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INTRODUCCION

P=0.00009
Placebo + AAS N=12,562
20% RRR

Clopidogrel + AAS
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The primary outcome occurred in of ptsin
the clopidogrel + ASA group and 11.4% in the
placebo + ASA group.

6
Months of Follow-Up

Yusuf S et al. N Engl J Med. 2001;345:494-502.
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INTRODUCCION

Viortalidad post SCA. Registrc

Table 2 Total cohort (n = 3721) distribution of death from index and up to 5 years post-index hospitalization by index
ACS diagnosis

Totaln = 3T 5 Yeartotalno.  Indexdeath, Index cardiovascular  Post-discharge death, Post-discharge
deaths,n=736 n=119(3%) death,n=114(3%)  n =607 (16%) cardiovascular death,
n= 368 (10%)

STEM (1407) 29 [19%)
NonSTEMI(1170) 262 (22%) 126(19%) 197 (13%)
LIA (850) 149 [18%) 145 (17%) 84 (10%)
Other cardac (135) 30 22) 77 (0%) 19 (14%)
Non-cardiac (163) 27 (17%) 2 (15%) 15 (9%)

Fox KA et al. E Heart J 2010; 31: 2755-64.
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INTRODUCCION

* Insuficiente inhibicidn plaquetar:

SA. mas potentes?, ¢striple terapia?, ¢ ACO ademas?
* Abandono tratamiento.
*No correcta prevencion secundaria.

*1CC, arritmia severa etc...

* Cancer, neumonia, etc...
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LUGAR DE INHIBICION PLAQUETAR

Platelet

Vorapaxar (E. Fase 3)
Atopaxar (E. Fase 2)

Thrombin @

®
e
Clopidogrel
Prasugrel
Ticagrelor

Cangrelor * AICIIE .
Elinoarel * phospholipid
'nog ADP surfaces

TBX Az‘

/ GP lIb/llla

ASA
* Abandono desarrollo

Modificada de Chackalamannil S. J Med Chem 2006.
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VORAPAXAR

Primer inhibidor oral y selectivo del receptor plaguetar
de latrombina, PAR-1.

Principalmente hepatico via CYP 3A4. No depende de AclCr.
No requiere activacion metabodlica.

Comienzo de accion rapido (inhibicion plaquetar en 60 m).
Vida media larga: ~126-269 hrs. 1 dosis/dia.

No interfiere con la generacion de fibrina.

No alarga el tiempo de sangria ni el TP/TTPA

No incremento de sangrados y tendencia a menos eventos
tromboticos.

: TRA-CER (SCASEST) y TRA 2° P- TIMI 50.

Oestreich J. Curr Opin Investig Drugs 2009; 10: 988-96.
Husted S. Eur Heart J 2007; 9: D20-D27.
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_ Receptor plaquetar PAR-1
Thrombin

¢ C

Modificada de Vu TH et al. Cell 1991; 64: 1057-66.
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Programa TRA. Estudios Fase 3 vorapaxar

TRA Program
(38,500 pts)

NSTEACS 2° Prevention
12,944 / \ ~26 500 pts

@TRA'CER \C'V""
(/ TIMI-50

T =
1 ! ) !

Median F/U 1.4 years Median F/U 2.5 years
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NSTE ACS

Key inclusion criteria
*Within 24 hrs of symptoms
*MNbiomarkers or ECG changes
+1 other high-risk feature

1:1

Randomized
Double-bing

Loading: 40 mg
Maintenance: 2.5 mg daily

Follow-up: 1, 4, 8, 12 months, then every 6 months
Standard of care based on practice guidelines

Efficacy Endpoints
Primary: CV death, MI, stroke, hospitalization for ischemia, urgent revascularization
Key Secondary: CV death, Ml, stroke

Bleeding Endpoints: GUSTO moderate or severe and clinically significant TIMI bleeding
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Primary Endpoint

CV Death, MI, Stroke, Hospitalization for Ischemia, Urgent Revascularization

Placebo

(0)
20% - 2-year KM rate = Placebo 19.9%

Vorapaxar

N=12.944
HR (95% Cl): 0.92 (0.85, 1.01)
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Months from Randomization

No. at risk
Placebo 6471 5844 5468 5121 3794 2291

P Tricoci et al. N Engl J Med 2011.
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Key Secondary Endpoint

CV Death, MI, Stroke

0
20%- 2-year KM rate = Placebo 16.4%

Placebo

Vorapaxar

N=12.944
HR (95% ClI): 0.89 (0.81, 0.98)
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8 12 18
Months from Randomization

No. at risk
Placebo 6471 5895 5575 5263 3922 2383

Vorapaxar 6473 5949 5684 5356 4023 2427

P Tricoci et al. N Engl J Med 2011.
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Selected Efficacy Outcomes

Placebo Vorapaxar
(N=6471) (N=6473)

2-yr 2-yr1
KM rate (%) KM rate (%)

