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CHD mortality

Lower cholesterol levels are associated
with lower risk for heart disease

(age-adjusted per 1000 men in 6-years)
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Plot of the IMPROVE-IT Trial Data and Statin Trials
for Change LDL-C vs Clinical Benefit
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2019 ESC/EAS Guidelines for the management of dyslipidaemias

Treatment goal
for LDL-C

3.0 mmol/L
(116 mg/dL)

2.6 mmollL
(100 mg/dL)

1.8 mmol/L
0 idL
8 >50% Ay
reduction
from
baseline

1.4 mmol/L
(55 mg/dL)

«SCORE<1%

» SCORE=1% and <5%
+ Young patients (T 1D <35 years;

TIDM <50 years) with DM duration
<10 years without other risk factors

+ SCORE =5% and <10%

+ Markedly elevated single risk factors, In
particular TC =& mmobL (310 mg/dL) or
LDL-C >49 mmol'L (190 mgfdL) or

BP =180/110 mmHg

+ FH without other major risk factors

+ Moderata CK.D (eGFR 30-59 mLimin)

* DM win target organ damage, with DM
duration = |0 years or other addiional risk factor

» ASCVD (chinical/imaging)
+ SCORE =10%

« FH with ASCVD or with another
major risk factor

= Severe CKD (2GR <30 mL/'min}

« DM & target organ damage: =3
major risk factors; or early onset of
T1DM of long duration (>20 years)

Low

Moderate

High  Very high CV Risk

Mach F et al, Eur Heart J 2019
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T1DM of long duration (>20 years)
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Quindi:

- quanto piu in basso scendo, tanto
meglio e (the lower, the better,
oppure lowest is best)

« Devo naturalmente tenere conto
del livello di rischio globale: il calo
da ottenere sara in media
crescente al crescere del rischio

Ma quando devo iniziare la terapia?



Effect of a genetically or pharmacologically
mediated LDL-C reduction on CHD risk
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Effect of a genetically or pharmacologically
mediated LDL-C reduction on CHD risk

The sooner, the better!
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Braunwald’s Corner

How to live to 100 before developing clinical
coronary artery disease: a suggestion

Eugene Braunwald ¢ '-2#

e Study Group, Division of Cardiovascular Medicine, Brigham and Women's Hospital, Hale Building for Transformative Medicine, Suite 7022, 60 Fenwood Road, Boston, MA

02115, USA; and of Medicine, Harvard Medical School, Boston, Ma, LISA

Cumulative LDL-C burden = [LDL-C] x age
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Quindi:

Se houn LDL di 120 mg/dL a 40 anni, ho
gia «depositato>» 4,8 g di colesterolo

Se continuo, successivamente, ad avere
un LDL di 120 mg/dL, in circa 18 anni
avro depositato gli altri 2,2 g ed a 58
anni avro bucato la soglia critica



Alcuni dati recenti spostano
infatti I'attenzione sull’Area
Sotto la Curva (AUC)



Plasma cholesterol, clinical intervention, AUC
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Il rettangolo della prevenzione
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Time Course of LDL Cholesterol Exposure and
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Risk According to LDL-C AUC Only Subgroups

Event rate at age 55 years:

—— 8.6%, Upper quartile (area >2,875 mg/dl x years; n = 1,238)

—— 5.5%, Third quartile (area 2,480-2,874 mg/dl x years; n = 1,237)
—— 4.4%, Second quartile (area 2,115-2,479 mg/dl x years; n = 1,239)
—— 2.6%, Lower quartile (area <2,115 mg/dl x years; n = 1,238)

p < 0.0001 by log-rank test
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Time Course of LDL Cholesterol Exposure and
Cardiovascular Disease Event Risk

Risk According to LDL-C AUC Only Subgroups

Event rate at age 55 years:

—— 8.6%, Upper quartile (area >2,875 mg/dl x years; n = 1,238) 130
—— 5.5%, Third quartile (area 2,480-2,874 mg/dl x years; n = 1,237)
204 —— 4.4%, Second quartile (area 2,115-2,479 mg/dl x years; n = 1,239)
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Time Course of LDL Cholesterol Exposure and
Cardiovascular Disease Event Risk

B Risk According to LDL-C AUC and Slope Subgroups
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Event rate at age 55 years:

—— 9.3%, Group 4 (LDL-C AUC = median, slope <0; n = 738)
—— 6.1%, Group 3 (LDL-C AUC = median, slope =z0; n =1,738)
204 —— 4.0%, Group 2 (LDL-C AUC < median, slope <0; n =1,304)
—— 2.9%, Group 1 (LDL-C AUC < median, slope 20; n = 1,172)
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Gli aspetti chiave:

H Definire il rischio CV globale del paziente

B Fissare il suo target terapeutico («fino a che
valore voglio abbassare le sue LDL>»?)

B Identificare il trattamento piu appropriato ed
accertarsi che il paziente lo segua (compliance)



2019 ESC/EAS Guidelines for the management of dyslipidaemias

High Risk Regions

Low Risk Regions

Systolic blood pressure (mmHg)
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Mach F et al, Eur Heart J 2019



2019 ESC/EAS Guidelines for the management of dyslipidaemias

High Risk Regions

Low Risk Regions
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Social deprivation: the origin of many of the causes of CVD.
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@ESC

Risk regions based on
World Health Organization
cardiovascular mortality
rates

Low risk Moderate risk High risk @ Very high risk

@Esc

di Jouideli 2021 ESC Guidelines on cardiovascular disease prevention in clinical practice
Www.escardio.org/guidelines (European Heart Journal 2021 — doi:10.1093/eurheartj/ehab484)




Gli aspetti chiave:

B Definire il rischio CV globale del paziente,
considerando tutti gli elementi a disposizione
del clinico

B Fissare il suo target terapeutico («fino a che
valore voglio abbassare le sue LDL>»?)

B Identificare il trattamento piu appropriato ed
accertarsi che il paziente lo segua (compliance)

B Muoversi per tempo, ricordandosi dell’AUC, che
continua a crescere. The sooner, the better



E concludendo:

Abbassare il colesterolo LDL e importante ad ogni livello di
rischio; anche nei pazienti a rischio basso o0 moderato

Solo il medico, mediante una valutazione clinica che tenga conto
a 360° del profilo di rischio cardiovascolare globale (stress,

inquinamento, disagio sociale, familiarita ecc.), puo decidere se e
quando intervenire per ridurre la colesterolemia in questi pazienti

Non perdere tempo, dilazionando inutilmente intervento, e
particolarmente importante alla luce del concetto di AUC

Interventi di efficacia moderata, ma attivati per tempo, possono
influenzare questo parametro in maniera rilevante.






ESC GUIDELINES
@ E S C European Heart Journal (2021) 42, 3227 —3337

European Society doi:10.1093/eurheartj/fehab484
of Cardiology

2021 ESC Guidelines on cardiovascular disease
prevention in clinical practice

4.3.2.4.8. Functional foods. Functional foods containing phytosterols

(plant sterols and stanols) are effective in lowering LDL-C levels by

an average of 10% when consumed in amounts of 2 g/day.**® The
effect is in addition to that obtained with a low-fat diet or use of sta-

tins. No studies with clinical endpoints have been performed yet.

449

cause side-effects.

Visseren FLJ et al, Eur Heart J 2021
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