PARADOJA DE ROSE

La mayoria de los casos de ECV se dan en
sujetos con riesgo bajo o intermedio, por ser
ésta una poblacion mucho mas numerosa.
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Causes of death in the US

What Americans die from, what they search on Google, and what the media reports on
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ESC/EAS Guidelines

Table3 New recommendations, and new and revised concepts

New recommendations

C imaging for of ASCVD risk

Assessment of arterial (carotid andlor femoral) plaque burden on arterial ult graphy should b dered as a risk modifi dividual
atlow or moderate risk.

C il for of ASCVD risk

CAC score assessment with CT should be corsidered as a risk modifier in the CV risk of individuals at low or moderate risk.
R dati for cardi imaging for risk
assessment of atherosclerotic cardiovascular disease

Recommendations Class® Level®

Arterial (carotid and/or femoral) plaque bur-
den on arterial ultrasonography should be
considered as a risk modifier in individuals at
low or moderate risk.”**°

CAC score assessment with CT should be

°
considered as a risk modifier in the CV risk lla 2

of p ic individuals at low 2
or moderate ris 416242 @
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Cardiovascular risk categories

Very-high- People with any of the following: =

risk Documented ASCVD, either clinical or unequivocal
on imaging. Documented ASCVD includes previous
ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCl, CABG, and other arterial
revascularization procedures), stroke and TIA, and
peripheral arterial disease. Unequivocally docu-
mented ASCVD on imaging includes those findings
that are known to be predictive of chnical events,
such as significant plaque on coronary angiography
or CT scan (multivessel coronary disease with two
major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

DM with target organ damage,” or at least three major
risk factors, or early onset of T1IDM of long duration
(=20 years).

Severe CKD (eGFR <30 mL/min/1.73 m?).

A calculated SCORE >10% for 10-year risk of fatal
CVD.

FH with ASCVD or with another major risk factor. Low-risk

E; Junta de 5‘ Sacyl
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People with:

Markedly elevated single risk factors, in particular TC
>8 mmol/L (>310 mg/dL), LDL-C >4.9 mmol/L
(>190 mg/dL), or BP >180/110 mmHg,

Patients with FH without other major risk factors.

Patients with DM without target organ damage,* with DM
duration >10 years or another additional risk factor.

Moderate CKD (eGFR 30—59 mL/min/1.73 m?).

A calculated SCORE >5% and <10% for 10-year risk
of fatal CVD.

Moderate-risk Young patients (T1DM <35 years; T2DM <50 years)

with DM duration <10 years, without other risk fac-
tors. Calculated SCORE >1 % and <5% for 10-year
risk of fatal CVD.

Calculated SCORE <1% for 10-year risk of fatal CVD.
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iNDICE TOBILLO-BRAZO (ITB)
* Cociente PAS maleolar / PAS braquial

2. ;C6mo se mide el ITB?

En posicion supina, con ¢l manguito colocado justo por encima ded tobillo,

evitando las zonas heridas, Después de 5-10 min en reposo, se mide la PAS con una
prueba Doppler (5-10 MH2Z) sobre las arterias tibiales posterior y antenior (o dorsal
pedis) de cada pie y sobre La arteria braquial de cada brazo. Los manguitos |
automdticos de PA no son vilidos para La presién del tobillo y pueden mostrar |
valores demasiado altos en caso de pressbn baja en el tobdllo. EI ITB de cada pierna
se calcula dividiendo el valor mis alto de PAS del tobillo por el valor mds alto

de PAS del brazo

 (COmo s interprets of [T87
= Tara el dugndsticn de FAKL s Interprets €30 PR por separado (un valor e

1TH por pleria)
+ Para la riesgn CV: e T mis babo cntre s

dos piernas
“ Interpretackon:

MHaltecado  Lmitrofe T8 ormal 1T alterada
(Bayo)
050 100 140
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Ateria braquial

- ',l!n ITB < 0.90 es un marcador de EAP

.. Indica obstruccion entre Aorta y arterias distales del pie > 50%

Joint ESC Guidelines

e |




The ABl is the ratio of ankle to brachial systolic blood pressure

4 Anikia systolic biood pressure V8 Brachial systolic blood pressure
b /
! /

[+t anvakorp 9 do ne.
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EITTB establece el diagnésticode EAELy es un potente marcador de

eventos CV.
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TENSIOMETRO DIGITAL DUAL MEDICION PRESION ARTERIAL INDICE TORILLO- BRAZO MICROLIFE WATCHEP OFFICE ABI

