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Reduccion muerte en |IAM CEST
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Lancet 2:349-360, 1988
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Weeks after Starting Treatment
Source: JACC ® 2010 American College of Cardiology Foundation

ASA 160mg/d
RRR 23%



Reduccion muerte e IAM en AI/SEST

Probabilidad
de muerte o IM
0.25
Placebo
0.20 1
0.15 1 RR luego de 1 afo 0.52
95% CI1 0.371 0.72 (p=0.0001)
0.10 1
AAS 75 mg
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Wallentin LC et al JACC 1991;18:1587i 1593



ANTITHROMBOTIC TRIALISTS
COLLABORATION: ASA vrs Placebo

A Metanalisis: Revision de 287 trabajos con 135,000 pacientes.

Benefit per 1000 patients (SE): 36 (5) 38 (5) 36 (6) 9(3) 22 (3)
Mean months of treatment: 27 1 29 0.7 22

P value: <0.0001 <0.0001 <0.0001 0.0009 <0.0001
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Collaborative meta-analysis of randomised trials of antiplatelet therapy for prevention of death, myocardial infarction, and stroke in
high risk patients. BMJ 2002 Jan 12;324(7329):71-86.



Estudio de dosis de AAS

Razon de

_Dosis AAS # Ensayos RM* (%) Momios

500-1500 mg 34
160-325 mg 19
/5-150 mg 12
<75 mg 3
Any aspirin 65

19 ]
26 B
32 -
13 -
23 o
0 0.5 1.0 1.5 2.0
AAS Mejor AAS peor

*RM reduccion.
Efecto del tx P < 0.0001.

Adapted with permission from the BMJ Publishing Group. Antithrombotic Trialists Collaboration. BMJ. 2002;324:71-86.



AAS

A ¢ Cuando?

i Todos los pacientes con SCA, ECV o Alto
riesgo CV

A ¢ COMO?

i VOT 200 a 300 mg (ataque) y 75 a 100
mg/d (mantenimiento)

A jAtencion!
i Alergia (Unica contraindicacion absoluta)
i Asma y Ulcera péptica



¢, Que es la doble antiagregacion plaquetaria
(DAGP)?

Antiagregante Uno de los nuevos
de eleccidn antiagregantes

Clopidogrel
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+ | =
ticagrelor 4
(0)
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AAS monoterapia indefinidamente



Investigated DAPT Duration
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History of dual antiplatelet therapy (DAPT) in patients

- H European Society
with coronary artery disease o Carolony
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Post-ACTP _
Estudio STAR
ASA vrs ASA+ACO vrs ASA+TICLOPIDINA
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Aspirin and ticlopidine
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10 12 14 16 18 20 22 24 26 28 30
Days after Stenting

.220- e NEW ENGLAND
Leon MB et al. N Engl J Med 1998;339:1665-1671. JOURNAL of MEDICINE




Ticlopidina: Efectos Adversos

A Neutropenia: 1%
I Durante las leras 12 semanas
de tratamiento (por supresion medular)

A Rash: 2%
A Diarrea: 3%
A PTT/HUS: raro 1 en 1600 ptes.

T Ocurre en las leras 12 semanas de tratamiento
T TTo: Plasmaferesis

A Otros raros: Disfuncion hepatica, BOOP



CLOPIDOGREL



SICA SEST /Al + ACTP/CRVC/TX MEDICO

Clopidogrel Estudio CURE
Punto final primario — IAM / ECV / Muerte CV

0.14
11.4%
o 0121 N=12562
i 9.3%
5 0107
S
by OIS 9 Clopidogrel
5 + ASA*
> 0.06 -
kS
£ 0.04 -
3 20% RRR
0.02 - P < 0.001
N = 12,562
0.00 . . . -
0 3 6 9 12

Months of Follow-Up

* In combination with standard therapy

The Clopidogrel in Unstable Angina to Prevent Recurrent Events Trial Investigators.

N Engl J Med 2001;345:494-502.



SICASEST /Al + ACTP

Clopidogrel Estudio PCI-CURE
Punto final primario — IAM / ECV / Muerte CV

0.15 1 12.6%
Placebo
o + ASA*
S
4
T 0.10 - 8.8%
©
N
£ Clopidogrel
) + ASA*
=
T 0.05
-
= 31% RRR
O P =0.002
N = 2658
0.0°
0 100 y40]0) 10]0) 400

Days of follow-up

* In combination with standard therapy
Mehta, SR. et al for the CURE Trial Investigators. Lancet. August 2001.



SICA /ANGINA ESTABLE +ACTP

CREDO: Beneficios a Largo Plazo (1 ano)
del Clopidogrel en Pacientes PCI

MI, Stroke, or Death — ITT Population

15
— Placebo*
— Clopidogrel*
11.5%

27% RRR
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Months From Randomization
* Plus ASA and other standard therapies

Steinhubl S, Berger P, Tift Mann Il J et al. JAMA. 2002;Vol 288,No 19:2411-2420.



