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Study Design

N
" 4 -
= i o= =29 L i L o B x
i J, \_J I R i A > D>

AsA | N= 13,600
Double-blind

PRASUGREL
60 mg LD/ 10 mg MD

CLOPIDOGREL
300 mg LD/ 75 mg MD

Median duration of therapy - 12 months

1° endpoint: CV death, MI, Stroke
2° endpoints: CV death, MI, Stroke, Rehosp-Rec Isch
CV death, MI, UTVR

Stent Thrombosis
Key Substudies: Pharmacokinetic, Genomic




Primary Endpoint
CV Death,MlI,Stroke

—~ Clopidogrel
> PIEOY eam12.1
= P T (781)
@) PPLE Lo | 138 events
o 10_ g". 9.9
e 1dd
- (643)
L Prasugrel
=
c
g : P=0.0003
0 - * HRO0.77 ¢ HR 0.81
: P=0.0001 ; (0.73-0.90)
: : P=0.0004
NNT= 46
ITT= 13,608 LTFU =14 (0.1%)
O I I ; I I | I | I I I I | I |
0 30609 180 270 360 450

Days



19 Endpoint Events
Prevented
Post-hoc Analysis

1000 - Total Events 195
P<0.0001
800 - - Additional 701
Events  ~mrr-wmm
2 600 -
-
)
|_|>J 400 - 1st Event
200 -
0
Clopidogrel Prasugrel

ITT N= 13,608



CV Death, MI, Stroke
Major Subgroups

Reduction in risk (%)

i "
i » . . i N1 & L)

UA/NSTEMI 18

STEMI 21

Male 21

Female 12

<65 B 25

Age 65-74 - 14

>75 . m 6

No DM — 14

DM m . 30

BMS B 20

DES B 18

GPI — 21

No GPI — 16

CrCl < 60 0 14

CrCl > 60 —— 19
OVERALL @ 19 Pinter = NS

0|.5 < 1 > 2

Prasugrel Better HR Clopidogrel Better



Timing of Benefit

(Landmark Analysis)
.
8.
~ _ . 6.9
> Clopidogrel Clopidogrel .-
1= 5.6, Y
@) e
o
s .
G |5 4.7
> 41 '
E Prasugrel Prasugrel
T, HR 0.82 HR 0.80
(0.71-0.96) (0.70-0.93)
P=0.01 P=0.003
0 l l r 1 T1 T T T T T T T T T T T 1
0 1 2 3 306090 180 270 360 450

Loading Dose

Days

Maintenance Dose
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Stent Thrombosis
(ARC Definite + Probable)

3 -+
Any Stent at Index PCI
N= 12,844 2.4
Clopidogrel L. {142)
—_ -
O\O .......,IIIIIII"".........
: 2 | lllIb'...‘l'~
g abun "l!l".....‘
o pr Ll b
o & } 74 events
L] h 1.1
112 (68)
: Prasugrel HR 0.48
. P <0.0001
NNT= 77
0 [ | [ [ [ | | [ | [ [ | [ | |
0 30 60 9 (RS10) 270 360 450
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Bleeding Events

(N=13,457)

4 ] .

CIO |d0 rel ICH In Pts w

- P J Prior Stroke/TIA
Bl Prasugrel (N=518)
KD
c Clop 0 (0) %
G 2.4 PPN
L|>J Pras 6 (2.3)%
o (P=0.02)
S -
0.4 03 03
0.1 ' '
0 A — I . .
TIMI Major Life Nonfatal Fatal ICH
Bleeds Threatening
ARD 0.6% ARD 0.5% ARD 0.2% ARD 0.3% ARD 0%
HR 1.32 HR 1.52 P=0.23 P=0.002 P=0.74
P=0.03 P=0.01
NNH=167
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S Antiplatelet
AR aEss Therapyin ACS
——— 002020
*
: ASA +
Clopidogrel ASA +
Prasugrel )
Reduction
in
. >Ischemic
Events
J

Increase
in
+ 60% + 38% + 32% Major
Bleeds
Placebo APTC CURE TRITON-TIMI 38
Single Dual Higher
Antiplatelet Rx Antiplatelet Rx IPA
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Net Clinical Benefit
Bleeding Risk Subgroups

Risk (%)
" + 37

L
B a O, T T R AAY > £ >»
- ~ - - e
= A A1 i B » L @

: Yes
Prior

Stroke / TIA No P. =0.006 -16
int — ¥

>=75 L] -1

Age

'

