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Prevencion secundaria post
sindrome coronario agudo:
puntos a recordar
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Prevencion secundaria

* La recurrencia de eventos coronarios adversos es mayor en el primer
ano luego del SCA, persiste a lo largo de la vida.

Cortés-Berigola A., et al. Eur J Prev Cardiol. 2017 Jun;24(3_suppl):22-28.




Hospital Acute coronary syndrome

1. Acute care

+ Medical tharapy

« Coronary revascularization
2. Search for unknown/suboptimal controllad risk factors
3. Initiate standard secondary prevention

v

v

Plan and scheduls Education
Cardiac rehabilitation and advice prevention tharapy

Standard sacondary

o

+ Smoking cessation Antithrombotic Lipid lowering Blood pressure control Glucose control ]
* Healthy dist therapy LVD/HF presantation |
+ Control body weight !
: glﬁmﬂfﬂ acy Aspirin + P2Y 1z High-intensity ACEI/ARB*, Beta- Metformin® .

L inhibitor (12 months) Statin thorapy blockers®, MRA* Insulin® .
+ Pezychological issues I, !

Evaluate lifestyle, control of risk factors, compliance with medications

Adjustment of secondary prevention therapies

Reinforce education & P2Y,,inhibitor | Ezetimiba? Dose adjustment SGLT2 inhibitor?*
lifastyle intervention prolongation? PCSK9 inhibitor? ARNI?* GLP-1 agonists?*
1 Psycho-social support i .
Aftar discharge | Anticoagulation?

* When specifically indicated Cortés-Berigola A., et al. Eur J Prev Cardiol. 2017 Jun;24(3_suppl):22-28.



Cambios en el estilo de vida y control de FR

* Cese de tabaquismo

* Dieta, alcohol y control de peso
* Rehabilitacion cardiaca

* Reinicio de actividades

* Control de PA

* Adherencia al tratamiento

Ibaiiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.




Cese de tabaquismo

* Inicio durante hospitalizacion y
continuarse.

e Terapia conductual, bupropion,
varenciclina.

Rigotti N., el al. Cochrane Database Syst Rev 2012;5:CD001837.

Rallidis L., et al. Curr Opin Cardiol 2016;31(5):531-536.



Event-free survival

Patients at risk
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Rallidis L., et al. Am Heart J 2015; 169:356—362.




Mortality Risk Reduction Associated With
Smoking Cessation in Patients With

Coronary Heart Disease
A Systematic Review

665 Potentially Relevant Articles Identifiad
575 Articles Excluded on the Basis of Title and Abstract

Meta-analisis 20 estudios o S o e
observacionales. | " oy st aor Sttt Sy Do

a0 Articles Hetricvad for Mora
Datailed Evaluation

B4 Englich
& Other Languages

12,603 pacientes. obea
23 Duplicate Publication From Same Study
11 Foliow-up Period Lass Than 2 Years
& Timing of Smoking Cessation Unclear
5 Mortality Outcoma Mot Presentad by Smioking Status

& Mo Information on Changes in Smoking Status

Reduccion del 36% de la mortalidad | 2pbskiOny CoudNolExtactDeale

4 Retrospactive Cohort Study

en quienes cesaban el habito. " Yo i Pt Sy

1 Cross-sectional Study

(RR, 0.64; 95% Cl 0.58-0.71) TErTTT R 1 Flrenca Grups nd Dfon of Ex mokers Uncear

Critchley J., et al. JAMA 2003;290(1):86-97.



Association of Diet, Exercise, and Smoking Modification
With Risk of Early Cardiovascular Events After Acute
Coronary Syndromes

Relationship Between Smoking and Repeat Cardiovascular Events in Patients With ACS

Risk of M Risk of Stroke Risk of Death Risk of Death/MI/Stroke
Category OR (95% CI) P 0R (95% Cl) P 0OR (95% Cl) P 0R (95% CI) P
Persistent smoker Reference Reference Reference Reference
Quitter 0.57 (0.36-0.89) 0.0145 0.40 (0.141.17) 0.0930 0.93 (0.59-1.46) 0.7594 0.74 (0.531.02) 0.0698
Ex-smoker 0.68 (0.48-0.98) 0.3990 0.79 (0.36-1.74) 0.5547 0.65 (0.44-0.97) 0.0360 0.68 (0.51-0.90) 0.0067
Never smoker 0.49 (0.34-0.71) 0.0002 0.83 (0.38-1.82) 0.6397 0.59 (0.40-0.89) 0.0108 0.59 (0.44-0.78) 0.0002

Models were adjusted for age; sex; region; history of hypertension, diabetes, and prior MI; body mass index; creatinine; PCI/CABG before 30 days; and use of
B-blockers, statins, antiplatelets, and ACE/ARE drugs at 30 days.

