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Grupos de Risco que beneficiam

com as Estatinas

Dtes > 21 anos, sem IC (NYHA I1,111,IV) ou
IR terminal (em hemodialise)
Despiste de FR
Determinacédo do LDL-C

A 4 \ 4 \ 4 A 4

DM e idade 40-75 anos, e DCV @ ou DM @ e idade 40-75
LDL-C 70-189 mg/dI anos e LDL-C 70-189 mg/dI

l l

Risco de DCV a 10 anos
(Pooled Cohort Equations)

l |

Risco <7.5% Estatina de )

. i > )

Estatina de intensidade intensidade moderada RISCO .‘7'5A’ Estatina de
intensidade moderada a

elevada Risco 27.5% Estatina de
. . elevada
intensidade elevada

DCV aterésclerdtica LDL-C 2190 mg/dI

Baseado em Keaney JF et al. N Engl J Med 2014;370:275-276



Intensidade das Estatinas

- Reducao do LDL-C -
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Desenhado a partir de Reiner Z et al. Eur Heart J 2011;doi:10.1093/eurheartj/ehr169.
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Implicacoes para a Pratica Clinica

das Guidelines do ACC/AHA

Dispensa das avaliacoes rotineiras dos niveis de LDL-C
Subestimacao dos farmacos nao-estatina no tratamento
Tratamento conservador dos idosos (>75 anos), sem DCVat

Nao tratar doentes em hemodialise ou com ICC sintomatica

Desvalorizacao de endpoints intermédios (PCRas, Score Ca**)

Implementacao de um novo Score de Risco mais inclusivo

Raymond C et al. CCIM 2014;81:11-19
Keaney JF et al. N Engl J Med 2014;370:275-278



Faz sentido abandonar a estrategia
‘ treat to target’

?
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Reducao de Eventos CV em Estudos

Participantes com Eventos CV (%)

com Estatinas
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Actualizado de LaRosa JC et al. N Engl J Med 2005;352:1425-1435



Efficacy and safety of more intensive lowering of LDL
cholesterol: a meta-analysis of data from 170 000 participants
in 26 randomised trials

Cholesterol Treatment Trialists” (CTT) Collaboration™

Reducédo de 40 mg/dl no nivel de LDL-C durante 5 anos

Mortalidade = EM+Mortalidade
Mortalidade Total =~ Coronaria Coronaria  Revascularizagdo AVC (todos) Eventos CV

-30

CARS14 Baigent C et al. Lancet 2010;376:1670-1681



Efficacy and safety of more intensive lowering of LDL
cholesterol: a meta-analysis of data from 170 000 participants
in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration™

N (OV) A Ul

—

Reducéo Taxa de Eventos (%)

o

40 80 120
Reducao no LDL-C (mg/dL)

Desenhado a partir de Baigent C et al. Lancet 2010;376:1670-1681



Reducao de eventos CV independente

do nivel inicial de LDL-C

Statin/more  Control/less

; Morevslessstatin_: :

— <2mmol/L 704 (4-6%) 795 (5-2%) 4 071 (0-52-0-98)

> 22to<25mmol/L 1189 (4-2%) 1317 (4-8%) ——— 077 (0-64-0-94)
22.5to <3-0 mmol/L 1065 (4-5%) 1203 (5-0%) .- 0-81(0-67-0.97) X' =2-04
23to<3:5mmol/lL. 517 (4:5%) 633 (5-8%) — 0-61(0-46-0-81) (p=0.2)
23.5 mmol/L 303(57%) 398 (7-8%) E 0-64 (0-47-0-86)

Total 3837 (4:5%) 4416 (5-3%) q> 0-72(0-66-0-78)
; Statinvscontrol _:

— <2 mmol/L 206 (2:9%) 217 (3-2%) 0-87 (0-60-1-28)

—>> z2to<25mmol/L  339(2:4%) 412(2-9%) - 0-77 (0-62-0-97)
22.5t0 <3-0mmol/L 801(2:5%) 1022 (3-2%) —a— 076 (0-67-0-86) x'=0-80
=3to<35mmol/ll 1490 (2:9%) 1821 (3-6%) 077 (0:71-0.84) (p=0-4)
=35 mmol/L 4205 (2-9%) 5338 (3:7%) 0-80 (0-77-0-84)

JTotal 7136 (2-8%) 8934(3-6%) 0-79(0-77-0-81)
:, All trials combined

— <2 mmol/L 910 (41%) 1012 (4-6%) . 0-78 (0-61-0-99)

—>22to<25mmol/lL 1528 (3-6%) 1729 (4-2%) —- 0-77 (0-67-0-89)

