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1.5 BEXEEEOEER URREDERE

7525 LR

IJ4IT2 hEE 3.75mg. 5mg

B —

Ezi
il5]

L TengREL (355)

L CWRWERER (B)

2-MeS-ADP 2-methylthio-adenosine 5’-diphosphate DAFNTFATT ) ) R

ACS acute coronary syndrome AT e

ADP adenosine 5’-diphosphate TT ) VR

ALP alkaline phosphatase TNHY T AT 72—

AUC area under the plasma concentration-time I e R R — R R R
curve

AUC. iyt area under the plasma concentration-time AEFR IR £ T oo Mg R — R bR R i
curve up to infinity p5

AUC, area under the plasma concentration-time P 5B t RS2 = T o Mt A B — iR AR
curve up to time t T

AUC g area under the plasma concentration-time Be5-BAh 8 REME#4 F Cod M bR B — R[] il
curve up to time 8 h BT RS

AUC 241 area under the plasma concentration-time e 5.5R45 24 BE1E £ Co S E E — iR gh
curve up to 24 h BT RS

AUC area under the plasma concentration-time TE B AT RE 7R B #C I 5 T oo I fE v i Y — BRI
curve up to the last measurable time Hh 8 T mifs

A-V ¥ b arterio-venous shunt kS v o b

BA bioavailability AW RO BE

CABG coronary artery bypass grafting TEENR S A 22

Crnax maximum plasma concentration e v LA TP R

CYP cytochrome P450 F k7 @ — 2 P450

EM extensive metabolizer TIART VT c AXKRT AP —

IM intermediate metabolizer AVHE—RAT 4 T— |k« AART AP —

IPA inhibition of platelet aggregation I/ R EEEE PR =R

NOAEL no observed adverse effect level TR B

PCA passive cutaneous anaphylaxis ZHRIET T 4 T —

PCI percutaneous coronary intervention B EERA 2 —_ g v

PD pharmacodynamics B Syl

PK pharmacokinetics S EhHE

PLT platelet count iR

PM poor metabolizer TT e AARTA Y —

PRI platelet reactivity index —

TIA transient ischemic attack — R AN I FE A

TK toxicokinetics v axxrqg 7 A

— AT IR L
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1.5 ERXIREOFERB R VHARDER

TS5 R5 LIVIEEEIE IJ4 T2 heE 3.75mg. 5mg
1. &=

HARDRE MM EOBELITZR A D OHEKRE & HITHEMOBEMIZH D, TDIEHELE L
TR TEENRA * & —X> T/ =3 > (percutaneous coronary intervention: PCI) 73} LTV |
Z DFTAER 25 TR A TWS D PCI O R & & b0 R B O F R L
HDOD, KIKRE LT PCL R OB ZERM A T 2 380E $ 5 B3R =3 BIELZSGS
FFHICE -T2, BEORBEENKDLZLBZVEETH D,

PCLIZ X 0 PR ME ITIERT 2 b OO, WERRIRIRKIC X 2 ARG M/ MR EERSE 2 TTHE S
. FBEREIEE T D, O, mARERMEE S, B BhRIAE S AE T
DFEEAZIET 2 EOLMEA X FEAETZD, BAMITHEFICELZ bbb 5,
F72. PCl THESNEEIRA T > NICIARDIER S 1L, Wb b AT > b MARE % 4
L5,

AAEER G PRI L D EBRA BT D PUEERE - Hui/ MIEEICET 274 KT 14 >
(2009 4FCLETHR) | Tl PCIMifT# O FMEZE RS & L CRITHUM/ ML HESRE STk
D, TAEY U&2IFI U, F7rbE YU, 7 e Y K7 VUVRRERE 72 & OB/ MRS
ANDLINTWD R AT P2 EE LGS/ MRS LV T L T D729,
TAEY Ve F 7 u P UEBEOMA,. X7 AT Y v &7 a e NI LR OGRS
RSN T D 2,

F U m VR, AR RO PSR . BERERIERAE . R OVEEFE AR kR &
IERRBEWEH ZRBLT L2 L BNMONTWS Y, —JF, 78t R7 LREBREIIRCKZ &
DTIE RSN TEY . KBRS TH 5 CAPRIE #5 Y% N CURE Bk Yz L v &
MfEA X FOFFEY A7 BB IND Z ENFFESN TS, L, ZORKLIE RA
Ry hOFEREY 27 DRI, TAE Y AR L TR 10%, 77 B ARICKR LT 20%I29E
B, ZOREROUESE LT, 7 at R7UAREERICS L CRISERMEWESE (77 -
VARV =) DWEETHZENREINTEY, 77 « VAR X —TCTEMLINE R A X
FOFEY 27 NEND ENEEERE SN TWS ) 7o e R LB O 7T - L X
R X —OFERIFRIL, FFOEDHTEEE CYP2C19 DBIRT-ZAIC LD Z ENH LN
V. 2011 FRIZEGT SN/ 7 v B R 7 L Ve o KIERA SCF2iE, (1) CYP2C19 7T -
ABR T AP —TIXIEH D CYP2C19 AT 5 BHITHARTZ v v’ 7 L VARERIE OTE MR
H ORI 72  HUIMIER 23854 2. (2) CYP2C19 DT + A X R T A B —TIIIE
WD CYP2C19 2T HHRFICHAATY v & N7 LIVRRERIGE R 5% OO E A N IR
DE, (3) CYP2CI9 DT « A ZRT A P —IINERRE B ET D) FOFLHEINENE
=9, Enic, 7ot N7 U UREEE ISt MR INHIEF O S BUC R 2 B9 5 720,
W4t Tl PCIAEAT RIS GP IIb/Ila 2 A S H U A L7 L T2 v v R 7 LoVl 2 % 5
T2 2 ENZVR, AARTIT GP Ib/a A KRIEFEHRIIAKR THOHEMT 5 2 LT,
BT C i/ MREEEIHIER 2 BT 2 AN LETH 5,

Z O & D ICBEAFEOHUIL/IMEEIZ K D PCIIEA T4 OTRFIITRR T N EBERH Y | Hi-ie
AN ZHETIERIENEEZOND,



1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

2. &R (RROEH)

CS-747S | FFEBPERR S & 3 — =kt (IB=38aatt) PRl L 7=F= vy v
CUHEEE AT HHHOT T v Y Bk (adenosine 5'-diphosphate: ADP) A AIEHEETH
%, CS-747S 1%, = OTEMEAE /M IME D ADP 52 25K P2Y |, % FE AL AR AN FH
EY D Z LI X o T/ IMREEE 232,

CS-747S 1%, H¥¥), T OWEHHEICTH D CS-747 & U TRt I, FE /IR AR K&
OERRBRO— N FEM S vl-, Tk, BN pH S PEHE OB AITRIIERPME 425 2 & 23
o2 L7200 BN pH OREZZITIC WEREIE CTh 5 CS-747S IZZ8F L TR Ak L 7=,
7p¥. FEZRIFFRAERDY CS-747 2 MW CTHEMFH I Th > 72728, CS-747S & CS-747 Dl
kR 2 ol LT, — O ENRELAN O IR IR AR IS RN W AR LT, 2
B DORERI D, CS-TATS OFEH | FEMEIRE K OGEMEIC DUV TIE, CS-747 DO IEERIRAER A
Rz AWTZ3R S RT6E &I L7z,

CS-747S X 1 HDOARFIRFEZ A L, 2 ONFREENFET 2T B IR TH D, EHER
) R-138727 ~DORFHEFRICB W T2 B OARFIRFEZE L D720, R-138727 (12T 4 FED
SERBVERSFAET D, B MF 7 0 Y — A2 HWTZRET T, CS-747 O R FREMEMR (R
) KOS S EMEAR (SIR) 22 BIRWT 0 b IEMERE R-138727 O 4 FED LR EMEAR ) A
L. &0 5 HIRPEEME i SRV R-125690 (RS 1K) DOAEREIZ R (AL SIKTRE 7N
EZH BN o7 (272214 58), £72, 7 v MRS XZEBIT HBFTIE, CS-747 DR
K, SIEDOEH L AHSG L Th R-138727 D 4 FEDSTARBYEARN AR LTz (BAHERHE 5
422.4-3, 4224-6), T O OFEWEREIZET 2 WET O FEIE LR RET, & HIC TR
AREORR EB E 272 E T, CS-747S 137 & IR TR 2D -,

CS-747S [3#FEFTlE Eli Lilly #1: & 55— =3k tbAy . A AR Tk st & 56—
SRS IEFIBE Uiz, AAROERRRBRIIE — =0 RRIkES & LCH M L, WEsh
Ol R FRBRIL Eli Lilly #£2% IND B g L C36E L 7=,

AENXEN O B REE BB T3 LBEAFIE X 0 fAe k1 < b ol @i 7= 2h 3% HiFs
ENHHEAIE LT, PCIAN @A SN 2B ORE (ZEPME, NEEPE, FE ST L5
R HIEZE, ST LAALLAIIZES) B 2R e LB 2 ED,

3. HXOER
31 B

kBRI <7 L C I SBita Uiz, I~ 1 RIS E TAME A Rk
NFMEZ GG & U CL BRI 13 G- O SR B B K O ) il (I & B 5 5.4.3-1) .
BFEOERHRR (RMIEERE S 543-2) . UER AR EROZEME, JEWERE,. K UH¥E
TR RTEERE S 54.3-3), KOV v v K7 LIUEREEHE & ORER 1 85 bt
B (INHERRE S 5.4.3-4) %, CS-747 &2 W TH— =kt (IR =3epkatt) 28
Elti Lz, 20 EicA T o 7 TR A IR & L C, HIRIARTE G ICHERF R G LT & &
DN, MYERE, K OS5 atd 2Bk 4 Eli Lilly #E239206 L. PA#%. Eli Lilly £E28



1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

WL C ORI % F2hi L7, 2004 £~2007 FE121E, KEZE TS 30 » [E T, PCI jitfT
TEDOBWERIERRE (acute coronary syndrome: ACS) B3 13608 4 = Xf5 & L 7= CS-747S
60/10 mg (¥I[El1EFHT A E/MEFFE) &7 v RJ LIVERERKE 300/75 mg & OEEALL —EHE
bl akER & Eli Lilly #E235E 06 L7z (BMHERREE 5 5.3.5.1-4) . EEFHEEE Cd 2 M0 Mg
HA XY N OIFIHFIZOWT CS-747S D7 v ¥ R I L VERFREIZ R 2 88E (FRkEY =
7 W ER 1 19%) HSREE S AU, Eli Lilly #:28 2009 4 2 RN, 7 HICKECTERZ RIS L
7