Chow C,, et al. Circulation 2010;121(6):750-758.




Mo.of QOdds Ratio for Ml or Stroke or Death

Characteristic Patients  (95% CI) P Value
MNever smoker, diet & exercise 2442 . Reference category -

Mever smoker, either diet'exercise 3515 _._ 1.96(1.45-265) <0.0001
Never smoker, No diet/exercise 2519 —— 2.42(178-329) <0.0001
Former smoker, diet & exerdse 1793 ——B— 1.25(0.85-1.85)  0.2586
Former smoker, either dietlexercise 2529 —— 2.46(1.80-3.37)  <0.0001
Former smoker, No diet/exercise 1580 : —— 2.36(1.68-3.30) <0.0001
Quit smoking, diet & exercise a72 . 1.62(0.96-2.75) 0.0732
Quit smoking, either diet/exercise 1143 s 2.03(1.32-3.13)  0.0014
Quit smoking, No diet/exercise 679 § —— 3 22(207-5.03) <0.0001
Persistent smoker, diet & exercise 379 : . 1.95(1.00-3.82)  0.0502
Persistent smoker, either diet/exercise 590 § - 2.97(1.83-4.82) <0.0001
Persistent smoker, No diet/exercise 536 : ——3.77(2.40-591)  <0.0001

Chow C,, et al. Circulation 2010;121(6):750-758.




Dieta

e Similar a la mediterranea, maximo del 10% del total de la ingesta
caldrica en grasas saturadas.

* Ingesta de sal <5 g por dia

* 30-45 gramos de fibra al dia

* Al menos 200 g frutas y 200 g de vegetales al dia

* Pescado 1-2 veces a la semana

* 30 g de frutos secos sin sal

* Ingesta limitada de alcohol (2 copas al dia &y 1 copa al dia ?)
* Evitar el consumo de bebidas edulcoloradas

Piepoli M., et al. Eur Heart J 2016;37(29):2315-2381.



Rehabilitacion cardiaca

* Se recomienda la participacion de todos los pacientes en un programa
de rehabilitacion cardiaca.

* Ejercicio fisico, modificacion de FR, educacion, control de estrés,
apoyo psicoloégico.

* Programas ambulatorios de 8-24 semanas.

Ibaiiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.



Exercise-based Rehabilitation Vs. Usual Care: Cardiovascular Mortality

Study ID
Wilhelmsen1975
Kallio 1979
Vecchio 1981

Shaw (NEDHP) 1881
Sivarajan 1982a
Sivarajan 1982b
Vermeulen 1983 e
WHO 1983
Roman 1983
Mitler 1984

Haskell (SCRIP) 1984
Bathell 1900

Ornish 1990
Schuler 1992
Debusk 1994
Specchla 1996
Dugmore 1999
Hofman-Bang 1999
Toobert 2000

La Rovere 2002
Hambrecht 2004
Briffa 2005
Montero 2005
Aronov 2010
Belardinelli 2001
Seki 2008

Munk 2009

Haoule 2012
Maddison 2014
Overall (I-squared = 0.0%, p = 0.699)
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Exercise-Based Cardiac Rehabilitation
for Coronary Heart Disease

Cochrane Systematic Review and Meta-Analysis

Exercise-based Rehabilitation Vs. Usual Care: Hospitalization

Study ID

Shaw (NEDHP) 1981
Lewin 1992
Haskell 1994
Fnghlnm 1996 -
Hofman-Bang 1999 —
Belardinelli 2001

VHSG 2003

Hambrecht 2004 <
Yu 2004

Briffa 2005

Giallauria 2008 . 4
Zwisler 2008
Reid 2011
Mutwalli 2012 —_—
Maddison 2014

Overall (I-squared = 34.5%, p = 0.099)
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[RR = 0.82(0.70, 0.96) |

1 1 10
Favors CR Favors Control

Reduccion del 26% de mortalidad cardiaca.
Reduccion del 18% en hospitalizaciones.

Anderson, L. et al. ] Am Coll Cardiol. 2016; 67(1):1-12.