22.5 to <3.0 mmol/L 1866 (3:3%) 2225 (4-0%) —a— 0.77 (0-70-0-85) X'=1-08
z3to <3-5mmol/L 2007 (3:2%) 2454 (4-0%) = 0.76 (0-70-0-82) (p=0-3)
=35 mmol/L 4508 (3-0%) 5736 (3:9%) 0-80 (0-76-0-83)

Total 10973 (3-2%) 13350 (4-0%) $ 0-78 (0-76-0-80)

~—.-— 99% or I T 1

q> 95% CI 0-45 0-75 1 13
-+ |

Statin/more better Control/less better
Baigent C et al. Lancet 2010;376:1670-1681




Reducao de eventos CV independente

do nivel de LDL-C atingido

Endpoint Primario
+ TEV + Mortalidade

Endpoint Primério
+ Mortalidade

Estudo JUPITER
Endpoint Primario
LDL-C N°
<130mg/dL 17,802 3
<120 mg/dL 13,972 =
<110mg/dL 9,784 -
<100mg/dL 6,269 ——
<0mg/d. 3,687 —a—
<BOmg/d. 2,033 ——1
<0Omg/d. 1,022 ——t—
<60 mg/dL 5N -
020 as 10 20
ROSUVASTATINA
Superior Inferior

L L

= -

= =

- -

- -
. R

ﬂ.;'!ﬂ 015. 1.0 2;0 U.l?ﬂ 015 1.0 2:0

ROSUVASTATINA ROSUVASTATINA
Superior Inferior Superior Inferior

Hsia J. et al. J Am Coll Cardiol. 2011;57:1666-1675.



Reducao de eventos CV independente

do nivel de LDL-C atingido
Estudo PROVE-IT

HR para o Endpoint Primario
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Wiviott SD. Et al. 3 Am Coll Cardiol 2005;46:1411-1416
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Prevencao 22""2 da Doenca Coronaria

- Terapéuticas validadas -

EUROASPIRE Il ®m EUROASPIRE Il EUROASPIRE IV

p<0.0001 <0.0001

. 94 96 p<0.0001 g
89 89
35 82 81 p<0.0001
| 72 71
63
42
Antiagregantes BB IECA/ARAII Estatinas

Kotseva K. ESC Congress, September 15t 2013, Amesterdam



Prevencao 22""2 da Doenca Coronaria

- Controlo terapéutico de FR -

EUROASPIRE Il EUROASPIRE I EUROASPIRE IV
100
80
p=0.01
60 55
46 48
10 p=0.69
<0.0001
21
20
6
0
PA controlada LDL < 70 mg/dI Glucose < 126 mg/dl

Kotseva K. ESC Congress, September 15t 2013, Amesterdam



Estudo DYSIS_Portugal

Dtes de Risco Elevado tratados com Estatinas

/ LDL-C que néo atinge

o alvo (< 100 mg/dl)

Sem alteracéo
lipidica
persistente

17,3%
(77)

HDL-C baixo
(<38 (homens) /<46

\ (mulheres) (mg/dl)

~N

TRG elevados
(> 150 mg/dl)

/I Risco ndo-elevado m Risco elevad\
80

70

60

50

40
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10 A
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k S10

S20 S40 S80
Potencia das Estatinas

Marqgues da Silva P. et al. Rev Port Cardiol 2011; 30: 47-63



Inércia Clinica no Tratamento

das Dislipidémias

idade do Doente
M Idade < 55 anos []ldade > 55 e <75 anos []ldade > 75 anos
60
P=NS P=NS P< .01
50.5

. 20 46.3 454 i
o~ 43.3 :
P 42.9 408
L 40 38.7
i
3
@
a
g 30
=
S
0 20
@
£

10—

U_
<10 >10 and <20 >20
Anos de Experiéncia do Médico

Lazaro P et al. Rev Esp Cardiol 2010; 63: 1428-1437



RESPOSTA:

Nao faz sentido utilizar a estrategia
‘“ treat to target’



Faz sentido abandonar os farmacos
‘ nao-estatina’

?




Risco Residual nos Estudos com
Estatinas

Reducéo do Risco Relativo ~ 30%

RiscorResiduallRemanescente = .0

1 Reducdo no Risco Relativo (%) Risco Residual Remanescente (%)

CARS13 Adaptado de Fruchart et al. Am J Cardiol 2008; 102(Suppl.): 1K-34K



Componentes do Risco Residual

nos Estudos com Estatinas

Estudo TNT
Eventos CV Major

0 HR (IC 95%)
<o - R Sexo Masculino p=0.01
= I ATORVA 80 ]
= Idade p=0.005
£ |
3 109 IMC | p=0.01
é 0 HTA p<0.001
(] i
(D Diabetes p=0.002
= i
5 ApoB p<0.001
> i
a Tabagismo p<0.001

0 101 77

LDL-C final EM prévio p<0.001
(mg/dL)
0 1 2

LaRosa JC et al. N Engl J Med. 2005;352:1425-1435 Mora S et al. Circulation 2012;125:1979-1987




Defining tomorrow’s

The Initiative

% What's residual Risk?

vascular strategies

R3i Publications

Editorials

Focus on...