DAG con Clopidogrel

A ¢ Cuando?
Todos los pacientes con
SICA CEST Tx Médico / ACTP / TBL
SICA SEST Tx Medico / ACTP
EAC Estable Tx ACTP

A ¢ COMO?
300 mg - 12 dosis (opcional: 600 mg en ICP)
(solamenteenO 75 afos)
/5 mg/dia mantenimiento



Clopidogrel
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Matetzky S, Shenkman B, Guetta V, et al. Clopidogrel resistance is associated with increased risk of recurrent
atherothrombotic events in patients with acute myocar- dial infarction. Circulation 2004;109:3171-5.



PRASUGREL



Prasugrel
Estudio TRITON-TIMI 38

15 138}
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Clopidogre
"__._...& HR 0.81
CV Death / Ml / Stroke JUPTTE L (0.73-0.90)
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gussuESE ll'lllll.lllllll'-llll.lllll------l_.S (103_168)
Clopidogrel P=0.03
0]
0 30 60 90 180 270 360 450 NNH=167

Days
Lancet 373:723, 2009



TRITON-TIMI 38: Beneficio clinico neto en
subgrupos con riesgo de sangrado

Post-hoc analisis Riesgo(%)
EVC previo/ AIT > E +37
) .
B P, =.006 -16
075 afos | -1
Edad :
<75 afios —.:l— Pint='18 -16
<60 k -
Peso i +3
SR - Pin=-36 -14
GENERAL ’> _13
| 1 1 1 | 1 1 1 |
05 < 1 2
Prasugrel mejor Clopidogrel mejor

HR



W ENGLAND JOURNAL of MEDICINE

ESTUDIO
TRILOGY

Prasugrel versus Clopidogrel for Acute
Coronary Syndromes without Revascularization

Primary End Point

Primary Efficacy 16.0 Conclusion:
End Poirt - Clopidogrs,— Pacientes con Al o SICA
- 13.9 2 Mo
P SEST para tx médico,

- Prasugrel

,_...r' - prasugrel NO redujo de
__ TIMI Major Bleede manera significativa el
punto final primario
comparado con
clopidogrel, con
similares riesgos de
sangrado.

=3
=

Primary End Point (%5)

N Engl J Med 367;14 october 4, 2012



Prasugrel

A ¢ Cuando?
SICA CEST con ACTP
SICA SEST que seran llevados a ACTP

A ; COmo?
Carga de 60 mg, dosis de mantenimiento de
10 mg/dia



TICAGRELOR



Ticagrelor: no requiere un metabolismo
hepatico para activacion

Ticagrelor:

NO requiere activacion metabolica para

ticagrelor \/‘
hydrolysis
’ . by esterase

prasugrel

convertirse en un farmaco activo

binding

platelet

clopidogrel |
CYP-dependent

- i oxidation
Componenaactlvo & CYP1A2
Metabolito intermedio CYP2B6

prodroga

Adaptado de Schomig A. N Engl J Med. 2009;361:11081 1111.

P2Y12

Cyp2C19 §

CYP-dependent
oxidation
CYP2C19
CYP3A4/5

CYP2B6




Inhibicion de agregacion plaquetaria:

INICIO

100 1 . ; .

BRILINTA (n=54)
*

ﬂ
=

Clopidogrel (n=50)

Inhibicidn de agregacion plaquetaria

Tiempo (Horas)

Dosis inicial
BRILINTA dosis inicial de 180-mg en pacientes con EAC estable
Clopidogrel dosis inicial de 600-mg en pacientes con EAC estable

Adaptado de Gurbel PA, et al. Circulation. 2009;120:25771 2585.

*
[
Placebo (n=12)
A
12 14 16 18 20 22 24

*P<0.0001 BRILINTA vs Clopidogrel



PLATO: Poblacidon del estudio

[ Paciente con SCA ]

IMEST ]

[ API/IMSEST ]

ICP primario

|

Tratamiento invasivo
inicial

7

Tratamiento no invasivo

|

inicial
\ J \
4 N\ ( N\ ( N
Sin rMJsic’)n ICP ICP
" ) \ ) \ J
4 N\ ( N\ ( N\
teXa Sin revascularizacion CABG
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PLATO: variable de eficacia primaria
(Compuesto de muerte CV, IM, o ACV)

13 1 0-30 Dias 0-12 Meses

I 12 - : 11.7 Clopidogrel

S

o 107 . 9.8 BRILINTA

(&) .

S 97 : Clopidogrel

o 87 : 5.4

g 7]

o 67

Z 5+ :

© :

S5 47 :4.8

£ 3 : BRILINTA

=] :

O 27

1 -
0 i L
0 2 4 6 8 10 12

No. al riesgo Meses después de la asignacion aleatoria
BRILINTA 9,333 8,628 8,460 8,219 6,743 5,161 4,147
Clopidogrel 9,291 8,521 8,362 8,124 6,650 5,096 4,047

Ambos grupos incluyen aspirina.
*NNT a un afio.

Wallentin L, et al. N Engl J Med. 2009;361:1045i 1057.