-UnTITB <09 es diagnéstico de EAP, a pesar de que mds del 80% de
estos sujetos no tenga manifestaciones clinices.
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Monitor Indice Tobillo Brazo MESI modelo ABPI MD
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GIM patologico

- GIM > 0.9 mm

GIM patoldgico: | Predictor independiente ECV (ICTUS/IAM) Joint ESC Guidelines

No criterio suficiente para Alto RCV
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Presencia de placa carotidea definida como aquella protrusién
al lumen > de 50% del GIMc adyacente o GIMc = 1,5 mm
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@& Esc s g s Fdmars Jonirrat (2018) 0O, 131 ESC/ESH GUIDELINES
EIRDen SOCiety o 16,1093 e hear /ey 339

2018 ESC/ESH Guidelines for the management
of arterial hypertension
The Task Force for the management of arterial hypertension of the

European Society of Cardiology (ESC) and the European Society of
Hypertension (ESH)

Table5 Ten year cardiovascular risk categories (Systematic COronary Risk Evaluation system)

Very high risk People with any of the following:

Documented CVD, either clinical or unequivocal on imaging.

® Clinical CVD includes acute myocardial infarction, acute coronary syndrome, coronary or other arterial revascula-
rization, stroke, TIA, aortic aneurysm, and PAD
Unequivocal documented CVD on imaging includes significant plaque (i.e. >50% stenosis) on angiography or
ultrasound; it does not include increase in carotid intima-media thickness
o Diabetes mellitus with target organ damage, e.g. proteinuria or a with a major risk factor such as grade 3
hypertension or hypercholesterobemia
Severe CKD (eGFR <30 mUmin/1.73 m?)
A calculated 10 year SCORE of >10%
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Estandares SEA 2019 para el control global del riesgo
cardiovascular

Enfermedad Presencia de:
vascular «ITB <0,9 (Para algunos autores un valor > 1,4 es también patolégico),
subclinica o

« Al menos una placa en arteria cartida o femoral, o

» Cuantificacion de CAC: Agatston = 300 unidades
4 5e considera ECV o equivalente a fas sigulentes condiclones: Z
« ECV clinica establecida:
~Episodio coronario (infarto de miocardio, sin agudo,
—Episodio cerebrovascular: fctus o AIT.
—Enfermedad artertal periférica sintomdtica.
—Aneurisma de aorta abdominal.

dlaca (IC) de La fraceson de eyeccion.
» ECV evidente por técnicas de Imagen, ¢s deck, presencis de placa de ateroma significativa:
50% de una principal).

—Mmmvmmolmnru(mmoﬁw!mn

RCV muy alto

Clin Iovestig Artericecier, 201331 (51)1-41
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Score calcio coronario

> 100 Agatston units (AU) - Alto riesgo: Estatinas
1-99 AU: Estatinas si > 55 afios.
0 Agatston units (AU) = No beneficio Estatinas

September 10,2019 Gircuiation. 2019;140:6596-6646. DOK- 10.1161/CIR.0000000000000678
e & A conpio sssteci
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Score calcio coronario

- ES un mejor predictor de episodios isquémicos que la presencia de
placa carotidea y femoral.

- La angiografia por TC muestra enfermedad coronaria estendtica
subclinica capaz de aportar informacion adicional a los FRCV clasicos.

-La informacién que aporta es independiente de la suministrada por
el CAC, que continta identificando a pacientes con un riesgo superior
auln en ausencia de estenosis.

g Artericacier. 201931 (51K 1-4
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15 Gaps in the evidence

& Outcome-based comparisons of CAC scores vs. assessment of arterial (carotid or femoral) plaque burden by ultrasonography for CV risk reclassification.
in people at moderate or high-risk are needed.

e Ded d studies ‘with specific Lp(a)-dowering therapies are warranted.
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Tratamiento dislipemia
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Main principles for LDL-lowering therapy

* Trials of LDL-lowering indicate relative risk reduction is proportional to the
absolute reduction in LDL-C

* Lower is better, and lowering LDL-C with statins, ezetimibe, or PCSK9 inhibitors is
safe and effective down to <1 mmol/L (40 mg/dL)
* Data from Cholesterol Treatment Trialists’ Collaboration
* Data from randomised trials with PCSK9 inhibitors