Primary endpoint 19.9 18.5 0.92 (0.85-1.01) 0.072

HR (95% ClI) P-value

CV death 3.8 3.8 1.00 (0.83-1.22) 0.96

Stroke . . 0.93 (0.70-1.23)

Hospitalization for : 1.14 (0.83-1.58)
ischemia

Urgent 3.5 : 1.07 (0.88-1.31)
revascularization

Stent Thrombosis 1.5 : 1.12 (0.78-1.62)

All-cause mortality 6.1 : 1.05 (0.90-1.23)
P Tricoci et al. N Engl J'Med 2011.
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Bleeding outcomes: GUSTO Moderate/Severe

2-year KM rate = Placebo 5.2%

Vorapaxar
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Placebo

N=12.944
HR (95% CI): 1.35 (1.16, 1.58)

P-value <0.001
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.
24

No. at risk
6441 5536 5137 4674 3393 1972 650

P Tricoci et al. N Engl J Med 2011.

ICH

2-year KM rate| Placebo 0.24%

2%+

HR (95% CI): 3.39 (1.78, 6.45)
P-value <0.001

Vorapaxar

Placebo
(e

O%TNNNNNNNNNNNNNNNNNNNNNNN\
01 4 8 12 24

Months from Randomization

No. at risk
6441 5673 5281 4823 3511 2038 678




SOCIEDAD ESPANOLA DE

vi.ardiologia Inhibidores PAR-1

CONCLUSIONES

1.- No disminuye el objetivo primario de eficacia.
2.- Reduce el objetivo secundario de Muerte CV/ IM/ ICTUS.

3.-Aumenta significativamente el sangrado, incluyendo
hemorragia mayor e intracraneal.

P Tricoci et al. N Engl J Med 2011.
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Diseino de TRA 2° P- TIMI 50
Prior MI, CVA, or PAD  Key Inclusion:

1) Type 1 MI: 2 wks - 12 mo
2) Ischemic CVA: 2wk -12 mo
Standard care 3) PAD: claudication + abnl

including oral antiplt rx ABI or prior revasc

RANDOMIZE 1:1 DOUBLE BLIND

Stratified by:
Vorapaxar 1) Qualifying athero Placebo

2.5 mg/d 2) Use of thienopyridine

Follow up Visits
Day 30, Mo 4, Mo 8, Mo 12 Minimum of

Q6 months 1 year of follow-up

. Morrow et al. ACC 2012, Chicago.
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Objetivos de eficaciay seguridad

Efficacy: hierarchical testing
. Cardiovascular (CV) death, MI, or stroke

. CV death, M|, stroke, or urgent coronary
revascularization

. CV death or Ml

Bleeding endpoints of primary interest:
 GUSTO moderate or severe bleeding

« TIMI Clinically Significant Bleeding:
TIMI major, TIMI minor, or bleeding requiring medical
attention (medical/surgical rx, lab eval)

D. Morrow et al. ACC 2012, Chicago.
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TRA-2P TIMI-50

January, 2011, the DSMB announced that
based on its ongoing review of safety:

— 1 ICH with vorapaxar in pts w/ a prior stroke
=» D/C all pts with a prior stroke

— Trial should continue in pts without a hx of
stroke

Analyses

 1Stline analysis in all patients, including stroke
- 2Md Jine analysis (new): pts w/out prior stroke

« Special interest in patients who qualified w/ Ml

D. Morrow et al. ACC 2012, Chicago
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Objetivo primario de eficacia

CV Death, MI, or Stroke
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0

N = 26449 Placebo

Median f/u Vorapaxar
2.5 years

Hazard Ratio 0.87;
95% CI1 0.80 to 0.94
p <0.001

60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960 1020 1080
Days since randomization

D. Morrow et al. ACC 2012, Chicago.
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Objetivos secundarios de eficacia

CV death, MI, Stroke, or Urgent
Coronary Revascularization CV death or Mi

Placebo
12.4%

Placebo
8.2%

3

9% -
8% -
7% -
6% -

2

#
#

Vorapaxar

Vorapaxar
1.2% i

7.3%

FS
S

%
*
Event Rate (%)

Event Rate (%)

Hazard Ratio 0.88,; : Hazard Ratio 0.86;
95% C1 0.82 to 0.95 | 95% Cl1 0.78 to 0.94
p=0.001 p=0.002
0 180 30 50 70 900 1080 80 360 50 70 900 1080
Days since randomization Days since randomization
D. Morrow et al. ACC 2012, Chicago.
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Objetivos de eficacia: poblacion total

n=26.449 Placebo  Vorapaxar
BV U RCICEVAR (N =13224) (N = 13225) HR p-value

CV death, MIl, stroke

10.5

9.3

0.87

<0.001

CV death
Mi
Any Stroke

Ischemic stroke

3.0
6.1
2.8
2.6

2.7
5.2
2.8
2.2

0.89
0.83
0.97
0.85

0.15
0.001
0.73
0.059

Urgent coronary
revascularization

2.6

2.5

0.88

0.11

CVD, MI|, Stroke,

UCR, vascular hosp.