Table 2. Independent variables associated with one-year

mortality after discharge comparing referral to cardiac

(a) 100 “"'=:.__:_—— — rehabilitation (CR) vs non-referral, utilizing a multivariate
i model with propensity score adjustment.”
S i 4 i Adjusted
hazard
— Predictor ratio 95% Cl  p Value
£ Referral to CR 0.73 051-097 003 |
: Admission Killip class> |~ 284 2.09-384 <0.00l
@ Admission heart 1.09 058-205 0.79
80 rate > | 00 bpm
PCl during hospitalization 045 031065 <000l
Admission SBP < 100mm Hg 152 I.11-2.09 0.001
Log rank: p<0.01
Post myocardial infarction 1.62 1.21-231 <0.001
70 : , : LVEF < 30%"
0 80 180 270 360
BPM: beats per minute; Cl: confidence interval; CR: cardiac rehabilitation;
Time (days) LVEF: left ventricular ejection fraction; PCl: percutaneous coronary inter-
Patients at risk vention; SBP: systolic blood pressure.
Not referred 2448 2397 2367 2343 “The model was further adjusted for age and gender.
Referred 2585 2566 2549 2536

hEchn:ardingmphic LVEF

hospitalization.

assessment

obtained  during

index

Chernomordik F., et al. Eur J Prev Cardiol. 2017 Jan;24(2):123-132.




Association of Diet, Exercise, and Smoking Modification
With Risk of Early Cardiovascular Events After Acute

Coronary Syndromes

Relationship Between Diet/Exercise Modification and Repeat Cardiovascular Events in Patients With ACS

Risk of M| Risk of Stroke Risk of Death Risk of Death/MI/5troke
Category 0R (95% Cl) P 0R (95% CI) P 0OR (95% CI) P OR (95% Cl) P
No diet/exercise Reference Reference Reference Reference
Diet only 0.93 (0.741.16) 05137  084(0.541.31) 04357 0.91(0.731.13) 0.3%86  0.91(0.77-1.07) 0.2605
Exercise only 0.78 (0.561.1) 01547 094 (0.521.68) 0825  0.61(0.420.88) 0.0091 0.69 (0.54-0.89) 0.0037
Both diet and exercise  0.52 (0.40-0.69)  =<0.0001 046 (0.26-0.82)  0.0079  0.45(0.33-0.60)  =0.0001 0.46(0.38-057)  =0.0001

Models were adjusted for age; sex; region; history of hypertension, diabetes, and prior Ml; body mass index; creatining; PCI/CABG before 30 days; and use of
B-blockers, statins, antiplatelets, and ACE/ARB drugs at 30 days.

Chow C,, et al. Circulation 2010;121(6):750-758.




p blockers

Initiate orally within 24 h if no contraindications;
avoid IV without knowledge of LVEF

Decrease myocardial cxygen demand; improve
myocardial remodelling

Reduce angina, infarct size, myocardial
infarction, mortality

Guidelines advise 3 years of use after myocardial
infarction; indefinite if other indication

(ie, heart failure)

Major studies: COMMIT, TIMI II, numerous

meta-analyses

/[

\

Aldosterone antagonists b

Consider in patients with heart failure, LVEF
=35-40%, already on adequate doses of
B blocker and ACE inhibitor or ARB

Limited data on benefit without reduced LVEF
Improve myocardial remodelling; may reduce
all-cawse and cardiovascular mortality, and
rehospitalisation

Major studies: EPHESUS, RALES,
meta-analyses

ACE inhibitors or ARBs

Initiate oralby within 24 h if no
contraindicationst: consider ARB if intolerance
or allergy

Reduce afterload; myocardial remodelling

Benefit largest in anterior STEMI, heart failure,
LWVEF 40%

Less benefit if low risk, no heart failure,
revascularised

Angiotensin receptor-neprolysin inhibitor
reduces death or hospitalisation in heart failure

|~

GDMT for

secondary
prevention

]

Major studies: SAVE, HOPE, EUROPA,
\ PARADIGM-HF, numerous meta-analyses

S c
Lipid-lowering therapy
Initiate high-intensity statin therapy (ie,
atorvastatin 80 mg) in all patients after acute
myocardial infarction
Consider ezetimibe for goal LDL <70 mg/fdL
(ideally ~50 mg/dL)
Reduce mortality, subsequent cardiovascular
events, and may reduce readmission
Major studies: A-to-Z, PROVE-IT, IMPROVE-IT

Antiplatelet therapy (aspirin, P2Y12 inhibitor)t

Aspirin—indefinite low dose (81-100 maq), reduces mortality
DA PT (aspirin + clopidogrel/ prasugrel/ticagrelor}—reduces ischaemic events and mortality (ticagrelor only)
Major studies: CURE, CREDO, TRITON-TIMI 38, PLATO, CHARISMA, DAPT, PEGASUS

Reed G., et al. Lancet 2017 Jan 14;389(10065):197-210.