* Intensity of LDL-lowering should be based on risk, irrespective of cause(s) of the
risk (eg primary or secondary prevention, diabetes or chronic kidney disease)
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Relacion entre LDL- Colesterol y riesgo cardiovascular
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Relacién entre LDL- Colesterol
y riesgo cardiovascular

st st T

Un descenso de
2-3 mmol/L
reduce el RCV
40-50%

Everdon (%)
Tiolomieste  Conkol
ompoan " eoNIm ouLm

Enfermedod coronaro oamreasn » et el e
Casdaca ra coronara o pal 2 " HeRm R
Accidente conRmvalcuier 0.5 A1 SEn ey
Cavea na vorc v pmLay mopm  wepm
Conlqéer coma o mwa w LU

[ ——
The absolute risk reduction was proportional to the absolute baseline risk.
The relative benefits were half as large in the first year as compared with subsequent years.

de 5‘ Sacyl ,:L uwu::: ’ Lancet 2010376: 1670-81
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CURRENT OPINION

Low-density lipoproteins cause atherosclerotic
cardi ilar di 1. Evidence from
genetic, epidemiologic, and clinical studies.

A consensus statement from the European
Atherosclerosis Society Consensus Panel

300000 pvticipenns 3¢ 8100 CHD

Mgt o sopmrs o b A € A

Figure 2 Log-brear sssociution per st change in low-denwty Ipaproten cholestersl (LDL-C) and the ok of cardovascalar daemse = reported
e, sty cf Men

, > !
Conciuston Comsistent evidence from rumerous and mulziple derent types of chrical and genetic studies unequivocally ewab-
fshes thar LDL Caiies ASCVD.




Estatinas / Ezetimibe

Complementary Mechanisms of
Action Lead to Broader Lipid Control

VLOL - e IOL e LOL

Statins M A

BILIARY SECRETION

DIETARY 4 Excretion
CHOLESTEROL

,‘ Absorption

l &”Cholnstcvol
1 l Absorption

Inhibition
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Tablag i 6n de la terapia

segln a eficacia terapéutica

Muy alta (reduce el cLDL
> 60%)

Alta (reduce el cLDL 50-60%)

Media (reduce el cLDL
30-49%)

Baja (reduce el cLDL < 30%)

Atorvastatina 40-80 mg

Atorvastatina 40-80 mg

Atorvastatina 10-20 mg

Simvastatina 10 mg

+Ezetimiba 10 mg Rosuvastatina 20-40 mg Rosuvastatina 5-10 mg Pravastatina 10-20 mg
Rosuvastatina 20-40 mg Simvastatina 20-40 mg Simvastatina 20-40 mg Lovastatina 10-20 mg
+Ezetimiba 10 mg +Ezetimiba 10 mg Pravastatina 40 mg Fluvastatina 40 mg

Pravastatina 40 mg Lovastatina 40 mg Pitavastatina 1 mg

+Ezetimiba 10 mg Pitavastatina 2-4 mg Ezetimiba 10 mg

Lovastatina 40 mg Fluvastatina XL 80 mg

+Ezetimiba 10 mg Simvastatina 10 mg

Fluvastatina 80 mg + Ezetimiba 10 mg

+ Ezetimiba 10 mg Pravastatina 20 mg

Pitavastatina 2-4 mg +Ezetimiba 10 mg

+Ezetimiba 10 mg Lovastatina 20 mg

Atorvastatina 1020 mg +Ezetimiba 10 mg

+Ezetimiba 10 mg Fluvastatina 40 mg

Rosuvastatina 5-10 mg. +Ezetimiba 10 mg

+Ezetimiba 10 mg Pitavastatina 1 mg

+Ezetimiba 10 mg
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Relacién entre reducciones en niveles de c-LDL y disminucién de eventos CV

50%

40%

30%

20%

10%

% Reduccion de eventos vasculares

0%

Eventos vasculares principales

22% reduccion del riesgo

por 1 mmol/L (39 mg/dL)
p<0.0001
= n " ]
] 1
/ I
T , T 1
0.5 1.0 1.5 2.0
Reduccién de colesterol LDL  (mmol/L); 1 mmol = 39 mg/d|

CTT Collaborators. Efficacy and safety of cholesterol-lowering treatment: prospective meta-analysis of data from 90.056 participants in 14
randomised trials of statins.Lancet, 2010; (366):1267-78

*Cannon C. IMPROVE-IT Trial: A Comparison of Ezetlmlbe/Slmvasmtln versus Simvastatin Monotherapy on CardlovTcular

After Acute Coronary Syndromes.
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Control LDL
Ac anti-PCSK9

Anticuerpos anti-PCSK9

Cholesterol
7 Lysosome
-
— - — N
| receptor ge LOL 1 cotenterol LOL
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Mecanismo de accion

Alirocumab + PCSK9 complex

& LDL LDL Receptor
\a€ particle

G
Apparatus "\,
N
Endoplasmic
reticulum

Nucleus

Hepatocyte
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@ Trial Design fourier,

