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Platelet Aggregation after Clopidogrel Loading

Maximal aggregation 5 umol/L ADP (%)
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Survival free of cardiovascular death, infarction and
stent thrombosis depending on platelet reactivity
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Ticagrel@r333

Clopidogrglo1

Primary efficacy endpoint over time
(composite of CV death, Ml or stroke)

No. at risk
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0. HR 0.88 (95% CI 0.77-1.00), p=0.045
0 10 20 30
Days after randomisation
8,942 8,827 8,763
8,875 8,763 8,688

*Excludes patients with any primary event during the first 30 days
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PLATO (n=18,624 : 11.7 0.84 (0.74-0.92) <0.001
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Table 1, Ditferences in primary endpoints for ticagrelor in PLATO

Yariable Ticagrelor p value vs
clopidogrel

Site-repotted events 11951 4MLI8IVD;A=114 0.095

Adjudicated events 1195 89 ML} 89 VD5 A =159 <0.001
Site-reported not censoreg 243 T-50 A=14
following drug cessation C=4T=264=2
Consent withdrawn Overall = 2.9%; A= 47
Not willing to complete the trial Overall = 9.6%; A = 87

[ = More; | = less; S = stroke; VD = vascular death; C = clopidogrel; T = ticagrelor; A = difference between
treatment arms. * p value not provided in the FDA report




Clopidogrel Ticagrelor

Frequency

1]

I I I I
-0 =20 -10 0O 10 40 30 -s0-2d0-10 O 10 20 20

Days before and after the end of the sponsored study

Flg. 1. Counts of site-reported endpoints (excluding adjudicated
deaths) relative to the sponsor-projected censoring dates [6].
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Ticagrelor 11.58

—  11.20
Clopidogrel

=
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HR 1.04 (95% CI 0.95-1.13), p=0.434

o
1

0 60 120 180 240 300 360
Days from first IP dose

K-M estimated rate (% per year)
o1

No. at risk
Ticagrelo©,235 7,246 6,826 6,545 5,129 3,783 3,433
Clopidogr@J186 7,305 6,930 6,670 5,209 3,841 3,479
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Total major bleeding

137 NS :
M Ticagrelor
121 116 B Clopidogrel
11.2
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g 47
IS
yo) 3 1
=z
ER
g
=
¥ Q-
PLATO major TIMI major Red cell PLATO life- Fatal bleeding
bleeding bleeding transfusion™ threatening/

fatal bleeding

Major bleeding and major or minor bleeding according to TIMI criteria refer to non-adjudicated events analysed with the use
of a statistically programmed analysis in accordance with definition described in Wiviott SD et al. NEJM 2007;357:2001-15;
“Proportion of patients (%); NS = not significant
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LR N (K-M %) (n=1,339) (n=7,896) P {& (n=798) (n=8,388) P {4
BRE% R
FEFARS 151 (11.9) 701 (9.4) 0.014 117 (15.7) 882 (11.2) 0.001
D 112 (8.7) 393 (5.4) <0.0001  83(11.3) 515 (6.6) <0.0001
Ao 21 (1.7) 102 (1.4) 0.506 9 (1.3) 95 (1.2) 0.946
o ML T 39 (3.3) 306 (4.1) 0.061 37 (4.8) 391 (5.0) 0.885
S FEET: 47 (3.9) 342 (4.6) 0.117 48 (6.4) 443 (5.7) 0.472
PLATOSE X F) H L% &
el 164 (13.7) 797 (11.2) 0.033 96 (13.5) 883 (11.0) 0.091
I E H 256 (21.4) 1,083 (13.7)  <0.0001 136 (18.8) 1,079 (14.2) 0.002
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Kurihara A. et al. Drug Metab. Rev. 37(S2): 99 (2005)
Tang M. et al. JPET 319: 1467-1476 (2006)

Thienopyridines:

O .~ O CH3

Clopidogrel

\

85% Inactive hCE1l

Metabolites h
Esterases
CYPs
1A2
2B6
2C19
‘/’ /O CHS3

O OCH3

Hooc/i:;'l\'
*HS Cl

Active Metabolite

Farid N.A. et al. Drug Metab. Dispos. 35: 1096-1104 (2007)
Rehmel J.L.F. et al. Drug Metab. Dispos. 34: 600-607 (2006)