PLATO: Variable del analisis de
seguridad primaria

157
= BRILINTA
> — 11.6% P=NS
7 —— _ — 11.2%
5 = 107 Clopidogrel
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0 60 120 180 240 300 360
Dias desde la primera dosis
No. en riesgo
BRILINTA 9235 7,246 6.826 6,545 5,129 3,783 3,433

Clopidogrel 9,186 7,305 6.930 6.670 5,209 3,841 3,479

Ambos grupos incluyeron aspirina.

Wallentin L, et al. N Engl J Med. 2009;361:1045i 1057.



DAPT por 12 meses
Origen de |la evidencia

(PCI-) 9 m 4.5 % 6.4 %

PLATO 2009 Ticagrelor ' 98%  11.7%




CrossMark
click for updates

DURACION DAPT

OPENACCESS - Optimal duration of dual antiplatelet therapy after percutaneous

coronary intervention with drug eluting stents: meta-analysis of

randomised controlled trials

Eliano Pio Navarese,'-? Felicita Andreotti,> 3 Volker Schulze,”-? Michalina Kotodziejczak,! >
Antonino Buffon,>2 Marc Brouwer,>2 Francesco Costa,® Mariusz Kowalewski,%” Gianfranco Parati,?
Gregory Y H Lip,> 2 Malte Kelm,"2 Marco Valgimigli®

Navarese EP,. BMJ. 2015; 350:h1618
10 ECCAS, (n=32,287)



DAPT 3-6 meses vs. 12 meses
Seqguridad: Sangrado mayor

No of events/total
Study Shortterm 12 month 0Odds ratio (95% CI) Weight Odds ratio (95% Cl)

EXCELLENT?? 2/722 4/721 : 8.1 0.50(0.09t02.73)
ISAR-SAFE23 4/1998 5/2007 j 10.2  0.80 (0.22 to 3.00)
ITALIC?® 0/926 3/924 7.1 0.14(0.01t0 2.75)
OPTIMIZE?* 10/1605  14/1606 : 28.4 0.71(0.32t01.61)
PRODIGY7+2¢ 5/983 9/987 18.2  0.56 (0.19 to 1.66)
RESET? 2/1059 6/1058 12.2 0.33(0.07 t0 1.65)
SECURITY® 5/682 8/717 15.8  0.65 (0.21t0 2.01)
Total (95% CI) 28/7975  49/8020 100.0 0.58 (0.36t0 0.92)
Test for heterogeneity: xz=1.90, df=6, P=0.93, 1’=0%
Test for overall effect: z=2.21, P=0.02

0.01 0.1 10 100

Favours short term Favours
12 month DAPT

MENOR SANGRADO DAPT 3-6 MESES

Navarese EP,. BMJ. 2015; 350:h1618




DAPT 3-6 meses vs. 12 meses
Eficacia: Muerte / IAM

No of events/total

Study Shortterm 12 month 0dds ratio (95% CI) Weight 0dds ratio (95% Cl)
M-H, fixed (%) M-H, fixed

Cardiovascular mortality
EXCELLENT?? 2/722 3/721 4.2 0.66(0.11to0 3.99)
ITALIC?® 5/926 3/924 4.2 1.67 (0.40 t0 6.99)
OPTIMIZE?* 29/1605  32/1606 44.5 0.91(0.54t01.50)
PRODIGY7+2¢ 24/983 24/987 33.1 1.00(0.57t01.78)
RESET?’ 2/1059 4/1058 5.7 0.50(0.09t02.73)
SECURITY® 6/682 6/717 8.2  1.05(0.34 to 3.28)

Total (95% ClI) 68/5977  72/6013 0.95 (0.68t0 1.33)

Myocardial infarction Shortterm 12 month
EXCELLENT?? 13/722 7/721 R . 1.87 (0.74 to 4.72)
ISAR-SAFE?3 13/1998  14/2007 0.93 (0.44 to 1.99)
ITALIC?® 6/926 4924 ) 1.50 (0.42 to 5.33)
OPTIMIZE?* 49/1605  42/1606 1.17 (0.77 t0 1.78)
PRODIGY”-2¢ 28/983 30/987 0.94 (0.55 to 1.58)
RESET?/ 2/1059 4/1058 . 0.50 (0.09 to 2.73)
SECURITY® 21/682 19/717 1.17 (0.62 t0 2.19)

Total (95% CI) 132/7975 120/8020 1.11 (0.87 to 1.43)

Test for heterogeneity: x2=3.00, df=6, P=0.81, 1°=0%

Test for overall effect: z=0.84, P=0.40

SIN DIFERENCIA EN EFICACIA

Navarese EP,. BMJ. 2015; 350:h1618



DAPT 18-48 meses vs. 12 meses
Eficacia: IAM

No of events/total

Study Odds ratio (95% CI) Weight Odds ratio (95% CI)
M-H, fixed (%) M-H, fixed
Extended 12 month
ARCTIC-Interruption?”18 9/645 9/641 , 3.8  0.99(0.39t02.52)
DAPT!0:19 99/5020  198/4941 ' 84.5 0.48 (0.381t00.62)
DES LATE2%-21 19/2531  27/2514 : 11.6 0.70 (0.39t0 1.26)

otal (95% CI) 127/8196 234/8096 100.0 0.53 (0.42t0 0.66)
est for heterogeneity: x°=3.16, df=2, P=0.21, 1°=37%
est for overall effect: z=5.75, P<0.001

