tag)
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Effects of Mediterranean Diet
on AMI, Stroke, and CV Death
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No. at Risk Years
Control diet 2450 2268 2020 1583 1268 946
Med diet, EVOO 2543 2486 2320 1987 1687 1310
Med diet, nuts 2454 2343 2093 1657 1389 1031

Estruch R et al: NEJM 2013 (PREDIMED)

Nicht-medikamentdse Massnahmen
nach Infarkt

Nikotin-Konsum sistieren
Gewichtskontrolle (BMI 20-25kg/m?)
Alkoholkonsum <30mL Athanol pro Tag
Diat (Fettsauren, Gemuse, Frichte, Fisch)
Korperliche Aktivitat (230 Min/Tag)
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@ Attendance at Cardiac Rehabilitation Programme
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Nach Infarkt

Medikamentdse Therapie:

ACE-Hemmer (ARB) bei allen Patienten nach Infarkt
(HOPE, EUROPA)

Betablocker bei allen Patienten nach Infarkt, bei
eingeschrankte LV-Funktion dauernd

MRA (Eplerenone) nach Infarkt (EF <40%, CHF)

DAPT fir ein Jahr, Aspirin lebenslang



Effects of antiplatelet therapy on vascular events

Benefit per 1000 patients (SE): 36 (5) 38 (5) 36 (6) 9(3) 22 (3)
Mean months of treatment: 27 1 29 0.7 22
Pvalue:  <0.0001 <0.0001 <0.0001 0.0009 <0.0001
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Antithrombotic Trialists* Collaboration: BMJ 2002 attack
O‘ EuroASPIRE Surveys
N Participation Age Women PTCA
rate (%) years (%) (%)
EuroASPIREI 3180 77.2 47.8 24.9 25.6
1995-1996
EuroASPIRE Il 2975 76.5 48.1 25.2 27.8
1999-2000
EuroASPIRE Ill 2392 68.4 40.6 23.1 49.8

2006-2007

Consecutive patients, < 70 years at time of index event

ESC, Vienna 2007
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Antiplatelet Use

S2vs. S1:P=0.29

S3vs. S2: P=0.0002 P<0.0001

S3vs. S1: P<0.0001
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Prevalence of Raised LDL Cholesterol (2)*
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= Survey 1 95.4% 95.8% 96.8% 97.9% 97.0% 96.4%
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S2 vs. 1 : P=0.001
S3vs. 52 : P<0.0001
S3vs. §1 : P<0.0001

www.escardio.org gress, Vienna, September 2007 550757

Medication Use: Lipid Lowering Drugs
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EMPFEHLUNGEN NACH IAS 2003

modifiziert und aktualisiert fur die Schweiz 2012

LDL- m Sehr hohes Risiko: < 1.8 mmol/1 und/oder Reduktion > 50%, wenn Zielwert
Cholesterin nicht erreicht werden kann*

m Hohes Risiko (> 20%): < 2.6 mmol/I (ZW)'

m Intermedidres Risiko (10-20%]: < 3.4 mmol/| (ZW)'

m Niedriges Risiko (< 10%): < 4.1 mmol/I (ZW)'
Triglyzeride mTG > 1.7 mmol/l (IW): Behandlung bei Diabetes, Metabolischem Syndrom

m TG > 5.0 mmol/I (IW): Behandlung bei allen Personen indiziert

m TG > 10.0 mmol/l (IW): Primé&rziel: Verhinderung der akuten Pankreatitis,

lipidologisches Konsilium

HDL- m Bei niedrigen Werten: HDL-Cholesterin erhtihen (kein ZW) durch Optimierung
Cholesterin des Lebensstils (Rauchabstinenz, Bewsgungstraining, Gewichtsreduktion bei Ubergewicht/Adipositas)

EAS/ESC EMPFEHLUNGEN 2011

LDL- m Sehr hohes Risiko (> 10%)': < 1.8 mmol/I (ZW) und/oder Reduktion > 50%,
Cholesterin wenn ZW nicht erreicht werden kann

m Hohes Risiko (= 5% und < 10%) : < 2.5 mmol/I (ZW)
m Intermedidres Risiko (= 1% und < 5%) : < 3.0 mmol/I (ZW)
m Niedriges Risiko (< 1%) :

