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Figure 2. Plot of the IMPROVE-IT Trial Data and Statin Trials for Change
in Low-Density Lipoprotein (LDL) Cholesterol versus Clinical Benefit.
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Colesterolo e rischio cardiovascolare:
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CARDIOVASCOLARE

CONSENSO INTERSOCIETARIO RISCHIO

Rischio

Condizioni

Target C-LDL

Alto

Molto alto ©

Pazienti con dislipidemie familiari o

* ipertensione severa, diabetic senza

fattori di rischio cardiovascolare &
senza danno d’'organo e pazienti con
insufficienza renale cronica moderata
(GFR 30-59 mi/min/1.73 m?),

Punteggio secondo le carte del
rischio SCORE =5% e <10%.

Pazienti con malattia cardiovascolare
documentata (da coronarografia,
ecocardiografia da stress, imaging con
radionuclidi, evidenza ultrasonografica
di placca carotidea), pregresso infarto
miocardico, pregressa SCA, pregresso
intervento di nvascolarizzazione
coronarica (con BPAC o PCl) o
periferica, pregresso ictus ischemico

e arteriopatie periferiche, diabetici

con uno o pil fattori di rischio
cardiovascolare e/o marker di danno
d‘organo (es. microalbuminuria) e con
insufficienza renale grave (GFR <30
mimin/1.73 m?).

Punteggio secondo le carte del
rischio SCORE >10%.

*£100 ma/dl

<70 ma/dl
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Tabella 21. Obiettivi terapeutici per il trattamento della dislipidemia
in pazienti con diabete

Colesterolo LDL <100 mg/d! <70 mg/dl in pazienti con
pregressi eventi CV o fattori d
rischio multiph
Tngliceridi <150 mg/dl
Colesterolo HDL =40 M
>50 F

M maschl, F. fammioe: CV, cardiovascoian
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ALt Subjects with any of the following:

* Documented CVD, clinical or unequivocal on
imaging. Documented clinical CVD includes
previous AMI,ACS, coronary revascularization

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Management of Dyslipidaemias of the
European Society of Cardiology (ESC) and European Atherosclerosis
Society (EAS)

@ Europesn et Journal (2046) 37, 2315-2381 JOINT ESC GUIDELINES
s H0e1010V  inrtmartabuy 106

and other arterial revascularization procedures,
stroke and TIA, aortic aneurysm and PAD.
Unequivocally documented CVD on imaging
includes significant plaque on coronary
angiography or carotid ultrasound. It does NOT

() 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)

include some increase in continuous imaging
parameters such as intima-media thickness of

RISCHIO MOLTO ALTO

. . DM wnth target organ damage uch as
*Patologia cardiovascolare

documentata
Diabete mellito con danno
d’ organo

as smokmg or marked hypercholesterolaemia
or marked hypertension.

* Severe CKD (GFR <30 mUmin/1.73 m2).

* A calculated SCORE =10%.
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Lipids Very high-risk: LDL-C <1.8 mmol/L

LDL-C is | (70 mg/dL) or a reduction of at least 50% if the baseline
RISCHIO MOLTO ALTO the is between 1.8 and 3.5 mmol/L (70 and 135 mg/dL).
PriMay | High-risk: LDL-C <2.6 mmol/L (100 mg/dL) or
+ ta rget C-LDL <70mg/ d| target a reduction of at least 50% if the baseline® is between 2.6
and 5.2 mmol/L (100 and 200 mg/dL).
e 0O una riduzione di C-LDL Low to moderate risk: LDL-C <3.0 mmol/L
almeno del 50% rispetto al (115 mg/dL).

basale se fra 70 e 1 35mg/d| Non-HDL-C secondary targets are <2.6, 3.4 and
3.8 mmol/L (100, 130 and 145 mg/dL) for very high-,

high- and moderate-risk subjects, respectively.