0.01 0.1 10 100

Favours Favours
extended DAPT 12 month DAPT

MENOR IAM DAPT 18-48 MESES

Navarese EP,. BMJ. 2015; 350:h1618



DAPT 18-48 meses vs. 12 meses
Sequridad: Sangrado Mayor

No of events/total

Study 0dds ratio (95% CI) Weight 0dds ratio (95% CI)
M-H, fixed (%) M-H, fixed
Extended 12 month
ARCTIC-Interruption?’-18 7/645 1/641 , 1.0 7.02(0.86t057.24)
DAPT!0:1? 119/5020  73/4941 . 74.4  1.62(1.21t02.17)
DES LATE2%:21 34/2531 24/2514 : 24.6 1.41(0.84t02.39)

otal (95% CI) 160/8196 98/8096 100.0 1.62 (1.26t02.09)
est for heterogeneity: x?=2.14, df=2, P=0.34, 1’=7%
est for overall effect: z=3.75, P<0.001

0.01 0.1 10 100

Favours Favours
extended DAPT 12 month DAPT

MAYOR SANGRADO DAPT 18-48 MESES

Navarese EP,. BMJ. 2015; 350:h1618



CONCLUSIONES

A Pacientes que requerieron Stent (IAM no exclusivo)

A Comparado con DAPT de 12 meses, un esquema corto
reduce el riesgo de sangrado, sin incrementar
complicaciones isquéemicas

A DAPT por méas de 12 meses reduce eventos isquémicos
y trombaticos, comparado con un régimen de 12 meses,
pero con un mayor riesgo de sangrado



ORIGINAL ARTICLE

in Patients at High Bleeding Risk

B Primary Efficacy End Point

100

15+ P<0.001 for noninferiority
P=0,005 for superiority Bare-metal stent

-]
O
1

Bare-metal stent

8

Drug-coated stent

Drug-coated stent

Patients with Event [3)
B
=]

350

(Y]
=]

[ = ]

LEADERS FREE ClinicalTrial N Engl J Med october 2015;373:2038-47.




/Ndgue justifict ndonse el implante de BMSen Pacientes con
Alto Resgo de Sangrado tratados con PA?

Ant lisis presespecificado del estudio ZBJS

(Zotarolimus-Huting Endeavor Sorint Sent in Uncertain DESCandidates)
A pacientes con alto riesgo de sangrado:
A >80a, indicacisn de AQD, anemia, dit tesis hemorrt gica, sangradio previo
BMSstrutsfinos (<100«) vs EZES(Endeavor Sorint)
DAPT por 1 mes en ambos grupos.
End point primario: MACEa 12 meses (muerte, IM 0 TVR)

Too o To

— BMS Group
E-ZES Group

H No HBR criterion & 1 HBR criterion & >1 HBR criterion

»
1

10 +

6.2%

/ HR 0.419; p=0.016
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BARC3or5 BARC2,30r5 TIMI major or minor

Definite or probable stent thrombosis (%)
1

b
0 90 180 270 360
Follow-up (days)

Is Bare-Metal Sent Implantation Sill Justifiable in High Bleeding Rsk Patients Undergoing Percutaneous Coronary Intervention? A Pre-Specified
Analysis FFom the ZBJSTrial

Ariotti § Valgimigli M et al. for the ZBJSInvestigators.

JAmM Goll Cardiol Intv 2016;9:426¢36.



Estudio Pegasus: Punto final primario

N =21,162

9 { Median follow-up 33 months Placebo (9.0%9)

=~ 8 - Ticagrelor 90 (7.8%)
> Ticagrelor 60 (7.8%)
O 7 -
'S
o
n 67
o
—.~ 5 i
= .
© Ticagrelor 90 mg
= HR 0.85 (95% C1 0.757 0.96)
8 3. P=0.008
L>) ) | Ticagrelor 60 mg
HR 0.84 (95% CI 0.74 1 0.95)
1. P=0.004
0 : : : : : : : : : : : .
0 3 6 9 12 15 18 21 24 27 30 33 36

N Engl J Med 2015; 372:1791-1800 Months from Randomization
I



Estudio Pegasus: Sangrado

5 -, Ticag 90 HR2.69(1.96-3.70)

B Ticagrelor 90 m
Ticag 60: HR 2.32(1.68-3.21) J J

mTicagrelor 60 mg

4 i
P<0.001 m Placebo
31 26
2.3
P<0.001
2 i

1319

3-Year KM Event Rate (%0)
| —

o
]

