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Prevenzione secondaria:

Linea Guida Alfabetica…

•A – Antiaggreganti, Ace-inibitori

•B – Betabloccanti

•C – Colesterolo e Cigarettes

•D – Dieta e Diabete

•E – Educazione ed Esercizio



Stratificare il rischio…

Alto rischio 
Trombotico 
(Reinfarto)

Alto rischio 
Scompenso 

Cardiaco

Greco et al. G Ital Cardiol 2014;15(1 Suppl 1):3S-27S



Nicolas Boileau

TERAPIA POST-IMA:
Trattare «meno» = trattare «peggio»

Often the fear of 

one evil leads us 

into a worse.



Keys questions and

Gaps in evidence...

• Come prevenire la ricorrenza di eventi cardiovascolari?
• Come ridurre il rischio di «stent-thrombosis»?
• Quali terapie utilizzare?
• Quali target terapeutici?



Ridurre il rischio 
ISCHEMICO

TROMBOTICO

Ridurre il rischio di 
progressione dell’ 

ATEROSCLEROSI

Paziente Post-IMA

ridurre il rischio...



Up to a third of patients who are event free for the first 
year post-MI, will suffer a MI, stroke or death within 3 years
(APOLLO 4-country analysis : Observed Incidence)

Rapsomaniki E, et al. ESC Late Breaking Registry presentation 2014: In press.



European Heart Journal 2015; doi:10.1093/eurheartj/ehv320

ESC NSTEMI (2015)













FOR REACTIVE MEDICAL USE ONLY

Reduction in CV death, MI or stroke with 

ticagrelor by time from P2Y12 inhibitor 

withdrawal
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Ticagrelor 90 mg

Ticagrelor 60 mg

PooledPlacebo betterTicagrelor better

0.70 (0.57, 0.87)

0.75 (0.61, 0.92)

0.73 (0.61, 0.87) <0.001

0.90 (0.72, 1.12)

0.82 (0.65, 1.02)

0.86 (0.71, 1.04) 0.11

0.96 (0.73, 1.26)

1.06 (0.81, 1.38)

1.01 (0.80, 1.27) 0.96

1.0

HR (95% CI) P value

≤30 days

n=7181

>30 days

to 1 year

n=6501

>1 year

n=5079

Time from P2Y12 inhibitor 

withdrawal to randomization

Bonaca MP. Presented at ESC Congress 2015 (Abstract 3918)

P-interaction 0.0097

27% RRR

14% RRR

 RRR

0.7 0.9 1.1
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ESC: Goal-directed Prevention (2016)

<70 
mg/dl

<100 
mg/dl

<115 
mg/dl

European Heart Journal (2016) 37, 2315–2381



Lorem ipsum dolor sit amet, 

consectetuer adipiscing elit, sed diam 

nonummy• Lorem ipsum dolor sit amet, consectetuer adipiscing elit, 
sed diam nonummy nibh euismod tincidunt ut laoreet
dolore magna aliquam erat volutpat. Ut wisi enim ad 
minim veniam, quis nostrud exerci tation ullamcorper
suscipit lobortis nisl ut aliquip ex ea commodo
consequat. 

• Duis autem vel eum iriure dolor in hendrerit in vulputate
velit esse molestie consequat, vel illum dolore eu feugiat
nulla facilisis at vero eros et accumsan et iusto odio 
dignissim qui blandit praesent luptatum zzril delenit
augue duis dolore te feugait nulla facilisi.
▫ Nam liber tempor cum soluta nobis eleifend option congue

nihil imperdiet doming id quod mazim placerat facer
possim assum. 
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Atherosclerosis 255 (2016) 200-209



Data inBrief (2016)616–620



Ference BA et al. European Heart Journal (2017) 0, 1–14

POST-MI

“MULTI-TARGET” 

APPROACH…

High-intensity
High-dose















Sever P & Mackay J. Br J Cardiol 2014;21:91-3

Giugliano RP, et al. Lancet 2012;380:2007-17 

Sabatine MS, et al. NEJM 2015;372:1500-9

Proprotein convertase subtilisin/kexin type 9 (PCSK9)