Terapia antitrombotica

e Aspirina — duracion indefinida B Aspirin
1.0 0.05
75 a 100 mg VO cada 24 h. o Lower dose
- 0.8 0.03 - Higher dose
q -
* CURRENT — OASIS 7 i 0.6 gzi 1
* No diferencia significativa con 5 oa- 0004 T
respecto al resultado primario 5
entre dosis alta y baja de ASA 0.2-

(4.2% vs. 4.4%; hazard ratio, 0.97; T e —— A ——
95% Cl, 0.86 to 1.09; P = 0.61) | |

Days
No. at Risk
High er dose 12,507 12,204 12,075 12,018 11,983 11,962
Lower dose 12,579 12,239 12,121 12,059 12,024 12,009

Mehta S., et al. N Engl J Med 2010;363:930-42.




Doble antiagregacion plaquetaria

 ASA + inhibidor PY12 en pacientes tratados con fibrindlisis por al
menos 1 mes, a considerar 12 meses.

e Si fibrindlisis + angioplastia 12 meses al menos (48 horas clopidogrel,
luego considerar ticagrelor/prasugrel).

* ASA + inhibidor PY12 en pacientes con angioplastia por al menos 12
meses (0 mas).

Ibaiiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.



Addition of Clopidogrel to Aspirin and Fibrinolytic Therapy
for Myocardial Infarction with ST-Segment Elevation

Marc S. Sabatine, M.D., M.P.H., Christopher P. Cannon, M.D., C. Michael Gibson, M.D.,
Jose L. Lépez-Sendén, M.D., Gilles Montalescot, M.D., Pierre Theroux, M.D., MarcJ. Claeys, M.D., Ph.D.,
Frank Cools, M.D., Karen A. Hill, B.A., Allan M. Skene, Ph.D., Carolyn H. McCabe, B.S.,
and Eugene Braunwald, M.D., for the CLARITY-TIMI 28 Investigators*

COMMIT (ClOpidogrel and Metoprolol in Myocardial Infarction Trial) collaborative group™

Addition of clopidogrel to aspirin in 45 852 patients with >
acute myocardial infarction: randomised placebo-controlled
trial

End Point (%)

MNo. at Risk
Placebo
Clopidogrel

154

Placebo

104 Clopidogrel

5

P=0.03
E’ T T T T 1
10 15 20 25 30
Days

1739 1529 1504 1494

1752 1569 1555 1550

Disminucién
de riesgo del

20%.

Froportionwith death, reinfarction, orstroke before first dischange (%)

Days

Number of events
Clopidogrel
Flacebo

11

10 —

Placebe:
2310with event (10-1%)

Clopidogrel:
2121 with event (9-2%]

95 (SE 3) proportional risk
reduction {p=0-002)

7 14 n 28
Time since randomisation (days)
-6 7-13 14-20 21-28
1751 247 91 32
1879 im 104 26

Disminucién
de riesgo del
9%.

Sabatine M., et al. N Engl J Med 2005;352(12):1179-1189.

Chen Z., et al. Lancet 2005;366(9497):1607-1621.



Twelve or 30 Months of Dual Antiplatelet Therapy
after Drug-Eluting Stents I

DAPT Study Investigators

Estudio aleatorizado, 9961 pacientes.

Tienopiridina o placebo luego de
completar el afio de tratamiento (+ASA).

Reduccion de tasas de trombosis de stent
(0.4% vs. 1.4%; HR, 0.29 [95% CI, 0.17 a
0.48]; P<0.001) y eventos cardiovasculares
y cerebrovasculares mayores (4.3% vs.
5.9%; HR, 0.71 [95% CI, 0.59 to 0.85];
P<0.001

Aumento del riesgo de sangrado.

Major Adverse Cardiovascular and Cerebrovascular Events

12-30 mo  Thienopyridine vs. placebo, 4.3% vs. 5.9%,;
hazard ratio, 0.71; P<0.001

12-33 mo  Thienopyridine vs. placebo, 5.6% vs. 6.5%,;
hazard ratio, 0.82; P=0.02

100 8
00— — Placebo
T s0- el Thienopyridine
3 704
=
< 60- 4
‘0
= 50—
Q
2 404 2
=
=] 304
E 204 0 7
v 0 12 15 18 21 24 27 30 33
10—
D‘_f’j’/_l'__'lng I I I |
0 12 15 18 21 24 27 30 33
Months since Enrollment
No. at Risk
Thienopyridine 5020 4917 4840 4778 4702 4611 4554 3029
Placebo 4941 47949 4715 4635 4542 4476 4412 29497

Mauri L., et al. N Engl J Med 2014;371:2155-66.