TIMI Major TIMIMinor  Fatal bleeding or ICH Fatal Bleeding
ICH

N Engl J Med 2015; 372:1791-1800



SMART-DATE TRIAL

Articles I
MF

6-month versus 12-month or longer dual antiplatelet @ R®
therapy after percutaneous coronary intervention in

patients with acute coronary syndrome (SMART-DATE):

a randomised, open-label, non-inferiority trial

Summary

Background Current gusdelines recommend dual antiphatelet therapy {DAPT) of aspirin plus a P2Y12 inhibitar for at Jeast
12 months atter implantation of drug-eluting sients (DES) in patients with acute coronary syndrome. However, available
data about the optimal duration of DAPT in patients with acute coronary syndrome undergoing percutaneous coronary
mervention are scant. We aimed to iwvestigate whether a oamonth durmtion of DAPT would be nondnterior 1o the
conventional 12-month or loager durstion of DAPT in this population

Methods We did a randomised, opendabel, non-inferiority trial at 31 centres in South Korea. Patients were eligible if they
had unstabde angina, non-ST-segment edevation myocardial infarction, or ST-segment edevation onvocardial infarction
and underwent percutaneoas coronary intervention. Enrolled patients were randomly assigned, via a web-hased systen
by computergenerated block randomisation, o either the 6-month DAFT group or 1o the 12-month or longer DAPT
group, with stratification by site, clinkcal presentation, and diabetes. Assessors were masked to treatment allocation, The
primary endpoint was a composite of all.cause death, myocardial infarction, or stroke at 18 months after the index
procedure in the intention-to-treat population, Secondary endpoints were the individual components of the primary
endpoint; definite or probable stemt thrombosis as defined by the Academic Research Consortium; and Bleeding
Academic Research Consortium (BARC) type 2-5 bleeding at 18 months atter the index procedure. The primary endpoint

was also amalysed per protocol, This trial is registered with Clinscal Trials gov, number NCT01701453




SMIART-DATE

Study flow

2,712 patients randomized

v v
Intention-to-treat (ITT) DAPT-6 group DAPT-12 group
analysis 6-month DAPT (N=1,357) 12-month DAPT (N= 1,355)

N=15 P2Y12 inhibitor <120 days
N=333 P2Y12 inhibitor >240

days
N=9 Aspirin <300 days

N=43 P2Y12 inhibitor <300
days
N=15 Aspirin <300 days

|

\ 4 \ 4

Per protocol (PP) 1,000 patients received 1,297 patients received
analysis 6-month DAPT as randomized 12-month DAPT as randomized
> N=41 lost to follow-up N=26 lost to follow-up <

18 months FU rate 97.5%

ACC LBCT 2018




Primary endpoint (MACCE)

107
—— DAPT-6 group
a- — DAPT-12 group
= g4 HR 1.13 (95% CI 0.79-1.62); p=0.51
H 4.7%
o
=4 4.2%
2 —4
0= T T T T T 1
0 90 180 270 380 450 540
No. at risk Time After Initial Procedure, days
Long-term 1355 1312 1299 1290 1283 1278 1043
1032

Short-term 1357 1318 1296 1271 1264 1255

* MACCE = A composite of all-cause mortality, myocardial infarction, and cerebrovascular events

SWIART-DATE
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Myocardial infarction (ITT)

10+

Myocardial infarction (%)

— DAPT-6 group
— DAPT-12 group

HR 2.41 (95% CI 1.15-5.05); p=0.02

1.8%

Mo. at risk
Long-term 1355
Short-term 1357

T T T T I 1
a0 180 270 360 450 540
Time After Initial Procedure, days

1315
1321

1303
1300

12895
1277

1289
1270

1284
1263

1048
1038

Myocardial infarction (%)

Mo. at risk

Long-term

Short-term

SMART-DATE

10+ — DAPT-6 group
— DAPT-12 group
8_
6 HR 1.28 HR 5.06 (95%
(95% CI Cl 1.46-17.5),
0.48-3.45), p=0.01
47 p=0.62
24
0 = —_—
0 90 180 270 360 450 540
Time After Initial Procedure, days
1356 1315 1303 1295 1289 1284 1049
1357 1321 1300 1277 1270 1283 1039
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CONCLUSION SMART-DATE

A Aunqgue se estableci6 la no inferioridad de DAPT 6 vs 12
meses, el riesgo incrementado de |IAM luego de los 6
meses, no permite concluir que DAPT corto es seguro
en SICA de pacientes que son llevados a ACTP con
stents medicados actuales.

A DAPT por 12 meses en SICA de pacientes sin riesgo
excesivo de sangrado debe permanecer como el
tratamiento estandar.



¢,Cual es lugar de Doble
antiagregacion plaguetaria en las
Guias Internacionales?



2017 ESC Focused Update on Dual Antiplatelet @
Therapy in Coronary Artery Disease developed ESC

European Society

in collaboration with EACTS ShEdology

The Task Force for the Management of Dual Antiplatelet Therapy in Coronary
Artery Disease of the European Society of Cardiology (ESC) and of the European
Association for Cardio-Thoracic Surgery (EACTS)

ESC Chairperson: Marco Valgimigli (Switzerland).