HACI 200 & BRFRBR 2 BRAA L. CS-747 I & IV o e A Bt & k% & L7z
5 TR 0 #5802 55— et (1B =aath) 03580 Lz (IRAHEEEE =
53.3.1-3), MaZikBriL. CS-747 10 mg 5 24 WEH4 (2 H R A3 30 43 & 48 2 2 WiBRE 2% 4
£ 3 4380 LA, TR FEMFHEE CHE Lo IE R TH 5 THIMKE 2 30 231253 L2 JE
BINE 1 (54) T4 EROONESGAIE. F2MLBoOZEERIELT 5] 134 L
FzizoirBRAE Ik Lz, 2o, EEGE ]| I Qe A e comhs
ZESE Z ., WM OWE HEE B R EICEET S & L b, BBROPIEZ il T
FIRET 2 O TIE7R < HIMER OPERE 2 A AT, ACRH AR, AR, IR MR
. LOVEBMMRAEZHEENCFER L T, 2D ORERICE ST LZEMERFIZE S TRAT ¥
T~OBATOREEHWT 5 2 & CHBRE OReMITHRTE D b0 LB, 2 Ficki-
(25 T AR E R HBR A FE LT, 7eds, Bi7o725E [ AR R 5Bk OV LBARRIC HAR T
Fehti U 7= 78R Tl CS-747S BUHI & V- 728, CS-747 B 2 AW - R A Bk 2 x5 & L
725 AR H A 5 R BR I B 'R & Lz,

CS-747S B2 AT 5 BRI Gl (& ERE S 5.3.3.1-1) RO THRERGR
B (INAHERRE 5 5.3.3.1-2) Tl BAR AR B MEIZ CS-747S 2~30 mg Z Hi[EIRE 1 $5-
X 25~10mg % 1 H 1\, 7 HEKEROES L& oz, %, KOSEyEhhE
et LT, Fio. BARNERRA B, 7AE Y - 100mg 2 1 A 118, 5 ARXERD
5 L7211, CS-747S 20 1 30 mg Z H[EIfFHR O &G, IPEIAR#& 5% 5 B BMER
#5-9% ML T 20/5 mg X% 30/7.5 mg (Wllal &g E/fERF &) 2 RAEOFHR A& G Lz b
T ORAEN, T, ROEWEREZ MG Lz MTEERE S 53.3.4-1, 53.3.4-2), HPHE)
REN OSET A AT T F I OB % HARAND 75 5% Lh Eo% i dlnd & 45 mlh b 65 Al
DOIEFEFE I, WA G% 6 B MR G792 FIE T CS-747S 20/3.75 mg  (F)l=l &
BAEFFAR) A REOFRAKE NS LR IEERBR CRE L (RAFERE 5 5.3.3.3-1),

H AR NBERERE A BT CS-747S 20 mg & ZEIERE T BHBICHERE OG- L, TR UEY)
HREIC KT T RFORELRA L (IRTERRES 53.1.1-1), AAROEEARRER THWE
CS-747S DOHFNZL, BRAFEFEIZ IV TR 2 AN G B R CE R — L ~DRIED T2 5
1 4B/ ik PR SR PR A A1 7> & 26 11 AE 28 T AR AR A1 25 11 AR 726 TIL A A A Ak 2
O BT ABAID 2 [\, QG A2 U, 8 1A/ B AR SK B A A & 55 11 AR, 746 T AH R
KN O ED FHIRIREZ . B A NGEEERN BRI S TH, R RFEEREER T 3.75 mg §E
Je OV TR/ T FERREBR A 3.75 mg BEA4 IR D5 L7z 2 W] 7 v 24— " —3ER (A



1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

BB S 5.3.1.2-1) &5 1F /B SRR 2.5 mg $E. &5 ILFR 45 I FHERBRH 2.5 mg 82, &
OB AR 265 T AR S mg S HERE MBS L7z 3 17 o A4 — " —3kBk (USAHERREE
7 5.3.1.2-2) TR L7z, 7235, 56 11 4B,/ 25 TI1 AHERER FH A2 & B LA~ DAL 5 28 T 1
BFRAiAGE RERSOR) OEW K OEEATEROEWVIZIES 7 1 L AJERIEOE N E W D
W2 ZE D72 3h T LA RS oD [ A 2 PR AR BR TR L 72,

TEENAREE FRERE 25 & LT BERRBR 1T, PCLIEI T TED ACS BBE AR L Lz 1| ik Kk
OFEREENIRN 2 7 o MER &2 B3 2 B8R B BE 255 & Uz 3 W4 FEh L7,
20 | 3~ A (S L 7R PCT S RERHSE LB (R ATRRE S 5.3.4.2-1) TIE,
= 35,5 ] O Q] =] A ) ToBE AR E A FEREEEIRN A
T v MR a2 BT LB RE DB, YRR E% 28 B MR &G4 2 LT,

10/2.5 mg, 15/3.75 mg, XU 20/5 mg (WlalGff &R &) Z2ih L, i/ IMREEEIHITE
HZEEE L LT CS-747S O BRI EE R LTe, 72, 7 a v N7 LIUEiEE 300/75 mg
ZZIRIE L L C CS-747S % H B M/ MR EEEIMFIE A 2 st Lz,

= 35,5 ] - Q)| A EE) T ERS TR S ) R
AT 4y FONTRPERRLD L H Y ENE TR S EN TR & o
BREBMNE LEBNHARBREEGRT S E~OE2% 07, Z0Bs5EEEx, F
PR ERBR (RAHERE S 5.3.5.1-1) &atm Lz, 20 & 7~ &= 1. w5k
FEENRN A T o MER 2 23 2 eB kR B R 2, CS-747S Z PRI fT i 5% 12 8 HHERr &
5L, A R h IR A RIS & LT CS-747S ORFEHER A& 2B Lz, &5,
75 WA A OIRTE 50 kg & X D HEERAE ITIX, 20/3.75 mg TR 20/5mg & L., 75 mELL BT
{REE 50 kg LA T OBBRE 11X, 20125 mg Ko (8 20/3.75mg & L7z, £7-. 7 0t F7 L Lkilg
#5 300/75 mg & S RIE L LT CS-747S & A EO HIMEA < M RBEZ R LT,

% IAREEE, ERGE | Q] =] 5 2 cosaRE A
ACS BFE Z %15 & L7225 1 A8 ACS-PCI %155k, K OFHEREENRN A 7 o MR & 29
% BRI 25t g & U758 T ARAREEM PCT 3B 2 >0 —H BB 2 51 L
oo WTHNORBRE LG HIMIT 24~48 & L, JEBRIEE G 24 BH F TOTELMAE A ~
b LML, JEESEMEOEZE, FEBEEMEE MR A< D) & EERHIEE & Lz, 20
EA~2l] ] A B R ACS-PCL 4B (RTEEE S 53.5.12) L LT, 71
YR LOVERER 2 RTRSE & U7z B R CH MR L2 s LTz, CS-747S @
e 81E 20375 mg, 7 B ¥R 7 LVERERE OB G- R 30075 mg & L7, 20 P A ~ 20
EPA I, F IARAERRA PCLS SRR ORERES 535.13) L LT, 7rE R L
iR A2 S L L “HERAR T, AR O Z a2 BE L, CS-747S o5&
20/3.75mg, 7 vt K7 LIUERERHE OF% 5813 300/75 mg & L7, 5 I A% PCI 5558
BrCld. W ARG TICHER T &4 14~21 ARG L7212 PCL 2 Mif7+ 5 2 & bl
L L7,

PCI 2838 ] S 2 AR OB R FE LIS Tl BN TS — =30t i i M i
EEEREEZRRE LBRARRBRE Eiit CH o5, Fiz. W TH Bl Lilly #1235, /NE Ok



1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

RARMERE B 265 & LT BIRRRER 2 S L T 2,

3.2 HBERAEDHIES
321 REICEY 5

JREIZ BT D I B PR Ut T AN R D EH I — = RSt T L
7

JREE DTS TAROBRE Tk, BHEMELR OEEED S 5 7 7t 2 % BARICHG Lz, #Io
A RARIE 0 D PEHEN G T 1 A F T, EAMRAEHRRKIZFE LU Ch D, JFRIEDOHIE K O
Bro7ikix, SETROBR, RBAFEONY T —rar, vy M, KOLEEORR %
BSE 2, TEHERL O KR OB GIEDOREICHOWT] CERR134E5 A 1 B EIRERE
568 5) ICHSERELE, £7-. REICBWTIT B+ LikiE B AR 5 F /R EEIC
DOWTICERR 23 4512 A 15 AT SREIRZEE 1215001 5) & &8 Lz, JHEO L EMRERIT,

MZEMRRATA R 7 A DUGEICOWT) CERL 1546 H 3 BT EFEEFE 0603001 5)
e O\ EEE R O IR O N BRI A BT A 220 T CER 945 A 28 AT 3ES
422 7)) IZHEBLL THEM L7z, ZORR, BEIRAFAER (25°C/60%RH) Ti&, JHFEIL 36 »
AETLETH-T,

AN, 18EPICT T AT VAR % 412mg (7 A7 LA e LT3 75mg) GHTS
WARACAOKEIEDO T 4V bha—T ¢ 7§, KON EETICT T A7 LVEIEEZ 549 mg

(FTA7LNELTS5mg) GATLEBAYD OWERADHENEDO T 4 NV ba—T 1 7
BEAaRRE Lz,

AR CIE, Rk S =7 7' 12 —F (Quality by Design) Z# (YD AL, BEER TR/ VT
A — 2 ROV YR A R E U, i 2R G A9 2 5 B 1 o TR A R
FETHZ & E LT,

RUFRN OFRE K OFRER T EI L, FEW T — 2 e O DS 5 OB K OB T IE DR EIZ DV
T) CPEERI34ES A 1 B EIRFERE 568 =) I[THESEHRE Lz, WA 0L EMERBRIL,

MZEMRRATA R T4 DYGEIZOWT) CERR 1546 H 3 B E3EFEFE 0603001 5)
e OV TR R O AN DO S TEVERBR T A KT A 22Ty (A9 4S5 A 28 HAF 3
T 422 ) ICHELL . FEERTH D, M ORMRFRBER LY., 4%, HAOHRR
W2 B HERT 5 TETH D,

322 FEIEBHER

NN a1 TR E LT, Ty b A X, KO /LZ T ex vivo I/ MiEESESHI1EH
ZREtL, SREMAATT VT v N EROHIET VT >~ b & WOl IMRER 2255 < Hif
WAERZ RS Uiz, EOFMosE L LT, mMEMREBET LT v MCBT A0 b Bt
L7z, &5, CS-747S OIEMEHM R-138727 & % D 4 FEONARFRMEAR, REACIA K QMo
RO T in vitro M/ MREEEINHIER 285 Lo, AERBEFIZ oW TR, RS AIK,
WRME, WONCZ B EN L/ IMRN S 7 URER I T TR EORFIC L W #EE L



