A parte das estatinas e aspirina, quais medicacoes
melhoram progndstico no paciente com DAC e
revascularizacao completa?
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Conflito de Interesses

 Nao tenho para essa apresentacao



Epidemiologia

* Nos paises desenvolvidos

M ncidéncia de DAC por Matores de risco
v' Obesidade

v" Envelhecimento da populacdo
v' DM

J Letalidade

v’ Eficacia terapéutica (maior poténcia, novas tecnologias)
v' Acesso ao tratamento



Epidemiologia
* Nos paises subdesenvolvidos

M ncidéncia de DAC por Matores de risco
v" Obesidade
v' HAS
v’ DM

Letalidade

v Baixo acesso ao tratamento

.

v" Falta de recursos



Tratamento

1. Nao Medicamentoso
2. Medicamentoso

3. Revascularizacao




Tratamento

N3ao Medicamentoso:

v" Modificacdo da dieta (J gordura saturada);

v’ Interrup¢do do tabagismo;

v Atividade fisica regular (150minutos/semana);
v" Manutenc3o do peso (IMC < 25Kg/m?2);
v" Vacina anti-influenza;

v" Programas de reabilitagdo CV.



Tratamento Nao Medicamentoso e
Medicamentoso

Controle dos Fatores de Risco Modificaveis

v’ DM
v' HAS
v' Dislipidemia
v' Tabagismo
v Obesidade

v" Sedentarismo
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Tratamento Medicamentoso Otimizado

AAS

Clopidogrel

Estatina

Ezetimibe

IPCSK9

IECA/BRA

Betabloqueadores

lvabradina

Ranolazina, Trimetazidina, Nitrato, Blog Ca
Empaglifozina

Rivaroxabana



Tratamento Medicamentoso Otimizado

v' AAS I(A)
v’ Estatina I(A)



Tratamento Medicamentoso Otimizado

v' AAS I(A)
v’ Estatina I(A)

v Clopidogrel



Clopidogrel
CAPRIE

 19.185 pacientes;
e Histodria recente de AVC, IAM, IAP;
* Clopidogrel versus Aspirina;

Ischemic Events (CAPRIE) Trial

19,185 patients with ischemic CVA, MI, or PAD randomized to
daily aspirin (325 mg) or clopidogrel (75 mg) for 2 years

Aspirin

=1

Clopidogrel

Cumulative risk* (%)
w

=]

8.7% RRR, p=0.043

0 3 6 9 12 15 18 21 24 27 30 33 36
Months of follow-up

Lancet 1996; 348: 1329-1339



Tratamento Medicamentoso Otimizado

v AAS I(A)
v Estatina I(A)

v Clopidogrel I(B)=> em substituicio ao AAS quando intolerancia ou em

associacao apos ICP



Tratamento Medicamentoso Otimizado

v' AAS I(A)
v’ Estatina I(A)
v Clopidogrel 1(B)

v' Ezetimibe



Ezetimibe

IMPROVE IT Hazard ratio, 0.936 (95% C1, 0.40-0.99)
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N EnglJ Med 2015;372(25):2387-97
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Tratamento Medicamentoso Otimizado

AAS 1(A)
Estatina I(A)
Clopidogrel 1(B)

Ezetimibe Ila (C)=> em adicdo ou substituicdo a estatina por intolerancia e/ou

qguando a meta nao é alcancada



Tratamento Medicamentoso Otimizado

v AAS I(A)

v’ Estatina I(A)

v Clopidogrel 1(B)
v Ezetimibe lla (C)
v" IPCSK9



IPCSK9- Ac monoclonais

FOURRIER

Primary Efficacy End Point

e 27.564p
e DCV, LDL > 70 c/ estatina
 Evolocumab SC vs placebo

* EPI: Morte CV, IAM,

Cumulative Incidence (%)

AVC, Al ou RM

Evolocumab { 59% (92 mg/dL = 30mg/dL)
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a0 Hazard ratio, 0.85 (95% Cl, 0.79-0.92)
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20+ 12+ 10.7 |
1 12.6
70 10- Placebo
| 2 g1 Evolocumab
60 6.0
50 b )
4] 5.3
40
7.
30—
0 T T T T T 1
204 0 [ 12 18 24 30 36
] /
0 T T T T T 1
0 [ 12 18 24 30 i6
Months

N Engl J Med 2017;376(18):1713-1722
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Tratamento Medicamentoso Otimizado

AAS I1(A)
Estatina I(A)
Clopidogrel 1(B)
Ezetimibe lla (C)

IPCSK9 - em adicdo ou substituicdo a estatina por intolerancia e/ou quando a

meta nao é alcancada



AN N N NN

Tratamento Medicamentoso Otimizado

AAS [(A)
Estatina I(A)
Clopidogrel 1(B)
Ezetimibe lla (C)
IPCSK9
IECA/BRA



IECA/BRA

e Pacientes com HAS, IC, pos IAM; alto risco CV.

HOPE trial

9297 pct com alto RCV: Ramipril VS Placebo
EP I: Morte CV, IAM, AVC

0.204
Placebo -
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N Engl J Med 2000;342:145-53



IECA/BRA

Pacientes com HAS, IC, p6s IAM; alto risco CV.