Long-Term Use of Ticagrelor in Patients with Prior

PEGASUS-TIMI 54 Steering Committee and Investigators

Estudio doble ciego, aleatorizado, 21,162
pacientes. Ticagrelor 90 mg, 60 mg,
placebo.

Punto final primario de eficacia:
compuesto de muerte CV, IM o ictus.

HR 90 mg of ticagrelor vs. placebo, 0.85;
95% Cl, 0.75 a 0.96; P = 0.008; HR 60 mg
of ticagrelor vs. placebo, 0.84; 95% ClI,
0.74 a 0.95; P =0.004

Aumento de tasa de sangrado mayor.

Myocardial Infarction

100+ 10—
g — Placebo 0049
a0 —— Ticagrelor, 90 mg
£ — Ticagrelor, 60 mg B
&0 7%
l'||'_
J04 6~
5_
£ ™
4
g s .
& 40 o
1-
:'HJ‘
0 T T T T T T T T T T T 1
] i ] 9 i 15 1% 71 M 27 30 33 16
20+ Ticagrelor, 20 mg vs. placeba: Ticagrelor, 60 mg vs. placebo:
Hazard ratio, 0.85 (95% Cl, 0.75-0.96) Hazard ratic, 084 (9535 Cl, 0.74-0.95)
P= 0,00 P=0.004
10
— —ﬁ:—_::_____-$=__
O T T T T T T T T T 1
i i ] 9 12 15 1% 11 4 7 30 i3 34
Months since Randomization
Mo. at Risk
Placebo ToeT 6979 6RO 6EP1 6761 66R1 G508 6236 5876 5157 4343 3360 2028

7050 6U73  6R99  6RZT 6760 6T19 6550 6IV? 3021 3243 4401 3368 2033
7045 6069 6905 6R4A2  6FE4 6FI3 G55T 6IV0 5004 5222 4424 3392 2055

Ticagrelor, 20 mg
Ticagrelor, 80 mg

Bonaca m., et al. N Engl J Med 2015;372:1791-800.



Rivaroxaban in Patients Stabilized After
a ST-Segment Elevation Myocardial Infarction

Results From the ATLAS ACS-2-TIMI-51 Trial
(Anti-Xa Therapy to Lower Cardiovascular Events in Addition to

Standard Therapy in Subjects with Acute Coronary Syndrome—
Thrombolysis In Myocardial Infarction-51)

Estudio aleatorizado. 7,815 pacientes con
SICACEST.

Rivaroxaban 2.5 mg, 5 mg, placebo.

Reduccion del punto final primario de eficacia
vs. placebo ITT: 8.4% vs. 10.6% [HR]: 0.81, 95%
[Cl]: 0.67 2 0.97, p =0.0109.

Aumento de riesgo de sangrado.
Guias ESC: en pacientes seleccionados con

bajo riesgo de sangrado, 2.5 mg VO de
rivaroxaban (ASA y clopidogrel).

ITT: HR 0.81 (95% C1 0.67-0.97) Placebo
10% - P=0.019
mITT: HR 0.85 (956% C! 0.70-1.03)
P=0.09
8°/0 7

6% -

Rivaroxaban
Combined

4% -

2% -

Cardiovascular Death, Ml, or Stroke

0% - T ' - : . : . .
0 90 180 270 360 450 540 630 720
No. at Risk Days

Placebo 2589 2411 2236 1863 1635 1193 826 500 233
Rivaroxaban 5128 4766 4427 3666 3046 2367 1658 1039 454

Mega J., et al. ] Am Coll Cardiol 2013;61:1853-9 .

Ibafiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.




Blogueadores beta

* Indicacion la en pacientes con FEVI <o= a 40% en ausencia de
contraindicaciones (falla cardiaca aguda, inestabilidad hemodinamica,
bloqueo AV de alto grado).

e CIBIS — Il (bisoprolol)
 MERIT-HF (metoprolol)
e CAPRICORN (carvedilol)
* SENIORS (nebivolol)

* En pacientes hemodinamicamente estables debe considerarse su
inicio en las primeras 24 horas.

Ibaiiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.



p Blockade after myocardial infarction: systematic review
and meta regression analysis

Nick Freemantle, John Cleland, Philip Young, James Mason, Jane Harrison

Comparison of effect on mortality of different drugs

Drug Number needed to treat*

B Blockers 42

Angiotensin converting enzyme No long term ftrials in unselected

inhibitors patients

Antiplatelet agent® 153

Statin® 94

Calcium channel blockers (diltiazem)® oo

Thrombolysis and aspirin for 4 weeks™ 24

Warfarin®' % 63

*Number needed to avoid death in 2 years of treatment in unselected patients
after myocardial infarction.

Freemantle N., et al. BMJ 1999;318:1730-7



Effect of Beta-Blocker Dose on Survival
After Acute Myocardial Infarction

Registro multicéntrico de A e
. . »0-12.5%
7,057 pacientes seriados. >50%
Seguimiento 2.1 anos. -
% 0.9 —
Reduccién del riesgo de 2
mortalidad ajustada con el 5 08+
uso de BB de 45%; 95% X
[C|]I 33% to 55%). No. at Risk
>12.5-25% 2,247 2152 2,093 2,055 1,706 Bl6 356
>25-50% 1,541 1,437 1,396 1,361 1,J08 350 193
>0-125% | 1448 1,358 1,322 1,296 1,038 441 245
>50% 209 757 735 696 576 169 90
Mo BE 567 492 470 455 370 161 B4

Goldberger, J.J. et al. ] Am Coll Cardiol. 2015; 66(13):1431-41.




Tratamiento hipolipemiante

* Se recomiendan estatinas en todo paciente, independientemente de sus
niveles basales de colesterol.

e Se debe iniciar tan pronto como sea posible y a alta intensidad.

* Meta LDL — C <1.8 mmol/L (<70 mg/dl) o reduccion del 50% si el nivel basal
es de 1-8 — 3.5 mmol/L (70-135 mg/dl).

e Adicion de tratamiento si no se alcanzan metas (IMPROVE-IT; FOURIER)

Ibafiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.

Piepoli M., et al. Eur Heart J 2016;37(29):2315-2381.



Effects of Atorvastatin
on Early Recurrent Ischemic Events

in Acute Coronary Syndromes
The MIRACL Study: A Randomized Controlled Trial

Estudio aleatorizado, doble ciego, muticéntrico.
3,086 pacientes.

Atorvastatina 80 mg vs. placebo.

Reduccion del riesgo de 16% de MACE.

Figure 3. Kaplan-Meier Estimates of Primary
Outcomes

]
o
I

Placebo

—t
on
|

Atorvastatin

Cumulative Incidence, %
o O

o
L

4 8 12 16
Time Since Randomization, wk

-

No. at Risk
Atorvastatin 1538 1381 1351 1323 518
Placebo 1548 1384 1338 1318 473

The relative risk of the composite outcome in the ator-
vastatin group compared with the placebo group was
0.84 (95% confidence interval, 0.70-1.00; P=.048),
based on a Cox proportional hazards analysis. The de-
crease in number at risk at 16 weeks reflects the fact
that many patients completed the study within the days
immediately preceding 16 weeks.

Schwartz G., et al. JAMA 2001;285:1711-1718.



Intensive versus Moderate Lipid Lowering with Statins 4,162 pacientes.
after Acute Coronary Syndromes
Reduccién del 16% del HR a favor de atorvastatina.

for the Pravastatin or Atorvastatin Evaluation and Infection Therapy—Thrombolysis (P = 0.005; 95% Cl, 5-26%)
in Myocardial Infarction 22 Investigators® ’

120-
40 mg of pravastatin =
= 1004 = - —u 3
3 \ S
,E, Eﬂ_ ‘1# % —
H-‘ ﬁ
g e " S
ﬂ 60 . oma=e Moo D020 d-====== k- w B
A= 80 mg of atorvastatin 2
2 40 -
- &
-
fal £
= 20- E
0 — | T T T T
Base line 30 Days 4 Mo & Mo 16 Mo Final
Time of Visit Months of Follow-up
No. of Patients :;'l“- i:t“ti'5II= 2063 1688 1536 1423 810 138
Pravastatin 1973 1844 1761 1647 1445 1883 ravastatin
Atorvastatin 2003 1856 1758 1645 1461 1910 Atorvastatin 2099 1736 1591 1485 842 133