1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

72, Z O, PK/PD ORiat, KR OEERICH W THE S5 0 EE & o325 Y8 BAER
WZOWTHET LTz, PSR in vitro & OV in vivo &7 /W TR L 7=,

ex vivo Il/MREESEFER Tk, CS-747S 138 0% 512 L 0 A BARAFA ) SR F1IZ ADP
AR M/ REEE Z4H L7z, 7 v FEERE Q5% O CS-747S DAEMNEZ v B R 7 LV fiilk
BWORKI10 5B 2 b, 1EROREBIL CS-747S OFF NEWMEB 2SR Hivlz, A X KO
w%ﬁvﬁ¢4ﬁﬁﬁ@%m&5(i(37MSi+ﬁ%@mmw BEERHIER Z R L, EF
REEICIE L7-1%, MIER G AZE L TEA R L7, 7 v b Tt e Sk
%%@_;@%%LtmmWKﬁwf%mw&%%%%@%ﬁ%%émto

In vivo fLif A2 /EMAMRFEER TliX, CS-747S ITHERE & G2 LV AV ¥ v MMiEET L
7 v MBI D A A BRI InE L, F72BXARKIC X 28 ket T L7 > b

B 5 MAEAZEE CORM A FEKMENIER U, MERFERLENSE, 7 v MM
%%w?m\awmsﬁ@ﬁm&%&mﬁ@%%ﬁ%%@ﬁ%m@ﬁbto:ngmm@%
RRANEIER & O R R IERAER X, 7 o B R 7 VARERIEOR 10 (50 LB 2 b,

MARPEREBET VT v b Tl DT T BT DO A X203 CS-747S O Hila]
ENES ECA ;@ﬁ&btoit\mﬁ@ FERRNENUFEIEE T /T 31T D I ZE T A X E
BIEBIR | FHEEH DD (CARFEMEBIRPAZESE £ 7 VI 31T 2 PRI AR UL L
ToIRZE DO HETTHIHI S %m%ﬂcsm7mﬁm&5f WO BT,

In vitro Ifil/MREEEFRER TIE, R-138727 I3 ADP THEL SN D b b M/ IMREEE 2 I K FH)
ICHHIL, ZOBEIE7 a e R LIVEBEOTEERGM L FBRETHY . £/ Fax
— g RIS L CER 2S8R S 72, R-138727 Z Ak 2 4 FR D SR BME(A R-125687.,
R-125688, R-125689, K TFR-125690 (%, W41 H ADP CHE IS b il IMREE 2 IR
IRAFHNHNH L, e b IRODER 278 L7 DX R-125690 Th -7z, RE(LIK (CS-747) KDY
R-138727 AN DOAGEHIL., ADP THEE I D b Ml IMREREZ Il LZe o 7o,

VEFIREFFICBIT 2 BR T, T v b ex vivo iBRIZI W T/ MR IZ%9 5 [PH]-2-MeS-ADP
(P2Y KON P2Y o (269~ D45k U o R) OFFERAYFE G2 CS-747 OHERE N G(Z L 0
SHNCPRE S, EOEMER X P2Y, O R FRAFEFTSEILTE T C ADP A& i/ MR EEEE Bl &
ORI IEDOABEBIR AR S BT, Invitro B TIX, b b P2Y, KOt k P2Y , L IRFHL
R B W TIEPER BT & D P2Y 1o 2 AR ~D[’H]-2-MeS-ADP DA ML E 23588 D ALIZ AN,
P2Y | ZBRA~DFEGIIE SN2~ 72, DD ex vivo & OV in vitro iR TH ., P2Y, XY
P2Y , B A LTe v 7 F IURERIEMEAL & E AUl O RO A FRERIZ, CS-747 & 5 W ETE
PERGH D52 BIAREIRIE 2 Bt Lo R, P2Y n ZAMRICH L CEIRIISHE LTz, b
DFEFIN D CS-747S 13F DIEVECHY R-138727 ML/ IMED ADP ZZF K TH D P2Y 5 IZFE
AL OBIRAVIZHE S L. ADP 12 & 5 M/ IMROTEME(L Z B35 £ B 2 biT,

7 v b ex vivo kB IZ X 5 PK/PD ORI Tl A& G5O CS-747 137 v E N7 L VEGER
o> 1/10 O & TR O M/ MEESEMSIERN 2~ L, 20 & & O MIEFEHEREHD D Coa
FKONAUC 1T EBIZZ7 v R LUEREE L D b REfid R LT,

T A O RICET D BETTIE. ex vivo iR (7 v BT X) . invivo iABR



1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

(7 v MikEET VR OHIIET V), WO invitro ikBR (B H /M) OWFHIZBWNT
H O EARD bz,

LRVEERBRBR OGRS | BRR RO CS-747S 1T AR R, DA R, MR ERR, B
XTI bERRICK L CRIE E 725 X9 BRI RS oV B2 bnen, AR REZB X 5
e & T IR RF ] 22 A . & 2 WIXH B R OB W &2l S8 5 /RN S 2 6
nie,

323 EYEHEEAER

SN VMR O FEFHMIE Ch L~ A, Ty b, KOS XEHV, iR
([C1CS-747) SUTIEEERIAR (CS-747, CS-747S) DFENF G X 0 £ FEO K ERERBR &
FEht L7z,

[CICS-747 ZHERE O GO~ T 2, T v b, KOS XITHIT B s i ie g i,
WL % 1 RRUNICERSEZ A L, EEENIT 1~3 A Ch o7z, CS-747 Z
BRI 5% DT v b RO X2 D MEH R-138727 IREEIT, & b ITH 5% 2 R LANIC
Bz R LTz, £72. CS-747 %% A #&51% O R 0 5% i B -Re i b T i F
(AUC) 1X, BT LTHMLT, 7y MBI AL AT XA T8 U T 1138 25% T
o7,

CS-747 LN CS-747S % ENZEIT v b KO XIZH[RIRE O & 5% O A Iz 1) 5 &
RBWDIREEIX, CS-747 & CS-747S DRITH B 2ITRO b o Tz, £z, A XH[ARR
M #5-1% O e O FEAH IR EE 13, CS-747 TIZE N pH AT TR T 23580 L7228,
CS-747S TIEHW pH DEEII/N S o 72, TK RBRTIX, 7 v b EERR 0514 FEH
WMOWEFEEIX, CS-747 XV b CS-747S DI EfEZ R~ LTz,

TK 52T, CS-747 XX CS-747S &~ T AZZENEH 14 HE., 7 v M2 28 HIM.
A X ZENE I 28 H IR RE A% 512 OIEMEAEY) R-138727 KT 5 FEO ARTEPEAEH O 1.
HEHIRESIE, CS-747 KON CS-747S & HIZWTHLOEMWFEIZ I T b e 5-1% 2 RERLINIC e
EICEE L FEITEAE L72 AUC & 2 \UNE Coa DEINAEER®D B ALT-, K TR HM OIR R 81,
~UAKDT » hTILCS-747 & CS-747S TEITRO N2> Toh3, A XTI CS-747S D
FivEEzR Lic, £z, TR, v b ROA XOWFTHIZEN TS, SHEORIER
HoHERHMOBREEIRNTRRO O, MARICBWTEEFS L AT 5 AN E 2 6
nie,

[CICS-747 % T » M H[ENE M 5% OB~ OB EEDO DA 1L, 55 1~2 R i
miEZ R L. B, /DG . B, K OB EIRE OSSR GRD b, £ OM ORI
B 5 1 BB TP OB REIRIELL T Ch o2, T/ Ty hEFEAT v b TR
DHERLIED, AT =GR TH DR OEN D OWHERITART v EOFBHEHRT
bolz, 21 HHRERAKEGIZEW TS, BERAKE & RO MR b,

[CICS-747 2T v b, A X, KOt MIENZHEERE O #5540 MBI T 5 ke
DRI, Ty PROA XTI 30% U T TH o7, b b TR 2840m L 0 & @
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1.5 ERXEHROBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

BBEZRLIEZ LD, MER~OBITIHIRWEE X b/, CS-747 %2 7 v MIH[ERE O 5-1%
DI/ TIE, R-138727 JREENERLIC LA L, ZOREIXMATHIRE LV ik Lo, M
INHRA~D R-138727 DFESITILEREDS (DAL T 4 RiES) ORI LD EEZ BT,
R-138727 ®t MJHET V7 I KT HEERIL 8% Th - 72,

[C1CS-747 Z4EHR T » MCHEIRE 54 1 FERICER T 2B OMSTRERIZ X, REW O
MHREED 0.3 fFFRE T, £ OREITRS 48 Rl 1213 3~4%F TR L7,

~VUA Ty b KOS XAOHERE O 528V T CS-747 13RI RBT S iz, &N
5%, EENTESNCT AT 7 ARG RENT %, T4T 7 S UVRPHWTTA
—VIEE G T DI R-138727T BB SN D B X L, £D% S AF/bd DT
VAT A UREEZT, SLICBIEH DXV v UERA % TR 2 ORE AR
LHb0EEZ LN, WTROBRICBWTHIMEE, R, ROFEPICREAITRD b
o,

TEPVERG R-138727 12, 2 HORKIRFEEH T D720 4 FOSARIEMER (R-125687,
R-125688, R-125689, KX R-125690) 2>5HK->TCHEY, 7 v h RO X CIXEHETEMEN K b
FRVY R-125690 & | RN TIEPEDNGRUY R-125689 NE DL % T,

EAED CS-747 % 7 HRIKE#EE- L= 7 v MIFgIZH W T, F h 7 72— A P450 (CYP2B,
CYP3A2) KOG NAHREEESE (UDP 7o ) oV TG VAT 25 —B R NI VAT A
S-FT7 AT =T —8) OIEWN EH L, ®HERE CIIR#EREOFELISEZTH0
EEZ LN,

F v NI 2 A LRy 5T, [MC1CS-747 % HEERE 3 5% 168 BRfH & TITHK
20%D3 R T, # T9%MFE IS HE S Uiz, A XICB W T HEFHEER T TH v | [*C]CS-747
Z HA[AIRE 1 e 512 168 I &£ TOR L OFEPHRIERIT, T 2N 25% M 3% ThHh o7z, <
U 2R PR T, [C]CS-747 Z BRI O 514 120 BER £ TSR R OFE R EHER X
ETNEI 53% KD 39% Th o7,