– Chaperones LDL-R to destruction   circulating LDL-C

– Loss-of-fxn genetic variants   LDL-R   LDL-C &  risk of MI

Evolocumab

– Fully human anti-

PCSK9 mAb

– ~60%  LDL-C

– Safe & well-tolerated in 

Ph 2 & 3 studies

– Exploratory data 

suggested  CV events

Background

evolocumab



Marc S. Sabatine, MD, MPH,a Robert P. Giugliano, MD,a Anthony C. Keech, MD,b

Narimon Honarpour, MD, PhD,c Stephen D. Wiviott, MD,a Sabina A. Murphy, MPH,a

Julia F. Kuder, MA,a Huei Wang, PhD,c Thomas Liu, PhD,c Scott M. Wasserman, MD,c

Peter S. Sever, PhD, FRCP,d and Terje R. Pedersen, MDe for the FOURIER Steering 

Committee and Investigators
From the aTIMI Study Group, Division of Cardiovascular Medicine, Brigham and Women's Hospital and Harvard Medical School, Boston, MA, bSydney Medical School, NHMRC 

Clinical Trials Centre, University of Sydney, Sydney, cAmgen, Thousand Oaks, CA, dInternational Centre for Circulatory Health, National Heart and Lung Institute, Imperial 

College London, London, and eOslo University Hospital, Ullevål and Medical Faculty, University of Oslo, Oslo.

Repatha Outcomes Trial: 

Evolocumab and Clinical Outcomes 

in Patients with Cardiovascular 

Disease

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664



Evolocumab Outcomes Trial: 

Study Design Overview

Screening

• Age 40–85 years

• MI, stroke, or PAD

• Additional risk factors (one 

major or two minor)

• Optimal background lipid 

therapy (including effective dose 

of statin ± ezetimibe)

• LDL-C ≥ 70 mg/dL or 

non–HDL-C ≥ 100 mg/dL

Evolocumab SC 
140 mg Q2W or 420 mg QM

(per subject preference)

n ~ 13,750

Placebo SC
Q2W or QM

(per subject preference)

n ~ 13,750
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key 20
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achieved

D = day; HDL-C = high-density lipoprotein cholesterol; LDL-C = low-density lipoprotein cholesterol; 

MI  = myocardial infarction; PAD = peripheral artery disease; Q2W = every 2 weeks; Q24W = every 24 weeks; QM = every 

month; SC = subcutaneous; W = week.

Sabatine MS, et al. Am Heart J. 2016;173:94-101.



Evolocumab Outcomes Trial: 

Key Eligibility Criteria

• Men or women aged 40–85 years

• Clinically evident CVD (prior MI, prior non-hemorrhagic stroke, 

or symptomatic PAD)

• At least 1 major additional risk factor (e.g., diabetes, current smoker, 

MI or non-hemorrhagic stroke at ≤ 6 months of screening) or 2 

minor additional risk factors (e.g., history of non-MI–related 

coronary revascularization, metabolic syndrome, LDL-C ≥ 130 

mg/dL or non–HDL-C ≥ 160 mg/dL)

• Fasting LDL-C ≥ 70 mg/dL or non–HDL-C ≥ 100 mg/dL on an 

optimized stable lipid-lowering therapy 

– At least atorvastatin 20 mg daily or equivalent +/- ezetimibe

CVD, cardiovascular disease; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; MI, myocardial 

infarction; PAD, peripheral artery disease.

Sabatine MS, et al. Am Heart J. 2016;173:94-101.

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664

(Supplementary Appendix C)



Median LDL-C Levels Over Time: 

All Patients

LDL-C was significantly reduced in the evolocumab group (median: 30 mg/dL) 

including 42% who achieved levels ≤ 25 mg/dL vs < 0.1% in the placebo group

Placebo

Median 92 mg/dL

Evolocumab

Median 30 mg/dL

13,251 13,151 12,954 12,596 12,311 10,812 6,926 3,352 79013,779Placebo
13,288 13,144 12,964 12,645 12,359 10,902 6,958 3,323 76813,784Evolocumab

No. at risk
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Data shown are median values with 95% confidence intervals in the two arms; ITT. 

