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Tratamiento con Clopidogrel

Limitaciones

* Inicio lento de accion, necesitando de pre-

tratamiento para mejorar la eficiencia de la ICP
 Niveles modestos de inhibicion plaquetaria

 Variabilidad de respuesta (Resistencia = 30%)
e Interaccion con otras medicaciones (IBPs)

o Variabilidad genética (Polimorfismos — Citocromo P450)
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DECLARE DIABETES TRIAL

Diseno del Estudio

n =400 Diabetes Mellitus
Mayo/2005 a Marzo/2006 5 centros Corea
Angina de Pecho o Stress teste +

| |
Stent Sirolimus Stent Paclitaxel

n = 200 n = 200
| |

ereglaitgle Terapiadoble ereglaritgle Terapiadoble
n=1 n =100
o n =100 n =100
AAS/Clopidogrel _ AAS/Clopidogrel _
AAS/Clopidogrel AAS/Clopidogrel
+ Cilostazol + Cilostazol

Lee SW. J Am Coll Cardiol 2008;51:1181-7



DECLARE DIABETES TRIAL

Primary End Point — Perdida Tardia (mm)

0 = 0,025 —10,081.
= Triple

i | | ‘ = Doble

In-Stent In-segment

Lee SW. J Am Coll Cardiol 2008;51:1181-7



DECLARE DIABETES TRIAL
Efectos Adversos

Vanable Triple (n = 200) Standard (n = 200) p Value

Bleeding
Major bleeding

Minor bleeding

Gastromntestinal trouble
Thrombocytopenia
Neutropenia

Hepatic dysfunction

Drug discontinuation 29 (14.53%)

Lee SW. J Am Coll Cardiol 2008;51:1181-7




DECLARE — LONG TRIAL

Diseno del Estudio

n=499 Lesiones>25mm Stent Zotarolimus =30 mm
Diciembre/2007 a Diciembre/2008 10 centros Corea
Angina Estable o SCA

Terapia Triple Terapia Doble

n = 250 n = 249

Primary Endpoint

In Stent Late — Loss — 8 meses

Lee SW. J Am Coll Cardiol 2011;57:1264-70



DECLARE DIABETES TRIAL

Primary End Point — Late Loss (mm)

0 = 0,043

0,75  Triple

= 0),0/0)¢)
0,5 = Doble
0,25 I i ‘
0

In-Stent In-segment

Lee SW. J Am Coll Cardiol 2011:57:1264-70



DECLARE DIABETES TRIAL
Efectos Adversos

Triple (n = 250) Dal (n = 249) p Value

Bleeding complications 8 (7.2% 17 (6.8%0)
Major bleeding 3 (2.4%¢ 2 (0.8%)
Minor bleeding 1 (0.4%) 1 (0.4%3)
MhMimimal bleeding 11 (4.4%) 14 (5.6%)

Headache 11 (4.4%%) 2 (0.8%)

Palpitation 4 (1.6%) 1 (0.4%)

Fash 8 (3.2%) T (2.8%0) 0_80
Gastrointestinal trouble 6 (2.4%) 2 (0.8%) 0.16
Thrombocytopenia 1 (0.4%z) .00
Neutropenia 1 (0.4%) 0.99
Hepatic dysfunction 0 0.06

Drug discontinuation 47 (18.8%0) 28 (11.2%)

Lee SW. J Am Coll Cardiol 2011:57:1264-70




CILON-T TRIAL

Diseno del Estudio

n = 960 Stents Medicados
Setiembre/2006 a Juno/2009 5 centros Corea del Sur
Angina del Pecho o Stress Test +

Terapia Triple Terapia Doble

n=477 n = 483
I I

Primary Endpoint
MACE — Muerte Cardiaca, IM no fatal, RLB isquemia, AVCIl — 6 m

Secondary Endpoint
PRU (VerifyNow)—Alta Hospitalariae 6 m

Suh J.W. J Am Coll Cardiol 2011;57:290-1



12%

8%

4%

0%

CILON - T TRIAL
Endpoint Primario

Muerte Cardiaca, IAM no Fatal, RVB isquemiay AVC 6 m

“ Triple

® Doble

Suh J.W. J Am Coll Cardiol 2011;57:290-1




Reactividad Plaquetaria
Endpoint Secundario

Inhibicion de la Actividad Plaquetaria

350
p < 0,001 9 < 0,001

280
210
w Triple
140
® Doble

70

Discharge 6m

Suh J.W. J Am Coll Cardiol 2011;57:290-1



CILON - T TRIAL
Efectos Adversos

Variable

Bleeding complications

TIMI major 2 (0.4%)