* Per C-H DI_. e tr.|gllc.er|d_| non HDL-C: no target, but >1.0 mmol/L (40 mg/dL) in men and
target ma livelli indicativi di >1.2 mmol/L (48 mg/dL) in women indicates lower risk.

rischio minore TG: no target but <1.7 mmol/L (150 mg/dL) indicates
lower risk and higher levels indicate a need to look for
other risk factors.
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| Recommendations for the treatment of dyslipidaemia in diabetes

I all patients with type | dabetes and in the presence of microalbuminoris andior renal disease, LOL-C lowering (a¢ least SO%) with
| stating as the first choice is recommended irrespective of the baseline LDL-C concentraticn,

:
| In patients with type 2 diabetes and CVD ar CKD, and in those without CVD whe are >40 years of age with one or more other
a

CVD nsk factars or markers of rarget organ damage, the recommended goal for LDL-C is <1.8 mmolil (< 70 mg/dL} and
| the secondary goal for pon-HOL-C is <2.6 mmolL (< 100 mg/dL) and for 2poB is <80 mg/dL.

OBIETTIVI SECONDARI
e C-non HDL <100 mg/dl

* ApoB <80 mg/dl
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Table 11
Lipid Goals for Patients at Risk for Atherosclerotic Cardiovascular Disease
Lipid Parameter Goal (mg/dL)
TC <200
LDL-C <130 (low risk)
<100 (moderate risk)
<100 (high risk)
<70 (very high risk)
<55 (extreme risk)
Non-HDL-C 30 above LDL-C goal; 25 above LDL-C goal (extreme risk patients)
TG <150
Apo B <90 (patients at high risk of ASCVD, including those with diabetes)

<80 (patients at very high risk with established ASCVD or diabetes
plus 21 additional risk factor)
<70 (patients at extreme risk)

See text for references and evidence levels.
Abbreviations: apo, apolipoprotein; ASCVD, atherosclerotic cardiovascular disease; HDL-C, high-density
lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TC, total cholesterol; TG, triglycerides.
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2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Manag of Dyslipid: ias of the
European Soclety of Cardiology (ESC) and European Atherosclerosis
Society (EAS)

OBIETTIVI DELLA TERAPIA

 C-LDL: evidenza di benefici clinici forte

« TRIGLICERIDI: evidenza di benefici clinici modesta

 C-HDL: manca evidenza diretta di benefici clinici con la
terapia farmacologica
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Europoan Hoart Journal Advance Access published August 27, 2016
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2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Management of Dyslipidaemias of the
- European Society of Cardiology (ESC) and European Atherosclerosis
Society (EAS)

-Stile di vita (alimentazione e attivita fisica)

Statine: di prima scelta per efficacia clinica evidente, dimostrata da trial clinici e
metanalisi: -23% di eventi coronarici maggiori per ogni riduzione di C-LDL di 40mg/dl,
-20% mortalita per malattia coronarica, -10% mortalita per tutte le cause

-Inibitori dell’ assorbimento del colesterolo (EZETIMIBE): efficacia clinica in
aggiunta alla statina dimostrata, € il farmaco da usare quando le statine risultano
insufficienti o non tollerate. In monoterapia riduce C-LDL del 15-22%, in associazione
a una statina determina una ulteriore diminuzione del 15-20%

-Sequestranti degli acidi biliari (COLESTIRAMINA): non ci sono trial clinici pubblicati con terapia
combinata (anche se si € evidenziata una riduzione di aterosclerosi valutata con coronarografia),
spesso mal tollerati per effetti gastroenterici, interferiscono in modo importante con molti altri farmaci
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NOTA 13

STATINE

ITALIAN CHAPTER

Allegato 1

La seguente figura presenta l'entita della riduzione del colesterolo LDL ottenibile con le diverse statine ai diversi dosagg disponibili in commercio.