['*C]CS-747 ZHAER OG5 L7425 T » MR B I i Beme B 13, i rh i RE i
FEIZ6E L CHe5-1% 24 BEREE T2 1.72~4.78, 48 [ £ THY 0.58 T, MM QLT ks g
B DM Z 2 18 FEf ) OV 9.5 FEfl Th » 7=,

324 HMHHER

CS-747S J Y CS-747 D7k % Hila] K O AE#% A & G- atEakin, sl 23 AJRMERR
B ARRERS AR R PRI RRER, Ye 2 aiBR, J OV AR CREl L 7=, & 7=, CS-747S
DA D FEME % AR BB L OSUE R 1 4 5 m Ml TRl L 7=,

R & 5 HERBRClE, CS-747 O~ T A, T v b, KO XIZHIT 5 i/ NEEERITN
FTH 2000 mgkg LV KEZEZ B, CS-747S DT v MBI D/ NEFEEIT 1000~
2000 mg/kg T 7=, 7 v MTEBITD CS-747S & CS-747 DEFCE D AT M P CH DR TE
ZICERT 2 B R BN, BEFICENRZTRRO bhehoTlz, 7 v T CS-747S &
Y CS-747 @ 1000 mg/kg LA 1T H FEIEB) O I AR EEENINHIABIZZ S 41, A X TiE CS-747
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

® 300 mg/kg PA_ECHEH:, 2000 mg/kg C ALP B30 OFHHIFRZERE 23586 H A7z,

AR NG EERBRTIX, v~V A, Ty b, KOS XIT, ENENCS-T4T %23 5 H. 6
A AL KOV AR Ui R, BRI B U 72 22 it iy i R sl (~ o
AZARNT > b)), RIMEKFENT A—=Z DD (v ARONT > 8, PLT OHNNK& O EEE
FZNRNTGA—HDIE (Tv ). MOVALP Ol (X)) Thot-, E£7-. HHE{EM IR
L 7z i/ MREEEREDOINH] (f X) . CS-747 OEHMITERT 2 L FZ 2 b b dBEaR (w7
ARONT v N) TR ORI B U7 Pl E & o# N & AR R & Fi & 35
JRERRR AL (TR Ty b, KO X) D@D B, NOAELIEL, 7> b6 » A
B SRS INPNH] 2 FEEE I 30 mg/kg, H ., KO X 9 5 A #5725 ALP O % FEEI
dmgkg/ HEZEx bV, vV A 14 HE, 7 v F RO X 28 HIFRER DG 3 ERR T
csmmkcsm7%%&bt#% CS-747S IZB\T DTz 2wt Iii o by, C€S-747 &

FPERIE M 2R 513700 I LT,

BRI TIX, MEEZ AV IRARA RS, WAL s Ao iR m R
B, KOS - lEE AW/ MERBRIZI W T, CS-747S LIV CS-747 13 & I TR TaETH
Of:o

CS-747S D~ 7 A 2 FMH AJFIERRER Tld, HED 300 mg/kg, #ED 100 mg/kg LA CHF#lAY
RIEDH E2RIEMBBEE ST, IFERGORBUEINIL T = 7 7L e & — VRO IT R R
FOFEICHHE Llc~ U AR OB EHELE S, B b ~OSMEMEIR &Il L7,
CS-747S ®F » b 2N AJFMEREBR T, BEBOFERITBD LR o7,

AR GBS AR BRI TIEL CS-747 D T v FEZJRRE K OVE IR £ TO YIS AT B3 5 3BRIC
BT 100 mg/kg LA B TEEMW) OREHININH - S T8, SZIERE K OWIHIRSE A1 %8
IFERO BN ole, CS-747 DT » RN O - g IR AEMRR T, BEmIcE
VT 100 mgkg UL ETEAFEOJRD (7 v FEONTHF) | 300 mgkg THRERAD (7 v MK
) BER i, I - BRIV TIE 300 mgkg THRLAERD (7 v N EOTHF)
MR BT, MIZRFITA LT, EBIEITERO biveh o7z, CS-747S D7 > M
AR, AR OFAN NS RHA DO RE %?5%%@& CS-747S @ 300 mg/kg (CS-747 #
) CHEMWORE, BEERD, W HANROBEAATAEORD RNRBD bR, £
DI EF IIRD Lo T,

PURMERBR CIE, U AR OENAE > b & HIT CS-747 SfERE TG+ @ PCA HUiRITRR H
EnT, FEALEY NORBINEEET 7 4 73— bEETH -T2 0D,
CS-747 \ZITHURMEIZ A2 &I L 7=,

CS-747S8 DHFIFUCAIZIS W THIM L 7= Ry DL 2V Z MR T D720, 2D ORI E &
@awmyCﬁ-%%wt@J%ﬁﬁiﬁ%ﬁm&%%%m%%mwt%éwﬁﬁﬁ%\
FOYT > b 14 HRIRAERR D58 A 320 L7 R5 3. 2D ORHIIC X 2 Fem 725
PEOFBIT RN EEZ BT,

TEMEAGHY) R-138727 KON E kO A R-106583 O in vitro 622 43R % S L 7= & 5.
EBIHFTERT v VERT HAMREMRIMER N E B 2 b,
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

CS-747 KO CS-747S DHRALIE K O i A skl 4 92k L 7o /6. © v AlEZ Hv 2 in
vitro HRKE AR Tld, CS-747 OAFEA~ORENIZED VT FHFRME X720 &l L7,
RN IT 2 BRSO BUER C il M DI R ORE R A BEE S 4u, CS-747S I XKL
Kﬂbf%&@%@ﬁ%ﬁTék%z%ﬂt T Y & T B RIEERER T, CS-747S
DAL D R G IR F 1T ST, CS-747S 1XEEIT6T D2 S e B2 b
nie,

3.25 HERKREER
3.2.5.1 ERORRHKEREZ MR E LI-HR
3.2.5.1.1 FIHERRERBRRUE | HRERGHARGMTENES 5.3.3.1-1.53.3.1-2)

A AR NBERERR A BEIZ CS-747S 2, 5. 10, 20, X 30 mg & Hi[a[# 5 U7-58 1 AR A% 5-
bR, 2.5, 5. 7.5, XiX10mg & 1 A 1[0, 7 HEREEG L7258 1HERE R GRBR T
& BT & H I K OB MG 72 & O M A FRERBRBO LA, WTLHRE TH Y
WUE CRIE LTz, ZOMOFERERL EGOLEEMEICKRERMEITEED Dot

I/ MREEEEMHIZE  (inhibition of platelet aggregation: IPA) %, CS-747S % & 5-4%1#H<L) M 1Y
ML, 5mg ML EOHERE THRE 4 K& IR &MICEL, &5 24 K% £ TIRIE—ED
ECHERE L7z, £k, &5 168 Kifil#h £ THROMNITIR T Lo, REHRSEG T, &5 B
JECTIPAVE ER- L, &5 7 HBORS 4~8 K ICRAEZ = Lizth, £5 96 R4 £
TR T Uz, HMMERIE, 10 mg LA OB 5 CHEE T 2 E 25580 Hi, 10 mg
BECIIR G 24 FRREIFZ 12, 20 mg BE KON 30 mg BEClIE G 4 FEfRRICRE L7200, W
HREL © 5 168 FFEZ I I3 G L TR OM & 72 o 72, FUAERSG-TIE, 5mg BLEO#H
G B B AN E R T A A 2558 B, 5 mg BEM N 10 mg BETIFEE- 7 B B OG- 4
M#ZIZ, 7.5mg BETIEEE 7 HHO®BRG 24 KRIRZRICRKE L 720, WThoRb5EE b Fk
BRI GRS IZIERBEDOM & 725 T,

IMAEPIEPEREIR A IX, BRI GZICEHECDIZ B U toee (FPRAE) 13 0.5~0.75
Thole, %57 BEOMTERIREIL, &5 1 HH LREKICESHIZ B L, &5 0.5 KHE
BITREEISE LT, ZO®BIESCHITMET L, #5624 Kt £ TILaE 5RO T X TOHR
FCER TR & 72 o7z,

3.25.1.2 FAEYY VHABRKREHBRRUTRAE Y UHARERSHER
GRTEHES 5.3.34-1, 5.3.3.4-2)

AARNEERERR A BIEC, 7 A Y 20 FC CS-747S 20 X1 30 mg % Hi[ERE O &5 L7z
T AR Y PR A G RER, 20/5 mg XX 30/7.5 mg (FIRIARTHEAERF A E) 2 KER D
&5Lt72b)/ﬁﬁﬁ@&5ﬁ%fi T AEY ARG CS-747S & HR K O
Wikh Lz & & LRRIC, mAEHIEMEGEHIR BT 52 100N B L, TPA 135 4
IRF 1 7% | im0z LT, mmﬁﬁi WTNOFREETHIERT HEMFE O Hiv, HE
BEHZ L OERGZONTNTHERE 4 FFRZICRR L7220 . &5 144 FFEZ I3 501
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

CIRIFFEROE & e o7, HIVER HFFRFRD LN, VTR BB TH Y BALE TR
"Lz, ZOMOAFEFRR L EOLEMICKE RREBITEEO bRhoT,

3.251.3 =inE PK/PD &8 GRTENES 53.3.3-1)

AARND 75 LA EO# I ElE & 45 Ll b 65 RN OIEEER#E 12, CS-747S 20/3.75 mg
(WIlE g F B R ) 2 SRR D 865 U 7= @ilinad PK/PD 38R Cid, M spis sty
TRFEHERS K ONETEG OB RE ST A — 2 1%, %ilmind L IEEmnE CIRIZRRChH -
7oo IPA L, FIEIEARR G 8 FFfff: £ CldE i ming L IEminE CIRIEFERTH > 7228, 4
R b 24 IR LA, FEmilna HE L 0 bR E BT CEiEZ R Ule, BT Hlin J OME
BMGEZR & oM EA FFERD, B L OB ERE OV T THRO L, I
EE LV LB HERERE CEWVVEA TH - 72, HEmEE R CHEE MDD 1 4 235555
O H- ik LEE & HE Sz, thoHmEaEEFRITVWTIRLRETHY, WTho
HitEAERERE G EAUECRIE L, ZOMOFEEREZED, AEFROBIRIIIER

AL D D BRMEIREE CEMEL R L), Zatic REZRMBITRD bhvieho Tz,

3.25.1.4 BEPKHER (RTEHES53.1.1-1)

AA NERERR A BPEIZ CS-747S 20 mg % 28R ST AR ICHIBRE OG- U, 3877152 % OSSR E)
REIC KT T AREOREL R LA PKARER T, M h s O AUC)gn M O Conax 1
ZEEIE 512k L TR BES T AUC)sn 1359 23%, Coay (359 70%IE T L. BHFOZENTED
BTz, M/ IREEEMSIZhE T, EIEREEE G R TRG I GRS L7223, £ ORI
INE o T,