TIMI minor 1 (0.2%)

Drug discontinuation 30 (6.6%) 3 (0.7%)

Heart rate, beats/min

Baseline 69.7 (11.9) 692 (12.7)
73.3 (12.0) 68.4 (13.7)

Suh J.W. J Am Coll Cardiol 2011;57:290-1




CILON T TRIAL
Polimorfismo CYP2C19

n=474 Portadores de Polimorfismo
Reactividad Plaguetaria - Teste VerifyNow

PRU 350
0 < 0,001

280

210

w Triple
140

u Doble

70

0

Polimorfismo S/ Polimorfismo

Park K. Heart 2011;97:641-647



Anti Coagulacion Oral
Warfarina - Indicaciones

e Fibrilacion Atrial
 Valvulas Mecanica Cardiacas
« Trombo Mural Ventriculo Izquierdo
e Trombosis Venosa Profunda

e Embolismo Pulmonar

5 a 10% ICP pacientes necesitan anti coagulacion crénica

King Ill. 3 Am Coll Cardiol 2008;51:172-209



Anti Coagulacion Oral en ICP
Meta—Analisis — Riesgo de Sangrado >

O estudios  Triplen =1.428 No Triple n = 3.753

Study OR (tixed)
[ or sub-category 95% Cl

01 Triple therapy versus Non-triple therapy

SMATTICHAK . : 86.22]
Y Konstantino . . 19.731
Z Khurram . . 284,571
D. DeEugenio . ‘ 19.04)
M. Nguyen . ; 2.69]

P. Karjalainen .74]
J. Ruiz-Nodar -38]

M Gilard

Subtotal (95% CI)

Total events: 112 (Triple therapy), 64 (Non-triple thergapy)

Test for heterogenety: Chi?= 14.75,df = 8 (P = 0.08)| I?= 458%
Test for overall effect: Z =391 (P < 0.0001)

.79
.83)

1
Z 3

R.Rossini - : 9.261]
9

Total (95% C1) E 100.00
Total events: 112 (Triple therapy), 64 (Non-triple therapy)

Test for heterogeneity: Chi?= 14.75, df = 8 (P = 0.06)| I?= 45.8%

Test for overall effect: Z = 391 (P < 0.0001)

01 02 05 1 2 5 10
Favours trestmert  Favours cortrol

Gao F. Interv J Cardiol 2011:148:96-101




Anti Coagulacion Oral en ICP
Meta—Analisis - Riesgo de AVC

Triple vs No Triple Terapia

Study OR (fixed) Weight OR (fixed)
or sub-category 95% <l % 95% Cl

S MATTICHAK
M. Nguyen

P. Karjalainen
J. Kuiz-Nodar
R Rossini

M Gilard

Total (95% CI)

Total events: 11 (Triple therapy), 34 (Non-triple theragy)
Test for heterogenefly: Chi?= 252, df = 5(P=077),[
Test for overall eftect: £ = 3.54 (P = 0.0004)

01 02 0s 1 2 5

Favours trestmernt  Favours control

Gao F. Interv J Cardiol 2011:148:96-101




Anti Coagulacion Oral en ICP
Meta — Analisis - Riesgo de IAM y Muerte

Triple vs No Triple Terapia

Study OR (foeed)
or sub-category 35% Cl

SMATTICHAK
Y Konstartino
M. Nguyen

P. Karjalsinen
J. Ruiz-Nodar
R Rossini

M Gilard

Total (95% CI)

Total events: 55 (Triple therapy), 157 (Non-triple therapy)

Test for heterogenety. Chi?= 903, df =6 (P=017), [?= 336%
Test for overall effect: 7 = 0839 (P =0.38)

01 02 05 1 2 5
Favours freatment  Favours control

.29

OR (fixed)
95% Cl

.18, 13.96)
.01, 2.65)
.28, 1.85)

1.73)
.29, 1.25)
14, 7.24)
.40, 3.18)