Grafico della riduzione percentuale del colesterolo LDL adattato dal documento del NHS Foundation Trust “Guidelines on statin
prescribing in the prevention of cardiovascular disease” (2006).
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statine a diverse dosi

NB: raddoppiando la dose di una
statina si ottiene una riduzione
ulteriore di C-LDL pari al 4-7%,
mentre gli effetti collateral
aumentano in modo rilevante con
'aumentare della dose di ciascuna
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I principt attivi pit efficact sono sulla sinistra del grafico (A=atorvastatina F=fluvastatina P=pravastatina R=rosuvastatina S=simvastatina L=lovastatina. La dose é indicata

dopo la lettera che indica il farmaco)
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Europesn Mean Journal Advance Access publinhed August 27, 2014

@ o

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias
The Task Force for the M f D, ias of the

fo g of Dyslipid: o
European Society of Cardiology (ESC) and European Atherosclerosis
Society (EAS)

* Vanno considerate le cause di ipertrigliceridemia legate a obesita, abitudini alimentari,
patologie, farmaci

« E’ desiderabile un livello di Tg a digiuno<150mg/dI

L’ evidenza di benefici clinici sul piano della prevenzione cardiovascolare con la
terapia per ridurli € ancora modesta, maggiore nei pazienti con TG elevati e ridotto C-
HDL

- Variare lo stile di vita (attivita fisica e alimentazione) contribuisce a migliorare il profilo
lipidico
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Table 18

Recommendations for drug treatments of hypertriglyceridaemia.

Recommendations

Drug treatment should be
considered in high-risk patients with

TG >2.3 mmol/L (200 mg/dL).

Statin treatment may be
considered as the first drug of
choice for reducing CVD risk
in high-risk individuals with
hypertriglyceridaemia.

In high-risk patients with TG

>2.3 mmol/L (200 mg/dL) despite
statin treatment, fenofibrate may
be considered in combination with
statins.

CVD = cardiovascular disease; TG = triglycerides.
Class of recommendation.

PLevel of evidence.

‘Reference(s) supporting recommendations.

Ref*

261,262

263,
264

261-264

Europesn Meant Journal Advance Access pudinhed August 27, 2016
@ S ESC/EAS GUIDELINES
-

2016 ESC/EAS Guidelines for the Management

of Dyslipidaemias

The Task Force for the Manag, of Dyslipidaemias of the
European Society of Cardiology (ESC) and European Atherosclerosis
Society (EAS)

Table 19
Summary of the efficacy of drug combinations for the management of mixed dysli-
pidaemias.

A combination of statins with fibrates can also be considered while
monitoring for myopathy, but the combination with gemfibrozil should
be avoided. )

If TG are not controlled by statins or fibrates, prescription of n-3 fatty
acids may be considered to decrease TG further, and these combinations
are safe and well tolerated.

TG = triglycerides.
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Le variazioni dello
stile di vita sono
efficaci

Non c’é chiara
evidenza diretta che
aumentare il C-HDL
porti a prevenzione di
patologia
cardiovascolare

TERAPIE PER BASSI LIVELLI DI C-HDL

ITALIAN CHAPTER

Table 20
Recommendations if drug treatment of low high-density lipoprotein cholesterol is

considered.

Recommendations Class?

Statins and fibrates raise HDL-C
‘with a similar magnitude and these 1lb
drugs may be considered.

The efficacy of fibrates to increase
HDL-C may be attenuated in b
people with type 2 diabetes.

261,262

HDL-C = high-density lipoprotein cholesterol.

4Class of recommendation.
bLevel of evidence. B i

“Reference(s) supporting recommendations.
2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Manag: of Dyslipid ias of the
European Society of Cardiology (ESC) and European Atherosclerosis
Soclety (EAS)
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INSUFFICIENZA RENALE

Recommendations Class® Level® Ref®

Patients with stage 3-5 CKD have

to be considered at high or very 388-392
high CV risk.
The use of statins or statin/

[ ezetimibe combination is indicated 393,
in patients with non-dialysis- 394,397
dependent CKD.

In patients with dialysis-dependent
CKD and free of atherosclerotic 395,396

CVD, statins should not be
initiated.