ONTARGET trial

25.620 p com alto RCV: Telmisartana vs Ramipril vs combinacao
EP I: Morte CV, IAM, AVC, Hosp. por IC

0.207  __ Telmisartan
—— Ramipril

= Telmisartan plus ramipril
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N Engl J Med 2008; 358:1547-59.
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Tratamento Medicamentoso Otimizado

AAS 1(A)

Estatina I(A)

Clopidogrel 1(B)

Ezetimibe lla (C)

IPCSK9

IECA/BRA I(A) = IC, Disf¢ VE, DM com ACV
lla(B) = todos com DAC
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe lla (C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Betabloqueadores



Betabloqueadores

* Pacientes com IC, HAS, pos IAM
* 12]inha antianginosa

. Cumulative Incidence Curve for the Risk of Primary Outcome by g-Blocker U

Known pricr I matched cohort
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Betablogueadores [(B)=> IC, 12 linha antianginosa (pds IAM)
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Ivabradina



lvabradina

Effect of ivabradine on cardiovascular outcomes in patients with stable
angina: meta-analysis of randomized clinical trials

Trial Method Participants Intervention Qutcome

Cardiovascular death

10,917(5479 assigned to .
or admission to

ivabradine and 5438

Randomized ] o ) hospital for
BEAUTIFUL assigned to placebo) eligible | lvabradine L )

controlled ) ) myocardial infarction
2008 _ patients who had coronary 5-7.5 mg bid

Trial or new-onset ar

artery disease and a LVEF of

worsening heart
less than 40%

failure

6558 patients with
symptomatic heart failure

Cardiovascular death
Randomized and LVEF of 35% or lower, : .

SHIFT 2010 | controlled heart rate of 70 bpm or Ivabram@ or haspmal_adm:ssmn
Trial higher (3268 assigned to 7.5 mg bid fc-.r worsening heart
ivabradine;3290 assigned to fallure
placebo group)
19,102 patients(3550
assigned to ivabradine and
) 89552 assigned to placebo) Death from
SIGNIFY Randomized who had both stable lvabradine cardiovascular
2014 :E;:m”m coronary artery disease 7.5 mg bid causes or nonfatal
without clinical heart failure, myocardial infarction

a heart rate of 70 bpm or

fz : -
meresnaEreT==  BMC Cardiovascular Disorders (2017) 17:105



lvabradina

Effect of ivabradine on cardiovascular outcomes in patients with stable
angina: meta-analysis of randomized clinical trials

Table 4 Vietz-anzlysis in efficacy and safety of ivabradine in patients with stable coronary angina and heart failure

lvabradine Flacsbo Odds= ratio Poyzlus :

Cutcome Event/Total, n/M % Event/total % M-H, random in %
& Fixed® 93% C

Cardiovascular death 124718270 a8 22718254 67 1.02(021-1.15) 074 31
All-cause mortality 156018270 BS 155718254 8.5 0110 08 78
Hospital admission® 115818270 &3 28018254 7 0840.71-1.25) &2 89
Coronary revascularization 7177130249 47 750/14990 5 023(0.77-1.11; 041 57
Phosphenes 8011277 47 &9/12804 53 TIT44-1448) <0.00001 78
Symptomatic bradycardia 80712771 7 142712804 1 £.23(42-92g) <0.00007 1 71
Atrial fibrillation 21412771 a3 613/12804 47 1.330121-1.57) <0.00007 22
Blurred wision 13412771 1 44,/12804 03 307218432 <0.00007 0
Infectiond infestation S19/8709 55 555/8620 a3 093(082-1.05) 026 0
Serious adverse svent 2883/8709 £y 27N RE90 22 0.97(085-1.11) 036 45
Cardiac disorder 2203/8709 25 24548600 28 085(0A5-1.11) 024 84

(1 Confidence Interval, *shows hospital admission for worsening or new onset of heart failure, “indicates the use of random effect madel when I* = 50 and fixed
effect if I < 50

BMC Cardiovascular Disorders (2017) 17:105



Tratamento Medicamentoso Otimizado

v AAS 1(A)

v’ Estatina I(A)

v’ Clopidogrel 1(B)

v Ezetimibe lla(C)

v IPCSK9

v’ IECA/BRA I(A) ou lla(B)

v" Ivabradina = 22 LINHA ANTIANGINOSA
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Ranolazina, Trimetazidina, Nitratos, Blog Ca
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Ranolazina, Trimetazidina, Nitratos, Blog Ca = 12/22 LINHA ANTIANGINOSA
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Empaglifozina



EMPA-REG

Empaglifozina

e 7020 pcom DM2 e DCV
 Empaglifozina 10 vs 25 vs placebo
e EPI: Morte CV, IAM, AVC

Primary Outcome

Patients with Event (35)

204
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Hazard ratio, 0.86 (95.02% Cl, 0.74-0.99)
P=0.0d for supe riority

Placebo
lr.l'

Erpagliflozin

& 12 18 24 a0 15
Month

42 48

N EnglJ Med 2015; 373:2117-2128
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Tratamento Medicamentoso Otimizado

AAS [(A)

Estatina I(A)
Clopidogrel 1(B)
Ezetimibe I1a(C)
IPCSK9

IECA/BRA I(A) ou lla(B)

Empaglifozina

Rivaroxabana



Rivaroxabana

Rivaroxaban’s Overwhelming’ Efficacy for Coronary, Peripheral
Disease Leads to Early Halt of COMPASS

27.402 pacientes com DAC ou DAOP

v’ Rivaroxabana 2.5mg 2xd + AAS 100mg
v’ Rivaroxabana 5mg 2xd

v' AAS 100mg 1xd

EP I: morte, IAM e AVC



v'Novos IP2Y12?
v'DOAC?

v Empaglifozina
V'AAS 1(A)

v'Estatina I(A)
" YIECA/BRAI(A) ou lla(B)

v'Clopidogrel (B) v'IPCSK9

v'Ezetimibe lla(C)