Cannon C., et al. N Engl J Med 2004;350:1495-504. PROVE-IT — TIMI 22




Efficacy and safety of more intensive LDLC  Events (s peranmu) Urmeight=d % (1) ) o 1 oL redtion LU
- [mmodf L)
cholesterol: a meta-analysis of data fr S Gl
- - " More v bess statin
in 26 randomised trials rRove T 0 memiy s el ol
THT 062 B0 (4-0r) 1164 (5-4%) - -
L . IDEAL 055 038 (5-2%) 1106 |6-3%) - Trend: p'~124 S Trth-}:-'
Chalesterol Treatment Tnalists” (CTT) Collaboration® SEARCH 039 147 36%) 1406 3-8%) - {p= L0004 - [p=0-05)
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Achievement of Dual Low-Density Lipoprotein Cholesterol
and High-Sensitivity C-Reactive Protein Targets More
Frequent With the Addition of Ezetimibe to Simvastatin
and Associated With Better Outcomes in IMPROVE-IT

A 1m0
Mean LDL-C Qualifying 1 Month Study Duration B 10 -
(mgidL) Event Median hs-CRP Randomization 1 Month Study Duration
\ (mgiL)
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Bohula E., et al. Circulation. 2015;132:1224-1233.
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I[ECAS / ARA I

* Se recomiendan en pacientes con disfuncion sistdlica o falla cardiaca,
hipertension o DM y deben considerarse en todo paciente tras IAM.

e Siintolerancia a IECAS = ARAII.

 Valsartan (VALIANT) no inferior a IECA.

Ibafiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.

Pfeffer M., et al. N Engl ] Med 2003;349(20):1893—-1906.



ISIS-4: A randomised factorial trial assessing early oral captopril,

: i (a) CAPTOPRIL comparison
oral mononitrate, and intravenous magnesium sulphate in 58 050 Placebo: 2231/ 29022 (7.69%)
. . ril: 2088 / 20028 (7.19%
patients with suspected acute myocardial infarction BENEEIT ber 1000: . 4.9 (3D 2.2)
Deaths
I151S-4 (Fourth International Study of Infarct Survival) Collaborative Group* 2500 |
Deaths/patients (% dead) Odds ratio & CI
Treatment; Control 2000 .
better | better -
(a) CAPTOPRIL (C) comparisons
Captopril Placebo _
C vanil 500/ 7279 ( 6.9%) 566/ 7250 ( 7.8%) -—-—-—-.—|-—_ 1500 .
C+NvsN 484/ 7229 (6.7%) 553/ 7272 ( 7.6%) —ai—t
C+Mg vs Mg 544/ 7250 { 7.5%) 580/ 7244 ( 8.0%) __*__u_ 1000
C+N+Mg vaN+Mg 560/ 7270 { 7.7%) 532/ 7247 (7.3%) i -.,—
ALL PATIENTS 2088/29028 2231/29022 @ o o.02
(7.19%) (7.69%) 00
Test for heterogeneity: = 5.93; NS

., o . 0 7 14 21 28 35
Reduccion del 7% en la mortalidad a las 5 semanas. Days from randomisetion

ISIS-4 (Fourth International Study of Infarct Survival) Collaborative Group. Lancet 1995; 345: 669-85.




Randomised Deaths/patients (% dead) Qdds ratio & Cl

companson I Control CEl | Control i Te

CE poe | Gomro Prevencion de 5 muertes
11 small trials 150/ 2175 153/ 2119 e por 1000 en el primer

(6.9%) (7.2%) i I f
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| D2.3) odds.
ALL TRIALS 3671/50496  3903/50467
(7.27%) (7.73%) ‘ reduciion
4.6 (SD 1.7) fewer deaths per 1000 treated

0.5 0.75 1.0 1.25

Test for heterogeneity:
- between 11 small trials & 4 larger trials: 3% = 0.0; NS
- between CONSENSUS-I, GISSE-3, CCS-1, & I1S15-4: f; = 5.2; NS

ISIS-4 (Fourth International Study of Infarct Survival) Collaborative Group. Lancet 1995; 345: 669-85.




Indications for ACE Inhibitors in the Early Treatment of
Acute Myocardial Infarction

Systematic Overview of Individual Data From 100 000 Patients in
Randomized Trials CONSENSUS-II, GISSI-3, ISIS-

ACE Inhibitor Myocardial Infarction Collaborative Group* 4, CCS-1.

A0 .
B ACE-| 239 _ )
] Control O Contral: 3740/49269 (7,59 %)
| ACE-l : 3501/49214 (7.11 %)
000 - e L
” Benefit per 1000: 4.8 (SD 1.7) [T
IS - 07 R
s 3 .06
o 20004 s | .
% -104 =0
; 3
= . 04
oo 9° B
2 o3
=X —
o L[ — ACEL
0-1days 2-7days | 8-30 days  Total a1 - Lontro p=0.004
Lives saved
per 1000 1.9 2.2 0.9
950 03-36 0.0-4.4 10-248 1.5-80

ACE Inhibitor Myocardial Infarction Collaborative Group. Circulation. 1998;97:2202-2212.