32515 #I8 3.75 mg £ BA iBR CGR{TEHES 5.3.1.2-1)

HARNBEFERN YRS 1HE B RS PREAER ] 3.75 mg #€ (IH 3.75 mg $€) MOV I AH, 5
I ABFRBR A 3.75 mg $E (B 3.75 mg £8) 1§84 2 H17 0 A4 — —CHER O #5 L72#IH 3.75
mg $& BA 3R Cl3, mAEPTEMEEI O AUC) g KO8 Coay D 1H 3.75 mg FEIZKET 287 3.75 mg
BED K TEHED L OHEEEIE AUCog, T 0.996, Coax T0.942 THY . WTHEH 0.8~1.25 D
FHNTH -7z,

3.25.1.6 I8 2.5 mg fERUH 5 mg §E BA KB (GRTEHES 5.3.1.2-2)

H A NEERE R A BRI S 1 HE B R SR BREBRH 2.5 mg §E (IH 2.5 mg §&) KOV 114826 111
FHFRER M 2.5 mg B (7 2.5 mg §&) 2 £, MWONZEE 114,26 1 AHGRER T 5 mg §8 CBr 5 mg &)
1 $E% 3 W7 v 24— S—"CH[ERE O #5 L7281 1A 2.5 mg $E &% OV 5 mg $E BA 3R Tlx, 1
HEPIEMEE Y D AUC gy M O Coax D [H 2.5 mg 88 2 SEIZ6F9 5 H7 2.5 mg §8 2 $ED (-1
ED L OHEE L AUChgy T 0.969, Cphax T0.907 THY . WD 0.8~1.25 OEFHNTH -
7oo F7z. 1B 2.5 mg $E 2 FEICKIT D8 S mg $E 1 52D K FEE O e OHEEEIL AUC)g, T
0.952, Ciax T0.928 TH Y, WTHLH 0.8~1.25 DHEIFHANTH > 72,
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

3252 [ERNOEIREEEEZHMRE L-HR
3.2.5.2.1 R PCI IREEREERER (RTEMES 5.34.2-1)

PSR EENIRIN 2 7 o MER 2 B 2 B8R B EH 84 4 (20 %L | 74 5 EAT) %5
2, TAE Y PR T T CS-747S 10/2.5 mg, 15/3.75 mg, 20/5mg, XiL7 vt K7 L LiER
5 300/75 mg (RIEIEGT A &AERF A &) % 29 HRIKER &G U, i/ MIEREHIZh R4 5
FEIZ LT CS-747S O BERISEEMET Lz, £72, 7 v N7 L VEERIE O i MR EEE I
RAESZH L, CS-747S S M EONLEN T Z gl L7z,

IPA } O PRI (platelet reactivity index) fEDWTILTH, CS-747S (ZHE G EDOHEIMIE- 7=
I/ IREESEEINRI S R A s Lie, £7o. HEFFEES- 28 H B O IPA J OV PRIMEIL, 10/2.5 mg BET
X7 v R UAREERRETHY . 15375 mg BEL TN 205 mg BETIE7 v e K7 L VEE%
182 i R EEE R 2 R & 78 L7, CYP2C19 D& R Bk E LW o £ HA (EM
[extensive metabolizer], IM [intermediate metabolizer |, PM [poor metabolizer]) T# . CS-747S
ER G- B O - 7z i/ MREEERIMBIN R 2R Uiz, 72, CS-747S 4% G- CIER B
2L BTl BRI R IIFRE Ch o723, 7t K7 LAEETIZEM KOV IM 12k
AT PM T/ IMREEERINEIZNRIT58 0o T2,

HM A ST, CS-747S 10/2.5 mg #£ T 50.0% (10/20) . 15/3.75 mg £ T 47.8% (11/23) .
20/5mg BET 47.1% (8/17), 7 0 ¥ R LVEET 29.2% (7/24) (ZRBE L=, EatimttasE
LRI, EEMTE, R, Ry fpEtE, BN IE, KOS Th o7, BEEEO L
A ERERIL, PCLIZHE ) EEIIRZFFLIC X 20N D 1 £4(15/3.75 mg BHYOHATH Y | F
7= A EHEL DR R TIRBRIEDOH G LI E - 7= b DX R -T2, FOMOFEHL %
BOE MR E RRBITRD b einoTz,

32522 FIEASRTERER (RMTEHES 53.5.1-1)

PSR EENIRIN 2 7 o MBI 2 B 2 B8Rz R 421 4 (75 AR DR 50 kg #
DB 311 4, 75 L ESUIARE 50 kg LU T [ - IRIAEGERE] - 110 4) %%t
Bz, TAEY UHFA T C. @B 121 CS-747S 20/3.75 mg, 20/5mg, XixZ v v K7
LOVIREEHE 300/75 mg %, il - ARREMERE 121X 20/2.5 mg, 20/3.75mg, XiZ/ vt K7
LOVERERYE 300/75 mg (WIEIAM A EMERF ) &2, 12 BRIERO&RE L, 24 (i
PEA XY NREBLR) ZIEE L U CHARMRA R 2 M Lz, £/, 7 a bt K7 LARESEO
A R FEEBREZI L, CS-747S M EOILEN T 2 MR8 L, R THEMEA
RNREBLRIZOW T HIRE LT,

KRHIMIX, CS-747S DWTNOREGHTHRDO LR o7, 7R E KT LVEETIE, @
HEHERE T 1.9% (2/104: BIGMML, FHEME(E M, 4 14) (8B Lz, A, @
BEBRE TIL 20/3.75 mg BE T 3.8% (4/104: MAEF ARG MAE, L% AR —F | M, ik
+ AR, A 14) IZRBLL, 205 mg FETIIREO b oz, 7 uE R LARET
1F1.0% (1/104: L& AR F—F) IZHBL LT, miln - RAREGEERE Tl 20/2.5 mg BT
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

FBIET, 20/3.75 mg #ETIEL 2.7% (1/37: B FIfE) IZRBL LT, 7 v F7 LIVEETIL 2.8%

(1/36: LZFERMHIM) (CRBL LT, ¥, WER A /X245 (coronary artery bypass grafting:
CABG) IZB#E L2 ~CoHimtEAEHES (R, /i, FERICEZE 2 M, #
OO M) OB, B HPERE T CS-747S 20/3.75 mg BE T 27.9% (29/104) . 20/5 mg
BEC35.9% (37/103), 7 B & R 7 LILVEET 31.7% (33/104) . =i - (IR EHLERE Tl CS-747S
20/2.5 mg BET 21.6%(8/37) . 20/3.75 mg £ T 40.5% (15/37) . 7 v & K7 L VEET 27.8%(10/36)
ThHol,

PRU (P2Y; reaction unit) )2 TN PRIED VT TS | B HHERE L Qs « RIS
F & HIT CS-747S 1T B G- B OSEIN - 7= i/ IREEEISI S R A2 7R U, F72, @R
TIX, 20/3.75 mg BEAR N 20/5 mg fE L HIC 7 o ¥ R 7 LIVREE LRl B i MR EEEE AN 20 5 %
L., Eln - ARAEERE T, 2025 mg BECIX 7 v v RS LOLEE L RIRREE O i/ MREEE BT
I RA R L, 20/3.75 mg BETIXZ v ¥ R 7 L VEEZ2 Bl S i/ MROBEIHI I R A2 R LTz,
CYP2C19 OEZ TN BIRE LT HoREA (EM, IM, PM) TH, CS-747S I3# 5 &
DI - T i IREEEE IR R Z2 7R LTz, £72. CS-747S & ERECTIIRBMIZ L 6T
I/ IREEENHIZ R RFEE CTh o723, 7 v K7 LAVEETIL EM 2T IM L O'PM
T/ IMREEEIMHIZ R T85> 72,

BRMEA R b (RIET, FEBSEME LI IEZE, FEBFEMMNE AT, P AR & B3 2 0 i e i
e ONMAT FFEEART) O3 BLZRIL, @ HBRE Tl 20/3.75 mg BET 4.0% (4/101), 20/5mg BET
13.0% (13/100) . i « (XA EYEERE Tl 20/2.5 mg BET 5.4% (2/37). 20/3.75 mg BE T 10.8%

(4/37) THYH, WThoOgREE CHIRAER KL CaAETCE» ST, Z7rE R
7 UARETIR, BHEERE TIE4.0% (4/101), &l - RIAEERE Tl 11.1% (4/36) Th
STz, ERANEA N MIFEBIEMELIHTEZE Th VD 2 OFRBIRIL, W@EEBRE T
20/3.75 mg FE T 3.0% (3/101) . 20/5 mg £ T 13.0% (13/100) . &k « (AR EARER A Tld 20/2.5 mg
BET54% (2/37), 20/3.75mg BET 8.1% (3/37) Tholz, 7 uE RITLIVEETIL, WK
BRE TlX 4.0% (4/101), mifkie - IRIKEHEHBRE TiX 11.1% (4/36) Th o7z, CS-747S 20/5 mg
BED 1 A HRFIED LHEZE (PCI i T1% 48 B OFRIE) THDHDZERVNT, Wb
TRESHL T PCLIZBEE U 72 DA ZE (PCT fif T4 48 REFILINDFRIE) THH EHEZ B
7

32523 % 1ll ¥ ACS-PCI MR (RfTEHES 5.3.5.1-2)

PCI if T ED ACS FBE Z x4t L LT, CS-747S20/3.75 mg XX 7 v &' K7 L /LRiifeE
300/75 mg (FIElARTHAE/MERFHE) % 24~48 B O &5 U7 BIEL (L 5 M a5
THMER LM EZ MG Uiz, A0 FEFHME A (X, Ll &S, FEBSEHOEE,
J OFEBBEMEE M ZE R DA T RARA » FOREBLHE L Lz,

BRMEA R b OFHEFHIIE A Th 2 IRBRIER 5060 b & 5B 24 B E TIZRO 5
Nz EELMAE A X2 b 1 (MACEL : D A& 56, FESSEMEOARFRZE, FEBSEMERE MM 2E )
DFEBLFRIX, CS-747S BT 9.3% (64/685), 7 B K7 L/LEET 11.8% (80/678), N#F— K
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1.5 ERXIIHROEBEERUHFKORZRE
TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

b (95%(E#E X)) 1% 0.773 (0.557~1.074) THV ., 7 m & N7 LV L bl LT CS-747S
BECHBIENMELS, £, HEBETHE LAY — REOSHEEEN 1 2 TR, ZOH
ML, AMEORIKFEMEE LY 7 Z A — T LRI CTH - 72,