Wat < 60 kg +3
>=60 kg i Pn=036  -14
OVERALL @ -13

, . I
0.5 < 1 )

Prasugrel Better Clopidogrel Better
. HR
Post-hoc analysis 13



PRINCIPLE TIMI-44: Study Design

Study Objective: compare the pharmacodynamic response of prasugrel to higher
than approved doses of clopidogrel

Loading Dose Phase Elanned Elective PCI
Baseline Laboratory Measures
Clopidogrel / \ Prasugrel
600 mg \ / 60 mg

0.5 hour Post Loading Dose Labs

Coronary Angiography, Post-Angiography Labs

—
* _ *
Maintenance Dose Phase 6 hours*, 18-24 hours Labs 6 hours* Labs, 15 day Events

Clopidogrel Prasugrel
150 mg x 14 day BN 15 day Clinical Events, g 10mgx1l4day
Prasugrel o o~ Clopidogrel
10 mg x 14 day g 29 day Clinical Events, ol 150 mg x 14 day
Labst

1° EPs: *Loading = 6h IPA (20 uM ADP) ; TMaintenance = 15d or 29d IPA (20 uM ADP)
Wiviott SD et al. Circulation 2007;116:2923-2932

LabsT, CROSSOVER




Primary Endpoint: Loading Dose Phase IPA

Highly significant differences emerged throughout the LD phase

100 -
*k* iy **k%*
O\Ci 80 - Prasugrel 60 mg l
al
< 60|
=
=
o | :
S 40 Clopidogrel 600 mg l
<
o
20 - ***n<0.0001 Prasugrel vs.
Clopidogrel
0)
052 4 6 8 12 16 A0 24
Primary efficacy endpoint was IPA at 6 hours. H ours

Least square mean (LSM) + standard deviation; . ' .
IPA=inhibition of platelet aggregation Wiviott SD et al. Circulation 2007;116:2923-2932



Maintenance Dose Phase IPA

Substantially and statistically significantly greater platelet inhibition with prasugrel

100  prasugrel 10 mg Prasugrel 10 mg
;\-O\ *k*%
D_.. 80 *%k*%k
)
| ]
s 60 ®----______ __ca--
e
= 40
< T
o

20 Clopidogrel 150 mg Clopidogrel 150 mg

***p<0.0001 Prasugrel vs. Clopidogrel
0

15 Days PAY)

Least square mean (LSM) + standard deviation; IPA=inhibition of platelet aggregation

e Well-tolerated and no TIMI major bleeds observed in either treatment arm during the
study period. Wiviott SD et al. Circulation 2007;116:2923-2932
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Bi: 72A7LVIOERHRKX

REDRAFR/ REDRBEESUICERM O RAES
HAES141 B PEEOARERDAE/IESTLABLMHEE
DREFICHL T, BtlBBkER SIS UMITHEMICKY
RHICERRM AR ERTEZHBLTIVD

LHL. RRZBIRDEE/IEST LA B FHEEDBEDEHEH,
RODAREBICHT—TINViESIU/EEMITHRBETHOEN
EVWSEERMRHHB?

S5, ERAESE(ERTR LV EBHRKKEZRI2E58E%
PRI, RRAICHTHRIEZT 0B EELENTHERHE N

! Anderson 2007; Bassand 2007
2 Goldberg 2004, Carruthers 2005; Roe 2005; Mandelzweig 2006; Tricoci 2006
3 Fox 2007
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TRILOGY

LI

TaRgeted platelet Inhibition to cLarify the
Optimal strateGy to medicallY managed
Acute Coronary Syndromes

« —EHR. MifTEER. REX B
» MEB/EBZEFELTOLEVAREROA/JEST EHBUGH

EEOEHAEIEICE TS, DMEIE. DREE, T3
BEZEPRDVRAVERICEALT, 77A7VIORSEETHNEE
70ER7LINVEDLEERRICE LV TEE(E

+ #910,300ADEHE. 80055, 35AE
. Fa-oK% (I5FR A-7 ESiET)
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CS-866DM B FE1K;

s o LCMEBBO—IREL THRRBIEBENDEILAX
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BIES I/ RRL M
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ROADMAP &tB8 |

o OB ERREBEDT IMLAZT 14—
< ERLEREZHOBEENRELLE—DHER

EE wmErVv7ZsvoRr ZEARK EA=153 S

Stage 3 Stage 4 Stage 5

Mild Moderate Severe In dialysis
ORIENT
ROBhAPR IRMA 2 IDNT

MARVAL RENAAL

fh41
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ROADMAP 5%

> ANABNEH2BERREEDWMET VT I RETFHTEDD
. ESM ELTENHMEREF(ERICOLDDIHDEIH EREET S5
ETHhD

o ARBAWMEZNTIVRETFH. £ TNEREMHBTE DN %
1REET DR DHEIETH S

B . mEAl. —EER. 7SEENE. SESERERR
AIVAG N2 8(40mg/ B )7 7KL

> HELLEHT1DDIDME IRV EIED. METFINT I RZRE
LTWEL2BIEREEE 4400612335

>  BERAT5Ia1-)