Study OR (random)
or sub-category 35% Cl

S MATTICHAK
¥ Konstartino
M. Neuyen

J. Ruiz.Nodar
R Rossini

M Gilard

Total (95% CI)
Total events: 75 (Triple therapy), 104 (Non-iriple therapy)
Test for heterogenedy. Chi?=11.89,di =5 (P =0.04)|17=57 2%
Test for overal effect Z=055(P=059)
01 02 05 1 2 5 10
Favours treafmert  Favours cortrol

Weight
%

100.00

OR (random)
5% Cl

81.58]
12.52]
1.58]
0.94]
23.93]
3.47]

Muerte

Gao F. Interv J Cardiol 2011:148:96-101




Guidelines ESC

Management of Atrial Fibrillation and ICP

 |ICP SCA o Electiva
Evitar lo uso del DES (lesiones largas, vasos pequeios, diabetes, etc)
« Utilizar la Via Radial
 INR-2,0a25
Terapia Triple
Anticoagulante oral + AAS <100mg/dia + Clopidogrel 75 mg/dia

Duracion <1 m

Eur Heart J 2010:31:2369-2429
Eur Heart J 2010:31:2501-2555




Guideline Update for ICP
ACC/AHA/SCAI 2007

Antiplatelet Agents/Anticoagulants: Warfarin

Manage warfarin to an INR of 2.5 to 1. Managing warfarin to an INR equal to 2.0 to 3.0 Modified recommendation
3.5 for postMI patients when for parcxysmal or chronic atrial fibrillation or flutter (changed text)
clinically indicated or for those not s recommended, and in post-M| patients when
able to take aspirin or clopidogrel. clinically indicated (e.g., atrial fibrillation, left
ventricular thrombus).

2. Use of warfarin in conjunction with aspirin and,/ or New Recommendation
clopidogrel is associated with an increased risk of
bleeding and should be monitored closely.

3. In patients requiring warfarin, clopidogrel, and New recommendation
aspirin therapy after PCI, an INR of 2.0 to 2.5 13
recommended with low dose aspirin (75 mg to

81 mg) and a 75mg dose of clopidogrel.

King 1l SB J Am Coll Cardiol 2008;51:172-209




ISAR — REACT | Trial
Seguimento Clinico 1 ano

n =2.159 ICP eletiva (s/ desnivelamento ST ou troponina +)

Sobrevida Libre de Eventos

Clopidogrel 600mg > 2 hs + AAS

100-

80-

60 -

40-

20-

N\ P =092

— Abciximab s 2%
— Placebo 752%

o 1 2 35 4 5 6 7 8 8§ 10 11 12 m

Kastrati N Engl J Med 2004,;350:232-8



ESTUDO ISAR - REACT

Complicaciones 30 dias

4%

0 = 0,007

Abciximab

¢ - 5
29, 0 = 0,00%

| |

Sangrado > Tombocitopenia < Transfusion
20.000

2 Placebo

Kastrati N Engl J Med 2004;350:232-8



Guidelines ESC/EACTS
GPlIb/llla en la ICP Electiva

Elective PCI

I N ¥ ¢

N

Clopidogrel - pretreatment with 300 mg loading dose 6 h before PCI
(or 600 mg >2 h before)

_ + GPIIb-llla antagonists (bailout situation on

Eur Heart J 2010:;31:2501-2555




ISAR — REACT Il Trial

Analise de Subgrupos

n =2159 Implante de Stent - SCASEST
Marcadores (+) o Alteracion ST — Clopidogrel 600mg = 2 hs + AAS 500mg
Abciximab Placebo
No./Total (%a) Relative risk No./Total (%)
Total :
90/1012 (8.9 =L 120/1010 (11.9
Troponina 35 : (1)
> OSigg 67/513 (13.1) 1| 98/536 (18.3)
<0,03 pg/l 23/499 (4.6) 22/474 (4.6)
Clopidogrel (Pré-tratamiento)
>3 hs 27/475 (5.7) ; | 35/461 (7.6)
2 _3hs 63/537 (11.7) et 85/549 (15.5)
Pl Et:i MES 26/252 (10.3) : 32/284 (11.3)
N 64/760 (8.4) —} — 88/726 (12.1)
TR 2

Kastrati A. JAMA 2006:295:1531-38



5%

4%

3%

2%

1%

0%

ISAR REACT Il TRIAL

Sangrado >

Complicacoes

Sangrado <

m Abcx

1 Placebo]

Transfusion Tromboc.