LARMIZE L T, 1RBREERGA DG T - 1k 14 H H £ ToO CABG (ZBJ# L 72
WHIILAEA X2 b 9 BRI (TIMI H i JE%E Major) ORI (X, CS-747S BT 1.9%

(13/685), 7 m &' K7 L VRET 22% (15/678) ToH V| Miff CRE CThH -7, CABG IZH
L2V K % OV N L (TIMT (1L 25 %E Major }2 O Minor) D38 B33 CS-747S #E T 5.7%

(39/685), 7 m &' K7 L LBET 4.3% (29/678) TH VD, 7 1 & K7 L )VEE L b LT CS-747S
HCrErole, 2055, AWER (PCIOEPHEZR L) 72 L ORI & OV o5 B 3
%, CS-747S BET 1.6% (11/685), 7 u ¥ RZ L ARET 1.8% (12/678) TH V., Wik TR
FETohoTe, 12 AMER B D o K H I & OV TiX, PCI D& HHEDFEBLERIL, CS-747S
BET2.8% (19/685), 7 & RZ LAEET 1.8% (12/678) TH V., 7/ at KT LLEEL ik
L C CS-747S BE TR > 7=, CABG (ZBH# LZg W R, /i, M OVERAR AL H 2 7 HH i
DIFEEBLHIT CS-747S BET 9.6% (66/685). 7 2 B RZ L ARET 9.6% (65/678) Th V. [fiff
TRBETH-To, L, ECLSOHEELRGERER, WROPIEICESTEHEFROREE
FI, WINE CS-T47SHEE 7 r B R LA THRBETH Y . A 2 Y1 v (IE, Ik
1) OVPEMEOHR TIE, WTNOEEGRTYH ., IRBRIEEEGaT & g LT, BRMICRE
&R D EAITRRD B o To, BYE 12 FHELEX ORI OZIL, W TR EICRE
AR IR T,

CS-747S #£® PRU fEIZ, #IEIEff &G 2~4 FFf% O OIK T L7z, —FH, 7t o
LLVEED PRU ME I WA G ff A B4 5 2~4 BRI R ICITIE E A EIR T Lo T, & 5BtATE
438, ZNLIBRITmEEE & bIC B GBbA 48 1 & TIRIE —EICHER L=, CS-747S 54 0l
I, WFNORRTH 7 r B FZ LVEER VRfEAZ R L7z, CYP2C19 OFREIRYIZ L 5 PRU
il R GERERZS) . LLUTFRIER) 1%, CS-747S BETIZ EM 28 171.3 (71.25) . IM 2% 189.0

(66.24), PM 23 175.2 (72.32) TH bV, KHAZ L S PIREFEEROMEZ /R L7zDIZKR L, 7
2B RZ LVEETIE EM 23 178.6 (70.39), IM 73 233.7 (78.07), PM 73 274.6 (63.53), Th
Y. PRU fEIX EM, IM, PM DOIEIZ(KfEZ 7R L7-, $¢5 4 IO PRU 723 264 LL = TH 5 8%
B OEIEIX, CS-747S BETIX EM 28 8.1% (11/136) . IM 28 11.8% (18/153), PM 2% 11.3%

®/71) THVH ., REAUC LS TIREFROMEEZ R LTz, 7 v E 7 LABETIT EM 28 9.4%

(12/128) . IM 28 36.4% (60/165). PM 2% 63.0% (46/73) ToH V., EM, IM, PM DJAIZH <
72 B AR U -, FIEIE T B 55 2~4 BRI, FIRlas &R 5% 5~12 B onh
# CYP2C19 REA M OB AT H G 4 BFE &L Rk ThH -7,

32524 % 11| AR PCI I REABR (GRITENES 5.3.5.1-3)

REREREBIRIN A 7 > MBI 2 B4 2 B BB x5 & LT, CS-747S 20/3.75 mg X
(X7 e R LV 300/75 mg (BIEIE L E/RERFATRD) . 8 2 WA 58S
CS-747S 3.75 mg Y%7 1 ¥ K 7 L URilgHE 75 mg % 24~48 MR D&% 5 L= EEA(L &
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TS5 RT LIVIEEEIE IJ4 T hE 3.75mg. 5mg

BRI T, AR O e E Lo, AR Eo EEEHmE B 1L, D MmiEE, FEEK

FEMEDAEZE, R OYEBSEM R MMM AT DS RARA  FOFEBLRL LT,

HEMEA R b O TEFHIEE Td 2 IR 554672 b & 55461 24 8 £ TO T
M A~ (MACE: D58, FEBFEMLOMEZE, FEBSEMEE MM T) DOFRBLFRIL
CS-747S BET 4.1% (15/370). 7 2 B RZLAEET 6.7% (25/372) Tho1-, ¥, ¥EEA
W B e 5 U795 Cld, CS-747S BECIIIRBRIEE GRAAK 5 At ClcmL, o
B GPMAL 24 M E CTEBICHER LTz, 7o B R VAR THLRKOHERE CTh - 7=, YllEA
TR E G Lo TR E Tk, CS-747S BETIX, PCIEITO X A 2 v 7 Th D% 5B
AR 3 BRI L, FO%EGHG%Z 24 WETEICHE LT, 7o E R LAKETY
FERDHERE Th - 72,

LARMIZE LT, 1GBRIERGBREN DHREHT - 1% 14 H H £ ToD CABG (TR L 72
WRH I OFE BRI, CS-747S BET 0% (0/370), 7 m & RZ LVEET 2.2% (8/372) Th -
7o RHM K OV M DR B 1X CS-747S BET 1.6% (6/370), 7 o & RZ7 LAEET 3.0%
(11/372) ThoT=, D56, HERZ L oKL OV L OFE=E, CS-747S &
T0.5% (2/370), 7 B E R LAEET 1.9% (7/372) Th-olo, K, /i, & OER
FC B E 7 H i O FE BT CS-747S BET 5.4% (20/370), 7 B & R LILVEET 6.2% (23/372)
ThHoT,

FELCIE CS-747S BET 0.3% (1/370), 7 B E K7 LVEET 0.3% (1/372) 123D HiL, 155
KL DOIRRBIRNBEE S ) OIET OREILRIT, CS-747S FET 0% (0/370), 7 v &' K7 LVEE
T03% (1/372) Th-olz, FETUNOEERAEFEFZIL, CS-747S HET 20.5% (76/370) .
7B RTUAEET 20.7% (77/372) 1Z%BL L, {RBR3K L ORSERY TBEH Y | DL
VSO EBE I EFERIT CS-747S BET3.8% (14/370), 7 0B K7 LARET 4.3% (16/372)
Thole, IBRIEOERGHILIZE ST HEFRIT, CS-747S BT 4.9% (18/370), 7 m ' K7/
LIVHET 5.4% (20/372) 12588 U 7o, BE & HE S H F AT, CS-747S BT 1.9%(7/370) .
7 a e R7LARETS5.6% (21/372) T, RBRIE L ORRREEN [FEH Y | OEEOHESF
G%, CS-747S BET0.3% (1/370), 7 v & KT LARET 3.0% (11/372) Th o7, BRI
Z il L COBRKRRAMEOHER Tl W ThOR G THORRLT REFRITGRD bk ho Tz,
NA BN A v (IE, JRAERD) OFBEOHERE TIE, WIThoRERETYH, IRBREEE 51
R LT, BRRMIC RIRE & 72 B BITRRD B LR o 72, HEYE 12 50X O B 5-mith O
A AEN ﬁ'ﬁﬁiffﬁﬁ%c:jﬁ%ﬁ%cifmxoto

CS-747S BEDWIRIE T & % £ 5 L 72 985 TIE, PRU fE, KO PRIAHIZ£ G- Btk & b
i U CAIml ARG 3~6 FEZ ISR T U, 4 AR 5B 48 1% £ CIE

\ZHER LT, PRl A EE &G Led o o &, & 5-B4h00 & ik L C PCI A
ANZITAE T U, [AIEROME TH 5-BA61% 48 #H &£ TIRIE—EIHER L7, CS-747S BEDW)al i ff
FEA &G LB ov)nl A &R S 3~6 FE#% O PRU fEIZ, CYP2C19 OFRHA = L
IZ. EM T 100.4 (83.79), IM T 145.9 (94.87). PM T 168.0 (103.11) T& Y., EM, IM, PM
DNEIARAE Z 7~ LT, —J7. CS-747S BED 5 4 #FFD PRU fEIL EM T 181.2 (68.63),
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T 195.0 (69.98), PM T 2052 (74.95) ThVH ., KBEAIZL O TIREREDOEEZ R LIZ, 7
2R LVREO P)El AL & & e b U 7ok o w)lal A ] =42 G- 3~6 FRF##% 0 PRU fi
I, EM T244.7 (87.92), IM T295.4 (75.82). PM T 330.7 (47.25) T& Y. EM, IM, PM
DONEIARAEZ R LT 727 v B R 7 LABEO#E 4 80 PRU fEIZ.EM T 212.7(79.41) .
IM T247.5 (65.13), PM T 3039 (41.43) THY . EM, IM, PM DIRIZIKfEZ R LTz, #
5.4 JIFO PRU fE2S 264 DL ECTH 2 4R OFIEG1E.CS-747S FETIZ EM T 14.1%(11/78) .
IM T20.7% (24/116), PM T 17.4% (8/46) Th v, REMOEEIIFBEO b oTz, 7
o RZ LAEETIZEM T25.0% (19/76). IM T 44.1% (52/118), PM T 78.6% (33/42) T
HV, EM IV IM, PM TEL DM AR LT,

3253 BIOBEEREEZNRE LI-HER
3.2.5.3.1 EMBERVENZHR (SEEH)

M/ CREFERR A BIEIZ CS-747S 5, 10, 30, XiE 60 mg % HA[A#e 5. L 7= #gsh Bilal PKFH & i
RBR (RATEEES 533.1-4) Tid, MAEPFEMEREI D Cou &Y AUCo 13, 5~60 mg O
HiPH TG RIIFIFHAF L TEIN L7, C-CS-747 & BER 4% 5 L 7-iish~ 25 o 23K
B (RAPERIE S 5.3.3.1-5) Tl #5 L7oEREILE G- 240 FEEILANIZ 95%LL B2 AN &
AU K 68% D3RI, K 27% M HHIZFRD bz, MR ERIX 2 L Y mEH CTEMETH Y |
IMAEH SRR O NI 8 H CTh o7, IRHPEOERBIII NG M) THY | B
PR RE DR 35% (B -8 D) 21%) & b 7=, 3 O EREBIATE IR (R-106583
KOYML) Tholo, HEPBEREKOE)FONFEE (AN, PEA, BEA, BARN) ZH
AL T 7 N BN PR ELEGRER (RTERRE S 5.3.3.3-2) Tid, AARATOMmIES
TEPEAGH D Cnax 12 A ANIZEEARTHY 20%15 < . AUC 05 1349 30%~40% =722 72, £72, HA
ANTOD IPA IFE AR TEWMEZ R LT,