14.7

13.1

0.87

<0.001

All-cause mortality

5.3

D. Morrow et al. ACC 2012, Chicago.

5.0

0.95

0.41
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Objetivos de eficacia: no Ictus previo

Placebo Vorapaxar
B4 U NCCIVAN (N =10344) (N =10335) HR p-value

CV death, M|, stroke 9.6 8.3 0.84 <0.001
CV death 2.8 2.5 0.87 0.13

Mi 6.4 5.5 0.84 0.004
Any Stroke 1.7 1.5 0.82 0.11

Ischemic stroke 1.9 1.1 0.72 0.013

CVD, M|, Stroke, urg 11.8 10.6 0.86 <0.001
coronary revasc.

CV death or Mi 8.4 7.4 0.85 0.002

CVD, M|, Stroke, 14.0 0.86 <0.001
UCR, vascular hosp.

D. Morrow et al. ACC 2012, Chicago.
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Objetivo primario: principales subgrupos

CV Death, M|, or Interaction
Subgroup total no. Stroke Hazard Ratio (95% CI) p-value

Overall 26449 0.87 (0.80, 0.94)
Age 0.54

<75 23429 0.86 (0.78, 0.94)

>=75 3020 0.91 (0.75, 1.10)
Body weight
=60kg 24546 0.85 (0.78, 0.92)
<60ka 1852 1.22 (0.88. 1.69)
Qualifying Athero
Mi 17779 0.80 (0.72, 0.89)
PAD 3787 0.94 (0.78, 1.14)
Stroke 4883 1.03 (0.85, 1.25)
History of Stroke
No 20699 0.84 (0.76, 0.93)
Yes 5746 0.95 (0.80, 1.11)
Thienopyridine at Rando
Yes 16442 0.88 (0.79, 0.98)
No 10007 0.85 (0.74, 0.98)

1 |}

0.5 2 5
Vorapaxar mejor Vorapaxar peor

D. Morrow et al. ACC 2012, Chicago.
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Objetivo primario de seguridad
Placebo  Vorapaxar
BV RCTCY AN (N = 13166) (N =13186) [EEIIY

GUSTO Moderate or 2.0 4.2 1.66
Severe

TIMI Clinically 11.1 15.8 1.46
Significant

TIMI Non-CABG 1.8 2.8 1.46
Major

Intracranial 0.5 1.0 1.94

Fatal 0.2 0.3 1.46

D. Morrow et al. ACC 2012, Chicago.
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Objetivo primario de seguridad
3-yr KM rate (%)

®m Placebo Prior Stroke No Hx of Stroke

S \Oronnnns n = 5746 n = 20699

8
7
6
5
4
3
2
1
0

TIMI Non- ICH Fatal TIMI Non- ICH Fatal
CABG Major CABG Major

ARD 2.0% ARD 1.5% ARD 0.2% ARD 0.7%  ARD 0.2% ARD 0.1%
HR 1.87 HR 2.55 HR 1.48 HR 1.35 HR 1.55 HR 1.44
P<0.001 P<0.001 P=0.46 P=0.005 P=0.049 P=0.30

D. Morrow et al. ACC 2012, Chicago.

TIA
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Beneficio clinico neto
HR VORA PLAC RRR (%)

CV death, MI, stroke, UCR, -+ 134 140 4

All pts GUSTO mod/sev bleed P =0.20
(Including
stroke)  Death, Ml, stroke, —h 119 128 8

GUSTO severe bleed P =0.020

CV death, MI, stroke, UCR, e 128 134 6
No Hx GUSTO mod/sev bleed P =0.16

Stroke  peath, MI, stroke, —J 108 118 11
n= 20,699 GUSTO severe bleed P =0.010

No Hx  CV death, Mi, stroke, UCR, i 120 134 12
sStroke/Tia SYSTO mod/sev bleed P =0.004

Wgt 260kg Death, MI, stroke, — e 100 11.7 16
GUSTO severe bleed P <0.001
n = 18,966

0.7 0.8 0.9 1 1.25
Vorapaxar mejor Vorapaxar peor
D. Morrow et al. ACC 2012, Chicago.
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Por cada 1.000 p con vorapaxar

No History of Stroke/TIA; Wgt 260 kg (n = 18,966)
10
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“excluding ICH

CVD, Mmi Fatal *GUSTO
or Stroke Mi CV Death Stroke Bleed ICH Mod/Sev
P<0.001 P<0.001 P=0.033 P<0.001 P=NS P=0.15 P<0.001

D. Morrow et al. ACC 2012, Chicago.
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Conclusiones

1.- Disminuye la muerte/IM/ICTUS.
2.- Incrementa hemorragias mode-severa, incluyendo HIC.

3.- Efectivo en prevencion 22 en IM previo. Beneficio
dudoso en EAP. Riesgo inaceptable Ictus previo.

D. Morrow et al. ACC 2012, Chicago.