Authors/Task Force Members: Héctor Bueno (Spain), Robert Byrne (Germany),
Jean-Philippe Collet (France), Francesco Costa (lItaly), Anders Jeppsson (Sweden),
Peter JUini (Canada), Adnan Kastrati (Germany), Philippe Kolh (Belgium),

Laura Mauri (USA), Gilles Montalescot (France), Franz-Josef Neumann (Germany),
Mate Petricevic (Croatia), Marco Roffi (Switzerland), Philippe Gabriel Steg (France),
Stephan Windecker (Switzerland), Jose Luis Zamorano (Spain).

Additional Contributor: Glenn Levine (USA).

www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Coronary Artary Disaasa, davalopad in collaboration with EACTS 2
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P2Y,, inhibitor selection and timing @ESC
rpi g
Recommendations Class | Level |

In patients with ACS, ticagrelor (180 mg loading dose, 90 mg
twice daily) on top of aspirin is recommended, regardless of
initial treatment strategy, including patients pre-treated with |
clopidogrel (which should be discontinued when ticagrelor is
commenced) unless there are contra-indications.

In patients with ACS undergoing PCl, prasugrel (60 mg loading
dose, 10 mg daily dose) on top of aspirin is recommended for
P2Y,, inhibitor-naive patients with NSTE-ACS or initially
conservatively managed STEMI if indication for PCl is I
established, or in STEMI patients undergoing immediate
coronary catheterization unless there is a high-risk of life-
threatening bleeding or other contra-indications.

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artery Disease, davalopad in collaboration with EACTS 9
{European Reart Journal 2017 - £10i:10.1093 /eurheartj/ahx419)

European Heart Journal (2018) 39, 213i 254



D
P2Y,, inhibitor selection and timing @ ESC

(continued)

European Society
of Cardiology

Recommendations Class | Level

Clopidogrel (600 mg loading dose, 75 mg daily dose) on top of
aspirin is recommended in_stable CAD patients undergoing
coronary stent implantation and in ACS patients who cannot |
receive ticagrelor or prasugrel, including those with prior
intracranial bleeding or indication for OAC.

Clopidogrel (300 mg loading dose in patients <75, 75 mg daily
dose) is recommended on top of aspirin in STEMI patients I
receiving thrombolysis.

b
www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artery Disease, davalopad in collaboration with EACTS 11
{European Heart Journal 2017 - d0i:10.1093/eurheartj/ahx419)

European Heart Journal (2018) 39, 213i 254



¢, Por cuanto tiempo debe usarse?
Enfoque individualizado



Risk scores validated for dual antiplatelet
therapy duration decision-making

@ESC

European Society
of Cardiology
PRECISE-DAPT score DAPT score
Time of use At the tim e of coronary stenting After 12 months of uneventful DAPT
DAPT duration Short DAPT (3—-6 months) vs. Standard DAPT (12 months) vs.
strategies assessed Standard/long DAPT (12-24 months) Long DAPT (30 months)
Score calculation HB 22 11511 105 <10 Age
o T 1 >75 -2 pt
WBC <58 10121416 18 220 65 to <75 -1 pt
| FaR) I | I I il
<65 0 pt
Age S0 1’13 : 7IC' : 3:‘3‘ 230 Cigarette smoking +1 pt
Diabetes mellitus +1 pt
2 0 6 4 2 0 :
ad >1|00| 81 T uC T Ml at presentation +1 pt
. N 7 Prior PQ or prior Ml +1 pt
Prior 0 | | paclitaxel-eluting stent +1 pt
Bleeding
' T — Stentdiameter <3 mm +1 pt
core 0246 81012141618 202224 262830
points Q.I"ZI'I'.Ol'l'l'I'I'.;’)'l':."l'll'la'l 1 CHForLVEF<30% +2pt
Vein graft stent +2 pt
Score range 0 to 100 points -2 to 10 points
Decision making Score 225 = Short DAPT Score 22 = Long DAPT
cut-off suggested Score <25 = Standard/long DAPT Score <2 = Standard DAPT
Calculator www.precisedaptscore.com www.daptstudy.org
&
www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artery Disease, davalopad in collaboration with EACTS i 7

{European Reart Journal 2017 - doi:10.1093 feurheartjfehx419)

European Heart Journal (2018) 39, 213i 254




Dual antiplatelet therapy duration in patients @ESC
with acute coronary syndrome treated with spbiases N
percutaneous coronary intervention )

Recommendations Class | Level

In patients with ACS treated with coronary stent implantation,
DAPT with a P2Y, inhibitor on top of aspirin is recommended
for 12 months unless there are contra-indications such as
excessive risk of bleeding (e.g. PRECISE-DAPT >25).

In patients with ACS and stent implantation who are at high-
risk of bleeding (e.g. PRECISE-DAPT >25), discontinuation of lla
P2Y,, inhibitor therapy after 6 months should be considered.

