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= Absorcion y metabolismo del clopidogrel
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Clopidogrel, prasugrel y ticagrelor

CLOPIDOGREL

* pro-farmaco, metabolismo complejo
* niveles metabolito activo variables

» efecto poco predecible

PRASUGREL

* pro-farmaco, metabolismo simple

* niveles metabolito activo predecibles
* edecto predecible

TICAGRELOR
« farmaco activo
« efecto predecible

Abraham NS et al. Circulation 2010:122:2619-33



CLOPIDOGREL
* irreversible
« administracion ¢c/24 h

PRASUGREL
* irreversible
« administracion c/24 h

TICAGRELOR
* reversible
« administracion ¢/12 h

Husted S and van Giezen JJ. Cardiovasc Ther 2009



PRASUGREL 60 mg vs CLOPIDOGREL 300 mg
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oo PRASUGREL 60 mg vs CLOPIDOGREL 600 mg
AGRVH Inhibicion agregacion plaquetar (20 uM ADP)

PRINCIPLE-TIMI 44 Study
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Wiviott SD et al. Circulation 2007:116:2923-32
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e s PRASUGREL 60/10 mg vs CLOPIDOGREL 600/75 mg
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DISPERSE Study
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*No second dose of study medication was given on day 28.

Husted S et al. Eur Heart J 2006;27:1038-47 Storey RF et al. J Am Coll Cardiol 2010;56:1456-62

PLATELET REACTION UNITS (PRU)
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g TICAGRELOR vs CLOPIDOGREL
AGRVH Duracion efecto tras suspender el tratamiento
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Gurbel PA et al. Circulation 2009:120:2577-85



C Varewen PRASUGREL vs CLOPIDOGREL en SCA
ARV tratado con ICP: TRITON-TIMI 38 Study

[ ACS (STEMI or UA/NSTEMI) & Planned PCI ]

ASA 1 N = 13,608

Double-blind

[ PRASUGREL 60/10 ] [ CLOPIDOGREL 300/75 ]

Duration of therapy: 6-15 months

1° endpoints: CV death, MI, Stroke
2° endpoint: Stent thrombosis
Safety: TIMI major bleed, life-threatening bleed

Wiviott SD et al. Am Heart J 2006;152:627-35
Wiviott SD et al. N Engl J Med 2007;357:2001-15



o PRASUGREL 60/10 vs CLOPIDOGREL 300/75 en SCA
AGRVH tratado con ICP: TRITON-TIMI 38 Study
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Wiviott SD et al. New Engl J Med 2007;357:2001-15



- TRITON-TIMI 38 Study: Efficacy end points
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Wiviott SD et al. New Engl J Med 2007;357:2001-15



- TRITON-TIMI 38 Study: Bleeding end points
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TRITON-TIMI 38 Study: Timing of benefit

Clopidogrel
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Wiviott SD et al. New Engl J Med 2007;357:2001-15
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TRITON-TIMI 38 Study:
paih Subgroup analysis

Reduction in risk (%)
UA/NSTEMI 18

STEMI 21

Male 21
Female 12

<65 ' 25
Age { 65-74 14
>75 6

No DM 14
DM

30

BMS 20
DES 18

GPI ; 21
No GPI j 16

CrCl <60 i 14
CrCl 260 20

OVERALL 19

0.5 <

Prasugrel better Clopidogrel better
Hazard Ratio

Wiviott SD et al. New Engl J Med 2007;357:2001-15



TRITON-TIMI 38 Study
Subgroup analysis by bleeding risk

Post-hoc analysis
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Wiviott SD et al. New Engl J Med 2007;357:2001-15



TRITON-TIMI 38 Study
A©RVH STEMI cohort

TRITON TIMI-38 STEMI cohort TRITON TIMI-38 STEMI cohort
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Montalescot G et al. Lancet 2009;373:723-31



TRITON-TIMI 38 Study
Diabetic subgroup

(n=3146)
Clopidogrel
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Wiviott SD et al. Circulation 2008:118:1626-36



Prasugrel en pacientes no seleccionados con ACS

TRILOGY ACS: Study design

: N = 7,800 <75 yrs Medical management alone
Medical management alone N ~ 2,500 >75 yrs planned $24 hrs from

planned =24 hrs and no UA/NSTEMI presentation and/or chronic
prior clopidogrel PCI/CABG not planned clopidogrel treatment

Median duration of treatment ~ 18 months

clopidogrel £24 hrs

v
Clopidogrel Prasugrel

300 m 30m
loading dose loading dose l l

75mg 5/10 mg Clopidogrel Prasugrel
maintenance maintenance 75 mg 5/10 mg

*
dose dose maintenance | | maintenance
dose dose*

*5 mg maintenance dose of prasugrel Courtesy of MT Roe, MD
for age =75 yrs or weight <60 kg NIH. wanw clinicaltrials .gov.