27.564 high-risk. stable patients with established CV disease

(pwior MI prior stroke. symptomatic PAD)
Characteristic ad
Statin use (%)
High-niensiy @
L »
Ezetimide use (%) L]
‘Median Bipid measures (10R) - mo'dl.
/A 109) -
) Primary Endpoint” ~ _tourier. @  LDL Cholesterol _foutiér_
el | Placebo

6% mean reduction (95%C1 5860), P<0.00001

Absolute reduction: 86 mo/dl (95%C1 85.57)

| Evolocumad
(msedian 30 mg/dl. IOR 1946 mg/di)
° . o - - » » "1
[ P—" .
[y eo—

TSRS e R
weens

PO

STOP prematuro: 2.2 afios
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Treatment
Moderate inten

High mteny

atin

K9 rhibrtor

PG

nhibitor
PCSKY inhibitor

phus ezetimbe

plus bigh mtens

high intens
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of lipid |

ing &
Average LDL-C reduction

- 30%

= 50%

- 65%
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d Lower LDL-C Is Better _fourier

Pavients divided by quartile of baselne LOL-C and by treatment arm
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Comparison to Cholesterol Wl
Treatment Trialists Collaboration « = =

L)

Hazard Ratio (95% Cl) per 1 mmol/L reduction in LDL-C

~@— CTTC Meta-analysis Year 2
—e— FOURIER Vear 2

Major Coronary Events — 0.78 (0.70-0.86)
— 0.80 (0.71-0.90)
Stroke —_—l— 0.77 (0.66-0.91)
—_— 0.77 (0.63-0.94)
Coronary revascularization ~ —fi— 0.75 (0.67-0.84)
Urgent —— 0.73 (0.62-0.86)
Elective —— 0.84 (0.73-0.98)
Major Vascular Events - 0.77 (0.73-0.82)
- 0.83 (0.76.0.90)
o5 10
Lipk apy

20

oL JET T
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CTTC data from Lancet 2010;376:1670-81
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) Safety P

Evolocumab Placebo
(N=13,769) (N=13,756)
Adverse events (%)
Any 774 774
Serious 248 24.7
Allergic reaction 3.1 29
Injection-site reaction 21 16
Treatment-related and led to d/c of study drug 16 15
Muscle-related 5.0 4.8
Cataract 17 18
Diabetes (new-onset) 8.1 7.7
Neurocognitive 18 15
Laboratory resuits (%)
Binding Ab 0.3 nia
Ab none n/a
N di i ients without diabetes at baseline; adjudicated by CEC
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INFORME DE POSICIONAMIENTO TERARE

Alirocumab Evolocumab
CONMDERACIONEN PINALES BEL GCPT CONMIERACIONTS FINALLS B4, GEPT

P P AR ——— Pt S
—— e

41 Pt v I seveviumis bemitae Aerovs s
ik " CLDR ropven
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TG

Dislipemia aterogénica (SEA)

TG > 150 mg/dl = Aumenta RCV
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Recommendations for drug treatment of patients with
hypertriglyceridaemia

Recommendations Class® Level®

Statin treatment is recommended as the first
drug of choice to reduce CVD risk in high-risk
individuals with hypertriglyceridaemia [TG lev-
els >2.3 mmol/L (>200 mg/dL)]***

In high-risk patients who are at LDL-C goal
with TG levels >2.3 mmoVl/L (=200 mg/dL),
fenofibrate or bezafibrate may be considered
in combination with statins.**>~297-2%¢

In high-risk (or above) patients with TG levels
between 1.5~5.6 mmol/L (135—499 mg/dL)
despite statin treatment, n-3 PUFAs (icosapent lla

ethyl 2x2 g/day) should be considered in HED
combination with a statin.'™ (
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Treatment goal
for LDL-C

3.0 mmol/L

(116 mgldL)

SCORE «<I%

* SCORE 21% and <5%

* SCORE 25% and <I0%
. ohvated

particulir TC >8 mmol (310 mgiel ) o
LDLC 49 ol (190 mgidl) or

BP 2 1B/1 10 mambg
« P without other major rik factors
. + Moderate CXD (ocrn 0-59 mifmin)
\\
S,
N
“

A
Low  Moderate High Very high CV Risk

» For patients with ASCVD who experience a second vascular event within 2 years (not necessanily of the same type as the first event) while taking maximally toler-
ated statin therapy, an LDL-C goal of <1.0 mmolL (<40 mg/dL) may be considered.
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