In patients with ACS treated with bioresorbable vascular

scaffolds, DAPT for at least 12 months should be considered. L

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artary Disease, davalopad in collaboration with EACTS 5 19
{European Heart Journal 2017 - ¢10i:10.1093 faurheartj/ehx419)

European Heart Journal (2018) 39, 213i 254



Dual antiplatelet therapy duration in patients @ESC
with acute coronary syndrome treated with Eropea,,swew

a a £ of Cardiolo
percutaneous coronary intervention (continued) 7

Recommendations Class | Level |

In patients with ACS who have tolerated DAPT without a

bleeding complication, continuation of DAPT for longer than lb

12 months may be considered.

In patients with MI and high ischaemic risk who have

tolerated DAPT without a bleeding complication, ticagrelor m

60 mg b.i.d. for longer than 12 months on top of aspirin may

be preferred over clopidogrel or prasugrel.

. = 3

www.escardio.org/guidelines 2017 ESC Focusad Update on DAPT in Coronary Artary Diseasa, davalopad in collaboration with EACTS 20
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Algorithm for dual antiplatelet therapy (DAPT) in patients @ SC
treated with percutaneous coronary intervention £

European Society
of Cardiology

Percutaneous Coronary Intervention

¥ v
Treatment  Stable Coronary Artery Disease Acute Coronary Syndrome
indication i I | i
3:;’5“ DES/BMS or DCB BRS DES/BMS or DCB
High Bleeding Risk High Bleeding Risk
No Yes No Yes
Time | TS : |
AlC] AR [AlT] [A[C]or [AJE
1t 1 mo. DAPT OR ) OR )
" 7771 emo.DAPT ' [Classibc] 38 " 6 mo. DAPT
Class | A’ Class lla B
www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coronary Artery Disease, davalopad in collaboration with EACTS - 22

{Europaan Reart Journal 2017 - d0i:10.1093/eurheartjfahx419)

European Heart Journal (2018) 39, 213i 254




Algorithm for dual antiplatelet therapy (DAPT) in patients @ SC
treated with percutaneous coronary intervention E

European Society

of Cardiology
3 mo. DAPT | 12 mo. DAPT
Class lla B >12 mo
= - ass A
E e, R ... o DAPT o - ]
Class lla C
(N (o O e 000 SRR
Continue DAPT
>6 mo.
1A o i R QRS S N i
lass Ilb A
S0 MO. broleldsmal v s 0 ool pealh . adet e ofileon el rionl o ol
Continue DAPT
>12 mo. In pts
with prior Ml
v
Class IIb B
= Aspirin C | =Clopidogrel IEI = Prasugrel =Ticagrelor
&
www.escardio.org/guidelines 2017 ESC Focusad Update on DAPT in Coronary Artary Disaeasa, devalopad in collaboration with EACTS i 23
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Algorithm for dual

antiplatelet therapy
(DAPT) in patients with

Time from

acute coronary breatment

A initiation

syndrome undergoing S
medical management

3 mo.

6 mo.

6 mo.

12 mo.

30 mo.

www.escardio.org/guidelines

Patients with Acute Coronary Syndrome

Undergoing Medical Treatment Alone

High Bleeding Risk

v

v

@ESC

European Society
of Cardiology

No

OR
n

-}-+ 12 mo. DAPT ------

Yes

A€

21 mo. DAPT

Class lla €

= Ticagrelor

Treatments presented
within the same line are
sorted in alphabetic
order, no preferential
recommendation

unless clearly stated
otherwise.

Continue DAPT
>12 mo. In pts
with prior MI

v Class Ilb 8

2017 ESC Focused Update on DAPT in Coronary Artery Diseasa, davalopad in collaboration with EACTS

{European Heart Journal 2017 - ¢0i:10.1093 faurheartj/ehx419)

European Heart Journal (2018) 39, 213i 254
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Conclusiones



Conclusiones

A La aspirina es el antiagregante de eleccion de
forma indefinida.

A DAG con clopidogrel en EAC estable, SICA
TBL, ACO o contraindicacion para Tica o Prasu.

A Por los resultados clinicos superiores en
pacientes con SCA, las guias ESC y ACC/AHA
sugieren DAG potente como opcidon sobre
Clopidogrel.



Conclusiones

A Duracion de tratamiento por 1 afio en la mayoria

A Considerar riesgo isquémico y hemorragico para
valorar el tiempo de antiagregacion definitivo

A Los diferentes scores de riesgo pueden
considerarse aungue aun no han sido validados

a nivel poblacional



DAPT-STEMI TRIAL

Six versus Twelve Months Dual Antiplatelet Therapy
After Drug-Eluting Stent Implantation in
ST-Elevation Myocardial Infarction
Primary Results from the DAPT-STEMI Trial

E. Kedhi, MD PhD
Isala Hartcentrum, Zwolle, The Netherlands

On behalf of the DAPT-STEMI Investigators and Steering Committee
F. Zijlstra MD PhD, M. van den Ent MD PhD, P. Buszman MD PhD, C. von Birgelen MD PhD

& tct2017



DAPT 1T STEMI Trial Design

Prospective, International, Randomized, Non-inferiority Trial
STEMI Patients undergoing primary PCIl with a second-generation
Zotarolimus-eluting stent (Resolute Integrity)