Antagonistas del receptor de
mineralocorticoides/ aldosterona

 Recomendados en pacientes con disfuncion del VI (FEVI < 0 = 40%) y
falla cardiaca tras el evento.

e Espironolactona (RALES); eplerenona (EPHESUS).

 Sin falla cardiaca: ALBATROSS (espironolactona), REMINDER
(eplerenona). Necesidad de mas investigacion.

Ibafiez B., et al. Eur Heart J. 2018 Jan 7;39(2):119-177.

Pfeffer M., et al. N Engl ] Med 2003;349(20):1893—-1906.



Adherencia

 Baja adherencia al tratamiento es una importante barrera para
alcanzar metas.

Simpson S., et al. BMJ 2006;333(7557):15.




Association of Diet, Exercise, and Smoking Modification
With Risk of Early Cardiovascular Events After Acute

Coronary Syndromes

Adherence to Secondary Preventive Medications at
30-Day and 6-Month Follow-Up

At Discharge, At 30 Days, At 6 Months,
Medication n (%) n (%) n (%)
Antiplatelet 18 145 (96.5) 18 069 (96.1) 17 106 (94.7)
Statin 14 820 (78.8) 14 792 (78.0) 13 389 (90.5)
ACE/ARB 13705 (72.9) 13643 (72.5) 12 251 (89.8)
B-blocker 15506 (82.4) 9100 (48.4) 7110 (78.1)

Percentage adherence compared with previous visit.

Chow C., et al. Circulation 2010;121(6):750-758.



Complexity of treatment
Lack of immediate
benifit
Social stigma
Duration of therapy

Comorbidites
(depression)
Asymptomatic
condition
Long duration,
chronic diseasa
Frequent changes of
treatment Patiant-Provider
relationship
Overworked HCP
Lack of incentives
Lack of empathy
Communication

La naturaleza multifactorial de la no-adherencia a los medicamentos.

Castellano J., et al. Eur J Prev Cardiol. 2017 Jun;24(3_suppl):44-51.




A Polypill Strategy to Improve Adherence
Results From the FOCUS Project dD
D

José M. Castellano, MD, PeD,*f Ginés Sanz, MD, PuD,* José L. Pefalvo, PeD,* Sameer Bansilal, MD, M5,
Antonio Fernindez-Ortiz, MD, PuD,*t Luz Alvarez, BSc,® Luis Guzman, MD,: Juan Carfdos Linares, MD,:
Fernando Garcia, MD, PuD,|| Fabiana DI'Aniello, PuD,|| Joan Albert Arndiz, MD, PuD,§ Sara Varea, BSc,9
Felipe Martinez, MD,# Alberto Lorenzatti, MD,# Ifiali Imaz, MD, PuD,** Luis M. Sanchez-Gomez, MD, MSc,**
Maria Carla Roncaglioni, Bio. Sci Dr,{f Marta Baviera, PuarmD,{f Sidney C. Smith, Jr, MD,{f

Kathryn Taubert, PuD,i} Stuart Pocodk, PuD,*:: Carlos Brotons, MD, PuD,|| Michael E. Farkouh, MD, MSc,99
Valentin Fuster, MD, PuD*{

(A) Primary Outcome (ITT)
p=0.019

100
Estudio controlado; 695 pacientes post IM. 80

@

=)
Dosis combinada fija (estatina, ASA, IECA) vs. separada, E °
impacto sobre adherencia. S 40
Dosis combinada fija mejor adherencia a 9 meses de ll
seguimiento (50.8% vs. 41%, p=0.019). 0

Control ' Polypill

Castellano J., et al. ] Am Coll Cardiol 2014;64:2071-82




Traslado a un centro
sin ICP

6-12 semanas —---
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Conclusiones

e El tratamiento del SCA no termina con el egreso hospitalario del
paciente.

* Se debe establecer un plan de tratamiento en conjunto con el
paciente y un equipo multidisciplinario, que incluya cambios en el
estilo de vida, asi como terapia médica dptima (DAP, BB, IECAS/ARA I,
AM), con adecuado apego a la misma.




Graclas



Tobacco use is the second
leading cause of
cardiovascular
diseases, after

high blood
pressure.
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