In patients already on statins,
ezetimibe or a statin/ezetimibe
combination at the time of dialysis
initiation, these drugs should be
continued, particularly in patients
with CVD.

In adult kidney transplant recipients
treatment with statins may be
considered.

Curspean Meant Joornal Advance Access puddahed Auvguat 27, 2018

@ b s o ESCEAS GUIDELINES
2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Manag of Dyslipidaemias of the
European Society of Cardiology (ESC) and European Atherosclerosis

Nota 13:

* | scelta: simvastatina+ezetimibe

» || scelta: altre statine a minima
escrezione renale
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lable 27

Recommendations for hipid-lowering therapy in patients with acute coronary syndrome and patients undergoing percutaneous coronary mtervention.

Recommendations

It is recommended to initiate or continue high dose statins early after admission in all ACS patients without contra-
Indication or history of intolerance, regardless of initial LDL-C values.

If the LDL-C target is not reached with the highest tolerable statin dose, ezetimibe should be considered in combination
with statins in post-ACS patients,

If the LDL-C target is not reached with the highest tolerable statin dose and/or ezetimibe, PCSK9 inhibitars may be
considered on top of lipid-lowering therapy; or alone or in combination with ezetimibe in Statin intolerant patients or in
whom a statin |s contra-indicated.

Lipids should be re-evaluated 4-6 weeks after ACS to determine whether target levels of LDL-C </.8 mmol/L
(<70 mg/dL) or a reduction of at least 50% if the baseline is between |.8 and 3.5 mmol/L (70 and 135 mg/dL) have been
reached and whether there are any safety issues. The therapy dose should then be adapted accordingly.

considered in elective PCl or in NSTE-ACS.

Routine short pretreatment or loading (on the background of chronic therapy) with high-dose statins before PCl should be |

Ref*

358-360

63

115,116

363-365

ACS = acute coronary syndrome; LDL-C = low-density lipoprotein-cholesterol; NSTE-ACS = non-ST elevation acute coronary syndrome; PCl = percutaneous coronary inter-

vention; PCSKY = proprotein convertase subtilisin/kexin type 9.
*Class of recommendation.

blevel of evidence.

“Reference(s) supporting recommendations.

Cursgean Meant Joornal Advance Access puddaied Avguat 27, 2018
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2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Manag of Dyslipidaemias of the
European Society of Cardiology (ESC) and European Atherosclerosis
Soclety (EAS)
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Table 28
Recommendations for the treatment of dyslipidaemia in heart failure or valvular disease.

Recommendations

Cholesterol-lowering therapy with
statins is not recommended (but is
not harmful either) in patients with 373,374
heart failure in the absence of other
indications for their use.

n-3 PUFAs | g/day may be
considered for addition to optimal
treatment in patients with heart
failure,

Cholesterol-lowering treatment is
not recommended in patients with
aortic valvular stenosis without
CAD in the absence of other
indications for their use.

CAD - coronary artery disease; PUFAs — polyunsaturated fatty acids.
“Class of recommendation.

bLevel of evidence.

‘Reference(s) supporting recommendations.

ITALIAN CHAPTER

Nota: nello studio GISSI
Prevenzione la terapia con
n-3 PUFA ha ridotto la
mortalita cardiovascolare
anche nel post-infarto,
apparentemente per un
effetto antiaritmico
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2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

The Task Force for the Manag: of Dyslipid las of the
European Society of Cardiology (ESC) and European Atherosclerosis
Soclety (EAS)
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Table 24
Recommendations for the treatment of dyslipidaemia in older adults.

Recommendations Class® | Level® Ref*

Treatment with statins is
recommended for older adults with
established CVD in the same way as
for younger patients.

334,337

Since older people often have
co-morbidities and have altered
pharmacokinetics, lipid-lowering
medication should be started at a
lower dose and then titrated with
caution to achieve target lipid levels
that are the same as in younger
subjects.

Statin therapy should be considered
in older adults free from CVD,
particularly in the presence of
hypertension, smoking, diabetes
and dyslipidaemia.

62,64,
65
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