Enrollment took place in 17 centers in The Netherlands, Poland, Switzerland and Norway

1% Continue DAPT SAPT for next 12 mo -
_ S to 12 months (Aspirin only) -g
O i % o
@ All patients on 8 =
=2 DAPT during o | 1:1 randomization =
=8l first 6 months = 3
an = =
S SAPT for next 18 months &

L (Aspirin only)

| | | Za —

PCI 6m 12m 24m

& tct2017



138 were not eligible

53 had events
9 Died
7 Myocardial infarction
2 Stroke
10 Stent thrombosis
19 TLR/TVR
6 Bleeding
39 Oral anticoagulation
31 Planned PCI or CABG
15 Other exclusion criteria

92 were eligible

69 Unwilling

23 No contact in time
window possible

1 withdrew consent

Included in 24 mo follow-up

& tct2017

Patients with STEMI
N = 1100 enrolled

Randomization at 6 mo
N = 870

Assigned to SAPT

N =433

3 unavailable

Assigned to DAPT

N =437

1 withdrew consent

4 unavailable

Included in 24 mo follow-up
N =432

Study enrollment

Treatment: 6
months of DAPT

Allocated treatment
for the next 6 months

Final analysis



Primary Endpoint:

Death, MI, Revascularization, Stroke and Major Bleeding

20

[EEY
(6]
|

(&)
|

Cumulative Incidence (%)
|_\
o
|

0 1

SAPT vs. DAPT: 4.8% vs. 6.6%
SAPT ° °

. 0 - =
DAPT HR: 0.73 (95% CI 0.41-1.27) P =0.26

P non-inferiority = 0.004

6.6%
4.8%

No. at risk
SAPT
DAPT

% tct2017

V4 | | | | | I

6 9 12 15 18 21
Time to Event (Months)

433 428 424 419 413 411
437 430 426 421 412 409

24
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Secondary Endpoints
18 Months Post Randomization

B SAPT mDAPT

P=0.33 P=0.97 P=0.72 P=0.99 P =0.49 P=0.72
0
()
IS
o
% 1.8 1.8
> 14 : ;
w 0.7 07 0.9 07 07 07 11

Death Mi ST Stroke Bleeding Revascularization

% tct2017



REDUCE TRIAL

R E Du DLAGRAM = DLAGNOSTIC RESEARCH AN MANAGENMENT Radboud Universiteit Nijimegen {%9: Radboud
c L U

REDUCE: A Randomized Trial of 3-Month vs 12-Month
DAPT After Implantation of a Bioabsorbable Polymer-
Based Metallic DES With a Luminal CD34+ Antibody
Coating in Patients With ACS

12-Month Clinical Outcomes

Harry Suryapranata, MD, PhD
on behalf of the REDUCE trial investigators

"\ tct 2017 ant ) [ ] Cardlovascular

ClinicalTrials.gov NCT02118870 Y res



REDUCEM Results: Flow Chart

1,500 ACS patients enrolled between June 2014 and May 2016
in 36 clinical sites in Europe and Asia

IC withdrawal soon after
randomization (n=4)

1,496 patients were randomly assigned

—

3 month DAPT (n=751) 12 month DAPT (n=745)
Clinical follow-up at 12 Clinical follow-up at 12
months in 97.1% (n=729) months in 98.5% (n=734)

& tct2017 B cerdiovesculor



REDu... Results: Primary Study Endpoint

100
%
=
=]
o
=]
=
i
=
< 90 —
E
o
g
-
a
2
=
=
=
-
®w 80
(5]
=
=
=
=
S
Time-Point KM Est (95% CI)
3 months DAPT 360 days 91.7 (89.8-93.8%)
12 months DAPT 360 days 91.5 (89.5-93.6%)
Logrank P-value: 0.8768
—y IDays

T T T T T T T T T T T T
o 30 60 290 120 150 180 210 240 270 300 330 360

3M DAPT 751 735 731 723 717 709 703 698 694 688 684 S77 539
12M DAPT 745 735 731 724 719 716 710 698 688 685 683 680 566

: 3 month DAPT 12 month DAPT Risk Upper bound of 1 : .
Analysis set n=729 n =734 difference sided 97.5% Cl OR (95% C1) 2 e IniEeny
Intentionto treat 8.2 8.4 -0.002 0.027 0.97 (0.67-1.41) <0.001

Confirmed by PP and AT analyses, and after adjustment for gender (adijusted OR (95% CI) = 0.95 (0.66i 1.38), p=0.81)



REDu... Results: Secondary Study Endpoints

7 - = 3 Months DAPT = 12 Months DAPT
%
6 -
5 A p=0.35
p=0.54
4 4 p =0.57 33 34

All cause Cardiac Myocardial Stent Stroke TVR Bleeding
mortality mortality infarction  thrombosis

*half of deaths caused by cancer

\) N\ Cardi |
" tCt2017 No difference in any individual secondary endpoint " Resssrch Foundstion