Wiviott SD et al. Circulation 2008:118:1626-36
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Cumulative incidence (%)

N=18.624
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Ticagrelor vs. clopidogrel en pacientes

con SCA: PLATO Study

CV death, Ml or stroke

11.7

9.8

Ticagrelor

TICAGRELOR:
180 mg+90mg/12h

p=0.0003 CLOPIDOGREL:
HR 0.84 (95% CI 0.77-0.92) 300-600 mg+75mg/d

RRR = 16%, ARR = 1.87%, NNT = 54

60 120 180 240 300 360
Days after randomisation

Wallentin L et al. New Engl J Med 2009;361:1045-57



g PLATO Study: Efficacy end points
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Wallentin L et al. New Engl J Med 2009;361:1045-57



) v PLATO Study: Bleeding end points
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Primary efficacy endpoint over time ssveger]
(composite of CV death, Ml or stroke) PLATO

a4

o
o

Clopidogrel

Ticagrelor Ticagrelor

Cumulative incidence (%)
P
N

Cumulative incidence (%)
P

04 HR 0.88 (95% CI1 0.77-1.00), p=0.045 04 7 HR 0.80 (95% CI 0.70-0.91), p<0.001
A L ’ . L) L Ll \J L) R .
0 10 20 30 31 90 150 210 270 330
Days after randomisation Days after randomisation’
No. at risk
Ticagrelor 9,333 8,942 8,827 8,763 8673 8543 8397 7028 6480 4,822
Clopidogrel 9,201 8,875 8,763 8,688 8688 BA437 8286 6945 6,379 4751
*Excludes pationts with any primary event during the first 30 days U C R

Wallentin L et al. NEJM 2009,361:1045-57.



) Vacviarn PLATO Study: Subgroup analysis
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PLATO Study: Patients with prior stroke

Primary
endpoint

Major
bleeding

25
Prior stroke S Clopidogrel
20 -
o fe Ticagrelor
15
~7 .
-~ No prior stroke J
! — - Clopidogrel
10 ol i S
o - Ticagrelor
5
0 - -
60 120 180 240 300 360
Clopidogrel
Ticagrelor
Ticagrelor
Clopidogrel
60 120 180 240 300 360

James S et al. Circulation 2012;125:2914-21
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PLATO Study: Invasive vs noninvasive strategy

Cardiovascular death,

MI, or stroke (%)

Non-invasive Invasive

Ticagrelor —_—-—
Clopidogrel - —_-
20
16
- # 8.2%
- -
1.2 - 6.1%

o o e 5 (00

.—--.’.’.
o= ’-__,.—-— 3.9%

0 60 120 180 240 300 360

Days after randomisation

James S et al. BMJ 2011:342:d3527




] Voo PLATO Study: Diabetic subgroup
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15+ Diabetes
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James S et al. Eur Heart J 2010:31:3006-16



PLATO: Ventricular Pauses and Dyspnea

Ticagrelor Clopidogrel

(n = 9235) (n=9186) P value
Ventricular pauses 2 3 sec 5.8% 3.6% 01
First week 84/ 1451 51/ 1415 :
Ventricular pauses 2 3 sec 2.1% 1.7% 52
At 30 days 21/985 17/1006 '
13.8% 7.8%

Dyspnea <.001

1270/9235 721/9186

Acute Corona . .
asmoaomss i Wallentin L, et al. ¥ Engl ] Med. 2009;361:1045-1057 héart., MolscapeCmE



§ s TRITON vs PLATO: Diferencias metodologicas
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TRITON PLATO
POBLACION SCA que se trata con ICP SCA (manejo invasivo 0 no)
TTO PREVIO No Permitido
Dosis 300 mg 300-600 mg
clopidogrel
CABG 2.7% 10.2%
Manejo meédico 0% 16.9%
Duracion estudio | 14.5 meses 9 meses
(mediana)
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Prasugrel vs clopidogrel: contraindicaciones y
precauciones

PRASUGREL

CLOPIDOGREL

CONTRAINDICACIONES

Alto riesgo sangrado

Alto riesgo sangrado

Ictus hemorragico previo

Ictus hemorragico previo

ACV/AIT previo Disfuncion hepética severa
PRECAUCIONES Ancianos Posible cirugia proxima
Bajo peso Bradiarritmia

Posible cirugia proxima

Hiperuricemia

Drogas CYP-450 3A




) Vacviarn Prasugrel vs clopidogrel: indicaciones

Rospaa

A©RVH

Ticagrelor (180-mg loading dose, 90 mg twice daily) is recommended for all patients at moderate-to-high risk of
ischaemic events (e.g. elevated troponins) , regardless of initial treatment strategy and including those pre-treated with
clopidogrel (which should be discontinued when ticagrelor is commenced).

Prasugrel (60-mg loading dose, 10-mg daily dose) is recommended for P2Y -inhibitor-naive patients (especially
diabetics) in whom coronary anatomy is known and who are proceeding to PCl unless there is a high risk of life-
threatening bleeding or other contraindications.’

Clopidogrel (300-mg loading dose, 75-mg daily dose) is recommended for patients who cannot receive ticagrelor or
prasugrel.

Hamm CW et al. Eur Heart J 2011:;32:2999-3054
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TRIGGER PCI Study
423 pts tras SFA por CI estable y con reactividad plaguetaria elevada con clopidogrel

4-0'_ Hazard Ratio 0.493

354 (95% Cl, 0.090-2.692)

~{ p=0.404
X - Clopidogrel
ﬂ_f 2.54 RS o o
2 20- |
- lr---.--....
§ 1.5+ : Prasugrel
@ 1.0- 1

0.54 e

00 1 | !l 1 1 1 I 1 1

0 30 60 90 120 150 180 210 240
Days from randomization

Trenk D et al. J Am Coll Cardiol 2012:59:2159-64



Muchas gracias