: : illiangs E.T.jet al. Drug Metab. Rev. 39(S1): 254 (2007)
Formation of Active Metabolite =

O

Pro-drug
‘ Prasugrel
hCE2
hCE1
Hydrolysis
(EEED) =(j© j
Oxidation CYPs: CYPst a8
3A
(Cytochrome 3A B
P450) 2C9
2C19 22
2C19
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TRITON TIMI 38 Main Trial Design

ACS (STEMI or UA/NSTEMI) and planned PCI

Clopidogrel Prasugrel
300 mg LD/ 75 mg MD 60 mg LD/ 10 mg MD

Duration of therapy: 6-15 months

1° endpoint: CV death, MI, stroke
2° endpoint:  Stent thrombosis

Safety endpoints: TIMI major bleeds, life-threatening bleeds

Reprinted with permission from: Wiviott SD, Antman EM, Gibson CM, et al. Evaluation of prasugrel compared with clopidogrel in patients with acute coronary syndromes: design and rationale for

the TRial to assess Improvement in Therapeutic Outcomes by optimizing platelet InhibitioN with prasugrel Thrombolysis In Myocardial Infarction 38 (TRITON-TIMI 38).
Arm Hoart 1 9008 Ort-1E92(A)-BO7 25



TRITON TIMI 38 Balance of efficacy and safety

A
15+
Primary Efficacy End Point Clopidogrel 121 38 Events
- Hazard ratio, 0.81;
= 9596 Cl, 0.73—-0.90;
. 99 p<0.001
o
= Prasugrel
P
=
‘S
o
=
=
w
5
Key Safety End Point Prasugrel s + 35 Events
1-8 Hazard ratio, 1.32;
Clopidogrel g 9596 ClI, 1.03—-1.68;
P=0.03
O 1 T T T T T T T T T T T T T T 1
o 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450
Days after Randomization
No. at Risk
Clopidogrel 6795 6169 6036 5835 5043 4369 3017
Prasugrel 6813 6305 6177 5951 5119 4445 3085
B C
8 8
£ 7 £ 71 —
£ 5.6 £ ;
-5 6 Clopidogrel - S 6 Clopidogrel
o o e
= 54 =2 549 -
(v 4.7 -
g 4 Prasugrel g i Prasugrel
= - = - P=0.003
= 3 P=0.01 &= 3
E 2 s 2 -
E E
a 1 a 14
o T T T 1 0 T T T T T T T T T T T T T T 1
J 1 2 3 2 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450
Days after Randomization Days after Randomization
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PAX T BRIk FTEEP2Y 1252 A5 15
BRIDGE study design (provisional)

ACS treated with clopidogrel, scheduled for CABG

Stop clopidogrel x days prior to CABG

Placebo infusion

| e |

Stop x hours prior to CABG surgery

Cangrelor infusion

Primary objective: To assess safety of cangrelor compared to
placebo prior to CABG surgery

. 0
-----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

1° end point: Bleeding
2° end points:  Inhibition of platelet function, ischaemic events
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P2Y 124531571

e Reversible P2Y ; inhibitor in phase 2/3
development

* |\ and oral formulations
o Half-life ~12 hours

* Competitive mechanism ofiaction — COmpetes
WithADP for binding te receptor, greater: IPA
ferlow Vs high concentrations off ADP
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No significant compromise to haemostasis with
SCH 530348

Surgical blood loss (ml/hr) Bleeding time

W
?

time (min)
N
@

H
@

Template bleeding

— [
Vehicle T-1 T-2 T-3 Vehicle T-1 T-2 T-3

Treament Treatment

T-1 = SCH 530348 1 mg/kg Cynomolgus monkey model.

T-2 = Aspirin (10 mg/kg) plus Clopidogrel (2 mg/kg) Chintala M et al. Arterioscl Thromb
T-3 = SCH 530348, Aspirin plus Clopidogrel Vasc Biol. 2008; 28: e138-e139



TRACER Study Design

Moderate- to High-Risk ACS patients
(UA/NSTEMI, PCI, (N=10,000)
Medically-Managed, or CABG)

Standard therapy
+ SCH 530548
40 mg LD then 2.5 mg od

Standard therapy

+ placebo

r

\_

Primary end point: CV death/MI/stroke/recurrent ischaemia
with rehospitalisation/urgent coronary revascularisation

Study started December 2007
Estimated study completion July 2011
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