BRBA%R: 2004118
BEHEAANTT 2006568
IR T 20115

A& 201245
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Benicar

ER M Olmetec
CS-866DM ,
(BRRIEEE) il
CS-8635 Benicar HCT
(CS-8663 + FI FR ) AZOR
B CS-866CMB Sevikar (cs-8663) Olmetec Plus

(FIRAESH) (FLOY'EVEREH)
HZA CS-866CMB CS-866AZ
(FIRABESH) (AVv7'nyyEEH)
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RREAER B Il (THR BR3K)
mamEas (a4 PN2D SR

e > E Hg
e " o  DU-176b0fff i MIZERIED F PR E. THREXHEL=H R TIE
-5 FNFINULE, TRREMRELERB TR 7SR LA
| ;_"TF 7 THR: BXBA B I4lT (total hip replacement)
¥ 7 ' - ﬁ% E% TKR: BB B & #3407 (total knee replacement)

o THRHELLIFTKREFELTL\BEE
> FHL
o EEAL. _ETRLLEHER

= > BERKBEIIVY
o  THR:{iF{% 6~ 8kFfE. TKR;fli#% 6~ 24 b5

> 5
e THR;7~10HRM. TKR;11~14HH
> YWRIERIE

e  THR;750fll. TKR;4106l
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. . o THR15mg-9mg 1H1ERE. FINFN\)EUEND (BREK)
o TKR 5mg-60mg 1H1EIRE. 75tEKLVENS (HZE)

M2FEREOHRMRHA BV AEICENTE,
o I 0D 5 £ IS (KL

R¥%L&PK/PD7A771N
ERKlCE1T51 B1EigESH Al EE

HARAIEE2008 EDZHERICTERRFE
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> FIATT13, BRBOBELDAT 4 I—5—THBRANK
o UAURERRMICS—SUMETARSEMEE/ SO
RETHS

B > FIRTTIBHBE. PALEREICLIBERY.
EEiV7vF. DANEERS. SRMERHEIELE
SESFLERBBIVUERDARR - FHZEMNELT
HFEHIITHIATINS

> 2007 7B 11BIC7 LV LB —=HF. BAEICHITS
7-12770)5?]% IRSEICRALT. 21t A8 =ML/

RANK: Receptor activator for nuclear factor kappa B
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T /A7 DIER KR

¥ RANKL
.. RANK s
& OPG(ARFA7OFH5Y) ﬁvﬁgzcggé %
k- denosumab i
T A=g )
(RESAT)
R REF
FIVEY SR EHR
YALh1

i -

-ﬂi—}-:- :.'\-'\.

CFU-M = colony-forming unit-macrophage
Frovided Sspismiber 27, 2007 a6 part of an oral precantation 2nd b gualified
by swoh, sonding forsard-looking clatements, actual recutic may wary materially;
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B A SR —S
Bk B4
BHEE 60mg / 658 KBTS E=4g Zﬁzﬁﬁﬂ
hh 3 = =
B @) 120m /A BN E=1 E=18
60-180mg / 64 BT — _
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HALT: hormone-ablative therapy
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. >kl Death Receptor 5 (DR5) X927 A=RAFrv oI AE//0—
FIVRETHBDTRA-8 DEMETR

o DR5FIZFEAEIEEEHRTIIRIRL T EULNZEDSERE M REIRAIC
(ERTAZEHMFEND
- > HiRREICDRSZFIRL -EHARICI L TP RN— A2 FHET S
M > JEERREAREITIMIEEIROIER
o EMEHRAEE in vitro
o BEZIARinvivo e A +

CS- 1008 *
| > EFRERICEIS PN

REMTO771NVIEREF of —’* An;r;@a
> Eﬂ%f"fb7'f/ N CcDC: Co m.pl ment-dependent cytotox

o IND: 2005%E128 amibodies
o SETHHEIBRFAMG : 20074E3Q ‘

— i \mediated cytotoxicity
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ADCC: Antibody dependent cell-
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