BT 2 B LT D R RE IR A K OV P A EE R RE R A A PR & L TSN R SR PK
R 1 (RAHERRE B 5.3.3.3-3) . KOENT 2003 & 3 5 R HRER B 2 5 & Lizigst
b PK iR 2 (ISAHERREE B 5.3.3.3-4) TiE, MIEHIEMEREID O AUC 5 & O Copa 1K
HIE P REE EH CREFEANICE AN TR T Uie, RS2 Cld, R AIZEE T
AUC 450 S O Copax W FEBITFR D B ALIR I o T o R HERE IR E 8 I OV 25 FE B B e R 5 4TI,
WV HRERERR A & LE_C IPA ICEBI TR Dile o T, REEIFHRERE EH & O R & FE T
RERE S &t & UT-isMNIF RS PR akER | ORATERRE = 5.3.3.3-5) . RO
PRE A x5 & Lo oMITFREE PK aER 2 (IRTERRE7 5.3.3.3-6) Tl R THREmR S
FOMABEFIEMEREY D AUC s Craen O tig ITIERERRC & HEA_TRZIIFRD bR 0o
7o WRJENTHERERE EE N OV SR RERE F 3 Tl W B REFERR A & Fh T IPA ([T
TR LR Tz,

Weshr b aF Y — VR AEERER (RMTEREE S 5.3.3.4-3) Tl miEHEHEAHH O
AUCoo (2137 b3y — PRI K 2 EEITRD DR 272D, Coax W EOFAIZ L VKT
L7z, &7 b3y — BRI XD IPA ~OFBIIRD Hiie o7z,
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WY 77 B RO T a e EERRBR (&R S 53.34-4) Tl U7
7 VBV RIS L0 MERTE R O ENRE N T A — ZITEEITFRO bR o T,
IPAIZY 77 VBV ORIHEGIZE VIR T LTz, 77 et b CS-747S OffHIc kv 77
HEA D Chpax KO AUCinel T EH- L, REWHTHLE FRF T TR EF D Chgy L}
AUC ing [T LTz,

WALy T3 v AR (RMERE R 533.4-5) Tk, YIx > & CS-747S Off
i oaxs v oB 7 V7 70 A, bbb PHEY VX7 EIFMEICEEITZE S i)
ST, VIAXT YD Cop W IOFAICE VK 17T%IEKT L7223, AUC ITIT B L 725 T2,

WL T AR 2 F AR AAERRER (RS EREE S 5.3.3.4-6) TiX, 7 bR ZF
N & 2 i A O KW ENRE~ DR EITRD bz -7, £/, IPA T PRIfE
~OEBITRO e ho Tz,

WSO N7 7 ) AR EAEHRER (BMTERRE S 53.3.4-9) Tik, YVv7 7 U & CS-747S
OFRICEY ., LT 7 o OPEFEEDOIRIE & 725 INR  (international normalized ratio) &
N7a b v URRICEZITRO Lo Tz, —F T, SFHIC X iR ER O H R
BROBNTz, VT 7 U D RKKD S IKOFEYENREIZIE, CS-747S BT L 2 8358
D BRI T2, AR B~ I EAEHRER (RAHERRE S 5.3.3.4-10) Tid, KoM
AR B B TR E ) 2 & CS-747S OOFF T, IEMHEALE S e v AR T T A
TR, BT Xa 1EME. R OVEMALEEEIR IS 221358 0 b v o 7o, £72, CS-747S Hijh
FGATHART CS-747S &R~/ Y » OHF AT e KM/ MRS SR KOV IPA IZEITRD 5
Niginoleid, MR RIER O KAFRD H iz,

Moo oY 77—V AERREER (RTEREE S 53.3.4-7) T, iSRS O
Cinax @ CS-747S BUMBE 5\Zxb3 5 7 >V 7T > — Vi RO 5 I E O L (90% (5 6 X )
130711 (0.622~0.813) ToH Y, RERANIERE L7z FRIFFEMED B (90%E XM 23
0.75~1.33) Ziii/z 72> 72, F72. AUCqint X ¥ AUC,u5 DA F-EIEDELIT 0.844 (0.833
~0.938) }1r0.869 (0.823~0.916) Th V. HERANIFKE L7 EWFHIRZEMEOHNAE (90%
EHEX Y 0.8~1.25) OHFPFHNTH >7-, CS-747S B G- L F 0 v 75— VO S
TIPAIZ AR ZEIT38D LR D o T AN T = F ¥ U BAERRER (R E RIS 5 5.3.3.4-8)
TlE, MIEFIEVERFID D Chax D CS-747S Bl 512602 7 =F ¥ U DFHRE O 8 e/ —
T BB O I (90%(EFEIX ) 13, AT 5-HET 0.856 (0.704~1.04) | #ERH% 51T 1.02 (0.894
~1.17) Th o7z, FTo. AUCpq DRI/ "R VEIE O FI T AR GRF T 0.901 (0.835~
0.971), MEFFEGRFT 0.983 (0.931~1.04) TH o7z, AMABERGRFCIIOAEEICL L
F- O Coax IR F 58D DIV, AUC ITIXEBN 20 o 70, MR ER G RCIXOHRER S
128D Coax LN AUC 5 ~D BT 72 o 72, TPA XA 5 0.5 BRERI#4 12 CS-747S B £ 5
IZHART T =F VU TR A R L7223, Ak S 1 &L CIIEMm 5 & S
TEIFRO AR T,
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3.253.2 B QT SR (MTENES 5.34.1-1)

CS-747S 80 mg O 512 & 0 B ERE & 72 5 D EH A~ OFEITZRO b o Tz,
Fio, WE LA O MR & QTe MO S— R A b OZ k&I AH BRI fR IR
HENRDoT,

3254 BHOBIMEREEEEZRNRELE-FER (SZEH)
Eli Lilly £:723 K [E % & TeifEsh 30 » [ECHhE L 7= sk ACS 5 T FHFRER, K& OV El Lilly #1:23
RN CHAGREUS I, 7 7 HUICHENE L 72y 7 7 A5 HLARERBRIZ DWW TR IZR T,

3.2.5.4.1 |5 ACS £ Il HBELER GRTEMES 5.3.5.1-4)

KIE G TeifEs: 30 4 [E T, PCIif T T 7E D ACS A 13608 4 % %1512, CS-747S 60/10 mg
XixZ7 a v R7 U AEEHE 300/75 mg & MEAEZIC —HEMR FT6~15 » AMRER DG L
7oA ACS 55 L AHRRABR CId, DA SE, FEBSEMEOFHEZE, K OFEBSEMEM AR OB & =
¥ RARA U N EAIMEOTEERMEEE & L, CS-747S ® 7 v ¥ R 7 L UREEE IS5 5 il
P& RRGE L7z, EEFEEE ORBLIZIT, CS-747S BET 9.44% (643/6813), 7 vt RJ7 L)L
FET 11.49% (781/6795) . /~H— REL (95%(EHEIX[H]) 13 0.812 (0.732~0.902) T v | CS-747S
FECAHBEIE S BEEPE BGE S 7= (Gehan-Wilcoxon #7E: P < 0.001),

HEFRZOFBLFIL, CS-747S BT 80.34% (5416/6741), 7 2 & R 7 L/LEET 80.02%

(5374/6716) TH v, W TRRE ChoTz, EERLAFFZOBBIE LB CRMAE CTh
o7z, BRIICHEBELRAEFEZR NEBRER G T IICE T AEFEROEBRIL, 7' R
T UNABEICH AT CS-74TS BE TR oo, FERAEFFRIT. M., BREEA 7 —_
3 v, miE, WE, Mg, S, POCE, BUE, TR, KOEBRBECTH T, 2
NHDH 5, FEENZ 08 RT LETHANT CS-747S BETEn-o =01, #6, ffE,
FOSHMTHY, Wb HEEERLTH o7z, itk <> b O, /i,
Fe OB 7 ) DFEBIHR T, CS-747S BET 10.86% (732/6741), 7 v & K LILEET 7.86%

(528/6716) . W — Rt (95%(5#EXE) 14 1.400 (1.252~1.566) THYH, 7RI L)L
BRI T CS-747S B CHEICRE D o 7o, R, /NI, M OB i o W3 41 4354
TH CS-T4TS BECTHEICE -7z, Kitiiix, BB, ZRRERALH I, BEAN I, %18
B, LK OSMEHRAT I A2 < . 20 5 HE B, IR, K OV T HH i
DFRBRMN T o B K7 LVERIZHART CS-747S BECTE - 7=, /MM, B G M, Z2HE
A, R ORI RATH M ORHEERN 7 0 v K7 L AVERIZ T CS-747S BE TR - T2,
KL OVNE I OFBRED 7 v v K7 L AREIRHT 5 CS-747S BEDO NP — R E Do 72
RN (N — REE, 95%EHEIX D) 13, TIA XIIMze R OB H » O#5R#E (2.082, 0.972
~4.456) , IRIARHEYLERFE (50 kg LA 1= 70 kg A T 1.405, 1.005~1.964) . LEANENOBEESH v
OYEERE (1.782, 0.788~4.034), 7 L7 F =227 U T 7 A 60 mL/min LL F OHEERE

(30 mL/min A T 1.466.,0.469~4.577,30 mL/min 24 _F 60 mL/min 2L FC 1.373,0.934~2.017) .
AN T LEGUEEE O L T 0l (1443, 1.189~1.752) . A X F U RIERE DA L
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T~ 98B (1.396, 1.163~1.676) . o O 7T 12 b LR o ZFIHESZ G L Tz WkBrE (1.587.
1.251~2.014) Th o7,

3.254.2 BHTOTANE N HERAR (GRMTEHES 5.3.5.1-5)

2009 H~2010 4Fi2, HE, #E, /BB, K O¥ A TPCLIEfT TED ACS BEZ XI5 & L
7o VR A B MR EGRER & S0 L 7o, ACS [ 691 4 (75 ReAifi DI 60 kg LA L [
FHBRE ] : 507 44, 75 kLA B U IREE 60 kg A [l - MK EPRE ] - 184 44) &xiB &
L C. WEBRA 12T CS-747S 60/10 mg, 30/7.5mg. 30/5mg, X7 v t’ K7 L Uikt
300/75 mg % ., Elin - AR EHEBRE (21T CS-747S 30/5 mg Xid 27 v ¥ K7 LOURREEHTE 300/75 mg
% 90 HERE N5 U, M/ MREEEIFI 2 R4 CS-147S Rt L 7 o & R L AVRE TR L 7=,
OFECTHRIMEA R hREHER, HIPEA R FRBER, RO EFRREIRE R LT,