Recent publications

Advanced search

esidual isk eduction

R3i EDITORIAL

Scope for multifocal approaches for reducing residual
cardiovascular risk?

Prof. JC Fruchart, Prof. J. Davignon, Prof. M Hermans
An Editorial from the R3i Trustees

- Despite current evidence-based therapeutic approaches, high-risk
patients remain at excess risk of cardiovascular events. Clearly

-

additional strategies are needed.

*%;%r A, The Residual Risk Reduction Initiative (R3i) has already argued
‘_ A for improved management of atherogenic dyslipidaemia, the
@

combination of elevated triglyceride-rich lipoproteins (TRL) and

low plasma high-density lipoprotein cholesterol (HDL-C)
concentration, a key contributor to this excess risk, especially in people with
cardiometabolic disease.(1,2) Intestinal chylomicron production is upregulated in
insulin resistant conditions; chylomicron remnants containing apolipoprotein B48
are also highly atherogenic. Thus, postprandial lipaemia (TRL and their remnants)
is an important additional target to reduce residual cardiovascular risk. Indeed,
evidence from the ACCORD Lipid study supports a role for peroxisome
proliferator-activated receptora (PPARa) agonists in reducing postprandial

: Previous editorials

¢ Looking back at 2013:

: what have we learned

: about residual vascular

© risk?

i Prof Jean Charles Fruchart,
i Prof. Jean Davignon, Prof.

i Michel Hermans

: Long-overdue US

: guidelines for lipid

: management oversimplify
. the evidence

: Prof. Jean Charles Fruchart,
: Prof. Jean Davignon, Prof.

: Michel Hermans

Triglycerides and residual
- cardiovascular risk: where

now?

Prof. Jean Charles Fruchar
Prof. Jean Davignon, Prr
Michel Hermans



Reducao do Risco Residual em doentes

tratados com Estatinas

Estudo ACCORD-LIPID

20 —
= SIMVA+PLACEBO
k= _
:>J’ p =0.32
S8 10
9 SIMVA+FENOFIBRATO
On
’6 _ |
Q.
o
o,

*EM, AVC, Morte CV

CARS10 Ginsberg HN et al. N Engl J Med 2010;



/~ dal-OUTCOMES Trial \/~  AIM-HIGH Trial ™\

12-
10+ Dalcetrapib .

3_

6 P=0.52 Placebo .

Niacina + Estatina
i 20
4 - ~ P=0.79
24
104 Placebo + Estatina
0 1 1 I

0 1 2 3 0 . | . | . | . | !
0 1 2 3 4
N Engl J Med 2012; 367:2089-2099 N Engl J Med 2011; 365:2255-2267
[ ]
HPS2-THRIVE Trial

Placebo

)

15

10

Niacina/LRPT

\ 0 1 2 3 y
ACC 2013 Scientific Sessions. March 9-11, San Francisco, California
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Simvastatin with or without Ezetimibe
in Familial Hypercholesterolemia

The ARBITER 6-HALTS Trial
(Arterial Biology for the Investigation of the

Treatment Effects of Reducing Cholesterol 6-
HDL and LDL Treatment Strategies in Atherosclerosis)

Intensive Lipid Lowering with Simvastatin
and Ezetimibe in Aortic Stenosis

The effects of lowering LDL cholesterol with simvastatin plus
ezetimibe in patients with chronic kidney disease (Study of Heart
and Renal Protection): a randomised placebo-controlled trial




ClinicalTrials.gov

A service of the U.S. National Institutes of Health

IMPROVE-IT: Examining Outcomes in Subjects With Acute Coronary Syndrome:
Vytorin (Ezetimibe/Simvastatin) vs Simvastatin (P04103 AMS5)

REVEAL: Randomized EValuation of the Effects of Anacetrapib Through Lipid-modification

A Study of Evacetrapib in High-Risk Vascular Disease (ACCELERATE)

ODYSSEY OQutcomes: Evaluation of Cardiovascular Outcomes After an Acute Coronary Syndrome
During Treatment With Alirocumab SAR236553 (REGN727)

Further Cardiovascular Qutcomes Research With PCSK9 Inhibition in Subjects With Elevated
Risk (FOURIER)




RESPOSTA:

Nao faz sentido utilizar os farmacos
nao-estatina



The growth of knowledge depends entirely on disagreement.
Karl R. Popper