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664



Primary Endpoint: Composite of CV Death, MI, Stroke, 

Hospitalization for UA, or Coronary Revascularization

HR 0.85 (95% CI 0.79 to 0.92); P < 0.001

CV = Cardiovascular; MI = Myocardial infarction; UA = Unstable angina; HR = Hazard ratio

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664
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Key Secondary Endpoint: 
Composite of CV Death, MI, or Stroke

HR 0.80 (95% CI 0.73 to 0.88); P < 0.001
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Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664



Adverse Events in the Safety Population* 

Adverse Events, n (%)
Evolocumab
(N = 13,769)

Placebo
(N = 13,756)

Any 10,664 (77.4) 10,644 (77.4)

Serious 3,410 (24.8) 3,404 (24.7)

Thought to be related to the study agent and 
leading to discontinuation of study regimen 226 (1.6) 201 (1.5)

No notable differences in the rate of AEs, SAEs, or AEs leading to discontinuation

*Safety evaluations included all randomized patients who received at least one dose of study
treatment and for whom post-dose data are available. 
Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664



Gaps in Clinical Practice…



Adherence in 

Lipid Lowering

Therapy: 

People do not 

take their

pills…



Patients spend more than 99.9% of 
their lives far away from this room





FIVE DIMENSIONS OF ADHERENCE

Adherence is a 
multidimensional 

phenomenon. 

The common belief that 
patients are solely 

responsible for taking 
their treatment is 

misleading and most 
often reflects a 

misunderstanding of how 
other factors affect people’s 

behaviour and capacity to 
adhere to their treatment.

Age, War, 
illiteracy, cost
of medication

Forgetfulness, misunderstood instruction

Complexity of 
regimen, side 

effects, effective-
ness of drug

Comorbidities, 
disabilites, 
symptoms

Patient-provider 
relationship

Adherence to long term therapies
WHO 2003



HIGH LEVEL OF 
ADHERENCE

Post-MI cohort
Very High Risk

In the post-MI cohort, to accrue benefit required a very high
level of adherence (>80%). No statistical difference was observed
between the nonadherent and partially adherent groups

JACC 2016;68(8):789–801.

RR >25%



INTERVENTI SUL 
COMPORTAMENTO
- Counseling motivazionale
- Controlli a breve termine 

dopo l’inizio della terapia
- Uso di promemoria 

(calendari, diari, porta-
pillole)

- Conteggi programmati 
delle pillole residue

- Visite domiciliari

MODIFICAZIONI 
DELLA PRESCRIZIONE 
TERAPEUTICA
- Riduzione del numero 

delle dosi
- Somministrazione 

transdermica
- Adattare il regime 

terapeutico allo stile di 
vita

- Facilitare la scorta di 
farmaci

Aderenza terapeutica: 

come migliorarla?



MONADHERENCE-PCSK9i

Monaldi Hospital single-center 

experience on Adherence to PCSK9i



• Valutare i livelli di aderenza alla terapia con
PCSK9i nei pazienti ad alto rischio CV e
confrontare i risultati con i dati sulla terapia
statinica.

• Valutare i livelli di aderenza alla terapia statinica
nei pz in terapia con PCSK9i.

MONADHERENCE-PCSK9i: 

Obiettivi



Valutazione dell’aderenza

1. Ha mai dimenticato di 
assumere la statina?

2. È occasionalmente poco 
attento nell’assunzione delle 
statine?

3. Quando si sente meglio, a volte 
interrompe la terapia statinica?

4. Quando si sente peggio, a volte 
interrompe la terapia statinica?

Ogni risposta positiva ha un punteggio 
di 0 ed ogni negativa di 1.

Conteggio delle 
pillole/siringhe

Scala di Morisky
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Livelli di LDL-C nel gruppo PCSK9i

67%



Next future: outpatients monitoring?

It can control:

- clinical status
- compliance to treatment
- physical activity
- healthy nutrition, weight control
- smoking cessation.

Time for Cardiac 

tele-rehabilitation?

European Journal of Preventive Cardiology 
2013; 20(S2): 1–24



VESTI LA SALUTE…

Alla dimissione e …

…alle visite di 
follow-up



Cardiologia 

Ospedialiera Cardiologia 

del Territorio

MMG

Paziente

La rete sanitaria: 
condividere gli stessi obiettivi…



GRAZIE DELL’ATTENZIONE

paolo.calabro@unicampania.it