> 2.5 mmol/I: Lebensstil-Intervention

> 4.9 mmol/I: (IW): Medikamente, falls Lebensstil-Intervention nicht
erfolgreich

Influence on Cholesterol Metabolism
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[Cholesterol Absorption Inhibitors (e.g., ezetimibe)]




Effects of Simvstatin/Ezetimibe vs Simvastatin on
CV death, CAD events, stroke in ACS patients
LDL inclusion 1.3 - 3.2 mmol/L (under Tx 1.3-2.6 mmol/L)

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)
100 404 P=0016 _ .
Statins should be used as the drugs of first choice in patients with
hypercholesterolaemia or combined hyperlipidaemia

Combination treatment may be needed. Data indicate that
combination therapy with ezetimibe also brings a benefit that is in
line with the CholesterolTreatment Trialists’ (CTT) Collaboration
meta-analysis. It must be stressed, however, that the only
combination that has evidence of clinical benefit (one large RCT) is
that of a statin combined with ezetimibe.

ESC Guidelines 2016

c r T T T T T T 1
0 1 2 3 4 5 6 7
No. at Risk Years since Randomization
Simvastatin— 9067 7371 6801 6375 5839 4284 3301 1906
ezetimibe

Simvastatin 9077 7455 6799 6327 5729 4206 3284 1857

N Engl J Med 2015

The lower the better!

30
poscH M 45 - Placebo
[ ]
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PRA — pravastatin Secondary Prevention
ATV - atorvastatin
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Adapted from Rosensen RS. Exp Opin Emerg Drugs 2004;9(2):269-279

LDL-C achieved mg/dL (mmol/L)
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Effects of PCSK9 Antibodies on Lipids
in Patients with Familial Hypercholesterolemia
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Placebo-corrected change (%)

LDL HDL TG LPa

Baseline LDL 3.5 - 4.2 mmol/L

Post-hoc Adjudicated Cardiovascular TEAES

(Same as primary endpoint of ongoing ODYSSEY OUTCOMES trial®)

Kaplan-Meier Estimates for Time to First Adjudicated Major CV Event
Safety Analysis (at least 52 weeks for all patients continuing treatment, including 607 patients who completed W78 visit)

006+ — Placebo + max-tolerated statin + other LLT

—— Alirocumab + max-tolerated statin + other LLT
0.05 -
Mean treatment duration:
004 Cox model analysis: 65 weeks

HR=0.46 (95% CI: 0.26 to 0.82)
Nominal p-value = <0.01

Estimated probability of event

0.03 H

0.02 4+

0.01 4H

0.00

T T T T T T T T

No. at Risk 0 12 24 36 48 60 72 84 Weeks
Placebo 788 776 731 703 682 667 321 127
Alirocumab 1550 1534 1446 1393 1352 1335 642 252

tPrimary endpoint for the ODYSSEY OUTCOMES trial: CHD death, Non-fatal MI, Fatal and non-fatal ischemic stroke, Unstable
angina requiring hospitalisation. LLT, lipid-lowering therapy MODYSSEY

10
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Effects of Evolocumab on Cardiovascular Events
OSLER

100+
90- 3
Hazard ratio, 0.47 (95% Cl, 0.28-0.78)
80 P=0.003 Standard therapy
2

Cumulative Incidence (%)
§ 3

T T T T T T T T T q
0 30 60 90 120 150 180 210 240 270 300 330 365
Days since Randomization
No. at Risk

Standard therapy 1489 1486 1481 1473 1467 1463 1458 1454 1447 1438 1428 1361 407
Evolocumab 2976 2970 2962 2949 2938 2930 2920 2910 2901 2885 2871 2778 843

NEJM 2015

USA: $ 14’600/Jahr

USA: $ 14°100/Jahr
UK: $ 6’800/Jahr
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Konklusionen

Lifestyle optimieren
Aspirin lebenslang, DAPT ein Jahr
ACE-Hemmer, Betablocker

Statin (+ Ezetimibe): Ziel LDL <1.8 mmol/L
ev. PCSK9-Hemmer

03.06.2016
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