Kastrati A. JAMA 2006:295:1531-38



EARLY ACS TRIAL

Upstream vs Deferred Eptifibatide

n=9492 29 paises 440 centros SCASEST Alto Riesgo — Estrategia Invasiva
AAS + Heparina + Clopidogrel (75%)

15%

10%
® Rutina
5% 1 Selectiva
0%

Endpoint Primario Muerte, IM
Muerte, IM, Isquemia Rec. ¢/ Revasc.,

Complicacion Trombotica Giuliano RP N Engl J Med 2009;360:2165-75



EARLY ACS TRIAL

Upstream vs Deferred Eptifibatide

15%
p1< 0,001 pI= 0,001
10% )
"3 5,7% ® Rutina
P =10;02
0
- 1 Selectiva
0%

TIMI> Gusto Mod/Grave Transfusion

Giuliano RP N Engl J Med 2009;360:2165-75



SCASEST Medio y Alto Riesgo
Guidelines ACCF/AHA - Inhibidores GPlIb/llla

Patients with definitive UA/NSTEMI at Medium or High Risk —»
Invasive Strategy:

ASA (Level Evidence A) + 1 of the following
Before PCI
 Clopidogrel (Level Evidence B)
e [V GP lIb/lllalnhibitor (Level Evidence A) (Eptifibatide or Tirofiban)
At Time of PCI
 Clopidogrel (Level Evidence A)
 Prasugrel (Level Evidence B)
e IV GP llb/llla (Level Evidence A)

Wright RS. J Am Coll Cardiol 2011;57:1920-1959



Guidelines SCASEST Medio y Alto Riesgo
Inhibidores GPIlIb/llla— ACCFAHA

Class IlIb (Level of Evidence B)

Invasive Strategy — The use of upstream GP lIb/llla inhibitors
may be considered in High Risk UA/NSTEMI already receiving
ASA and Thienopyridine who are not otherwise at high risk for

bleeding

Wright RS. J Am Coll Cardiol 2011;57:1920-1959



Guidelines SCASEST Medio y Alto Riesgo
Inhibidores GPlIb/llla

Antiplatelet therapy

ASA

Clopidogrel (with 600 mg loading dose as soon as possible)
Clopidegrel (for 9-12 months after PCI)

Prasugrel?

Mg

+ GPllbklla antagonists
(in patients with evidence of high intracoronary thrombus burden)

Abciximab (with DAPT)
Tirofiban, Eptifibatide
Upstream GPllb-lla antagonists

Very high-risk of ischaemia® | UFH {+GPllb-lla antagonists) or

NSTE-ACS ESC/EACTS

Bivalirudin (monotherapy)

Eur Heart J 2010:31:2501-2555



Aun necessitamos del Abciximab en
pacientes con SCA con elevacion de
ST pre-tratados con clopidogrel en la

dosis de atague ?




BRAVE 3 TRIAL
Endpoint Primario

n =800 IAM <24 h—> ICP
Clopidogrel 600mg + AAS 500mg + Heparina 5000u

—
o

co

=)]

Abciximab

~n

Placebo

o
L
=
[
)
>
&
)
-l
N
o
=S

N

Cumulative Rate of Death, Recurrent M, .
IRA Revascularization or Stroke (%)

o

Abciximab 10 15 20
n=382 ] Days After Randomization
_

Enpoint Primario
Extension del Infarto (SPECT) Mehilli J. Circulation 2009;119:1933-40




BRAVE TRIAL
Eventos Clinicos 30 dias

Death

Recurrent M1

IR A revascularization

Death, recurrent M1, IR A revasculanzation
Stroke

TIMI major bleeding

TIMI minor bleeding

Blood transfuston

Profound thrombocytopenta

Mehilli J. Circulation 2009:119:1933-40




Diretrizes |IAM

Inhibidores GP lIb/llla

STEMI AHA/ACC
GPlIb/llla antagonists

Abciximab
Eptifibatide
Tirofiban

Upstream GPIlIb/llla antagonists

STEMI ESC/EACTS
GPIlIb/llla antagonists (in patients with evidence of high intracoronary thrombus burden)
Abciximab lla A
Eptifibatide lla

B
Tirofiban b B
B

Upstream GPIlIb/llla antagonists 1]

Kushner FG. Circulation 2009:54:2205-2241
Eur Heart J 2010;31:2501-2555
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