PR CIX. FIRlAfRT& S 4 FE# D PRU (P2Y, reaction unit) fiC, CS-747S 30 &
W60 mg DYIEIEMEGIL7 v & K7 LURiEdE 300 mg O#IEIAMHE G-I THEILH
WAL IMREEEIIFI S 2 s Uiz, E£7-, %530 H B @ PRU i C, CS-747S 5, 7.5, X T* 10 mg
DHEFHR L7 B & R 7 LVEREEH 75 mg ORERHR B A~ TR EIS @O i MREEEIH 2)
RER LT, sl - ANKREGERE CIE. YIEARE S 4 R O PRU T, CS-747S 30 mg
OYEEFTHREIX 7 1 v R 7 VUREEH 300 mg OFE ARG 2T B @O IR
BEEEMEIR R 2R L=, £72. %530 HH O PRUfE T, CS-747S 5 mg DHEFHR G137 o v
R 7 VOVERERYE 75 mg OMEFFEE 512 e~ TH RIS @ W I MREEE BT R 2 7= L,

BRIWEA N M, TRTOFEEN 224 (CS-T4TS BE463 4T 194, 7o 7 L VEE
2284H34) THY, WD 14 (CS-7147S #f) #BREWVWInbOmERETH -T2, &
DMDEF A R ME CS-T4TS FRER N7 o B R T LAREL B2 0~24 LD 7phoiz

HUmAE A o B id, K238 & R C CS-747S 60/10 mg #EC 4 44, CS-747S 30/7.5 mg
BEC 1 44, @i - (CIREYBRE C CS-747S 30/Smg B C3 4, 7 1 B K7 L L 300/75 mg BET
4 ZNTFBL LTz /NI R O i D FE B 1 XA G RECRIER Ch D | B HERE . S -
ARERRE & b ICHIMMEA X2 FORBUZ L ik LB 3 hoT-, Tofof
FHERORBIRIT, BEERE . Gl - (RAREEBRE & 12 CS-747S OB FEREL 7 nE R
JUNABETREECTH > T,

4. BFETLIME - MR, RUAZE - AR
VL EDOREN S, CS-747S O AN R LB 2, Troshie - 2h% (%), Hik - A&
() [T TREBGEAGRHE T2 2 & & Lic, MilJHOHGERANL, 1 591 CS-747 £ LT
375 it 5mg 25 HT 5,

WRoe4: =7 4 = MEE 3.75 mg
T7 4T MBE 5 mg
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< WEE - AR (R
TR EENIRIZ BT (PCI) 258 S % FREORE ML LR R
SMRERRE (RNZEPOE, FE ST LA-LEZE, ST LA LiifegE)
LEPIE, BRIAVE LA REZE

- HiE-AE (B
WE., AT, BERBAICT A7 L0 L T20mg 2 1 H 1 EREOEE L,
ZOW%, MERAELLTIH1E37Smg 2RO0&E54 5,

5. HFRRUARM

CS-747S 1%, LT OFRrRZATHZ LR ENTND,

o BRERHIOLMAERA Ny MIFRIERR 7 v RZ7 LA L0EL, ZOMEIRIR»
HHIRICHE > TZE L THLND Z LA, BARNBEIZBIT 5 BRRBRAED &R
SNz,

o JBERTULILIYRWRIEG O, PCLRES TR MESE 72 ifiL/ N GRS AT 200 SR
R D,

o KISPEPME T LTWBIER] (77 « LAKRZ—) 3D,

o BIWERRBIRIL, 7 v RS LIUVRRERIE & [FIFREE,

DIEXD ., CS-747S 1%, 1 B 1 RIOREAOELICLY | BEOERERIIZ X TH £ L
X774y b VRITONT o 2%F L, REFEEBIIERN (PCD 258 H S 2 i
ZB GF ST LAALLAFEZE, ST LAALLAHEZE, REEPOIE, LERIIIEE) B ICH
LT, I0ENTRREEZRIET 200 LT b d,

6. S&E3Ck

1) 2010 4EIFER SRR RS EREFA. JCRAC/T — X & % — 201242 A 3 H.
Available from: http://www.j-circ.or.jp/jittai_chosa/jittai_chosa2010web.pdf

2)  TEERASRAEICISVT DHURER - FUIL/MEIRIEICBE T 2 A BT A > (2009 SESGETHD - H
AR T2 N E B &6 [RIAFFTEE. Available from: http:/www.j-circ.or.jp/guideline.

3) TP 100 mg 8T LY U HIRL 10% (1 g A ELER) ST v L HITRE 10% (100
g WHEEN) [IRMSCE] Y 7 4« TRUT ¢ ARG AE; 2009 4F 9 A SGET (5 14 1R).

4) CAPRIE Steering Committee. A randomised, blinded, trial of clopidogrel versus aspirin in
patients at risk of ischaemic events (CAPRIE). Lancet. 1996;348:1329-39.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
EFFIENT safely and effectively. See full prescribing information
for EFFIENT.

EFFIENT (prasugrel) tablets, for oral use

Initial U.S. Approval: 2009

WARNING: BLEEDING RISK

See full prescribing information for complete boxed warning.

« Effient can cause significant, sometimes fatal, bleeding (5.1,
5.2,6.1).

+ Do not use Effient in patients with active pathological bleeding
or a history of transient ischemic attack or stroke (4.1, 4.2).

« In patients 275 years of age, Effient is generally not
recommended, except in high-risk patients (diabetes or prior
MI), where its use may be considered (8.5).

* Do not start Effient in patients likely to undergo urgent
coronary artery bypass graft surgery (CABG). When possible,
discontinue Effient at least 7 days prior to any surgery (5.2).

« Additional risk factors for bleeding include: body weight
<60 kg; propensity to bleed; concomitant use of medications
that increase the risk of bleeding (5.1).

+ Suspect bleeding in any patient who is hypotensive and has
recently undergone coronary angiography, percutaneous
coronary intervention (PCl), CABG, or other surgical
procedures in the setting of Effient (5.1).

« If possible, manage bleeding without discontinuing Effient.
Stopping Effient increases the risk of subsequent
cardiovascular events (5.3).

. Patients with unstable angina or, non-ST-elevation myocardial
infarction (NSTEMI) (1.1).

. Patients with ST-elevation myocardial infarction (STEMI) when
managed with either primary or delayed PCI (1.1).

—memememmemmmeeeeeee--DOSAGE AND ADMINISTRATION —----mmemeeeeeeeeee

. Initiate treatment with a single 60-mg oral loading dose (2).

. Continue at 10-mg once daily with or without food. Consider 5-mg
once daily for patients <60 kg (2).

. Patients should also take aspirin (75-mg to 325-mg) daily (2).

—mmmmmmeemmmeeee---DOSAGE FORMS AND STRENGTHS -—---meeeee e
5-mg and 10-mg tablets (3)

CONTRAINDICATIONS

*  Active pathological bleeding (4.1)

. Prior transient ischemic attack or stroke (4.2)

. Hypersensitivity to prasugrel or any component of the product
(4.3)

—memmmmmmemmeeeeeeee—- WARNINGS AND PRECAUTIONS —-----mmmemeemmeemeeeee

. CABG-related bleeding: Risk increases in patients receiving
Effient who undergo CABG (5.2).

. Discontinuation of Effient: Premature discontinuation increases
risk of stent thrombosis, MI, and death (5.3).

»  Thrombotic thrombocytopenic purpura (TTP): TTP has been
reported with Effient (5.4).

. Hypersensitivity: Hypersensitivity including angioedema has been
reported with Effient including in patients with a history of
hypersensitivity reaction to other thienopyridines (5.5).

ADVERSE REACTIONS

~mmmmmeemmeeeeeneeeae RECENT MAJOR CHANGES -—----eemmeeeemeeeeeeeee
Warnings and Precautions

General Risk of Bleeding (5.1) 11/2012
INDICATIONS AND USAGE -------eeemmmeeeee e

Effient® is a P2Y;. platelet inhibitor indicated for the reduction of
thrombotic cardiovascular events (including stent thrombosis) in
patients with acute coronary syndrome who are to be managed with
PCI as follows:

Bleeding, including life-threatening and fatal bleeding, is the most
commonly reported adverse reaction (6.1).
To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-545-5979 or FDA at 1-800-FDA-1088 or
www.fda.gov/imedwatch
See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 11/2013
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FULL PRESCRIBING INFORMATION

WARNING: BLEEDING RISK

« Effient can cause significant, sometimes fatal, bleeding [see Warnings and Precautions (5.1, 5.2) and
Adverse Reactions (6.1)].

* Do not use Effient in patients with active pathological bleeding or a history of transient ischemic attack or
stroke [see Contraindications (4.1, 4.2)].

« In patients 275 years of age, Effient is generally not recommended, because of the increased risk of fatal
and intracranial bleeding and uncertain benefit, except in high-risk situations (patients with diabetes or a
history of prior MI) where its effect appears to be greater and its use may be considered [see Use in
Specific Populations (8.5)].

¢ Do not start Effient in patients likely to undergo urgent coronary artery bypass graft surgery (CABG). When
possible, discontinue Effient at least 7 days prior to any surgery [see Warnings and Precautions (5.2)].

¢ Additional risk factors for bleeding include: body weight <60 kg; propensity to bleed; concomitant use of
medications that increase the risk of bleeding (e.g., warfarin, heparin, fibrinolytic therapy, chronic use of
non-steroidal anti-inflammatory drugs [NSAIDs]) [see Warnings and Precautions (5.1)].

* Suspect bleeding in any patient who is hypotensive and has recently undergone coronary angiography,
percutaneous coronary intervention (PCl), CABG, or other surgical procedures in the setting of Effient [see
Warnings and Precautions (5.1)].

¢ If possible, manage bleeding without discontinuing Effient. Discontinuing Effient, particularly in the first
few weeks after acute coronary syndrome, increases the risk of subsequent cardiovascular events [see
Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE

1.1 Acute Coronary Syndrome

Effient® is indicated to reduce the rate of thrombotic cardiovascular (CV) events (including stent thrombosis) in
patients with acute coronary syndrome (ACS) who are to be managed with percutaneous coronary intervention (PCl) as
follows:

» Patients with unstable angina (UA) or non-ST-elevation myocardial infarction (NSTEMI).

+ Patients with ST-elevation myocardial infarction (STEMI) when managed with primary or delayed PCI.

Effient has been shown to reduce the rate of a combined endpoint of cardiovascular death, nonfatal myocardial
infarction (MI), or nonfatal stroke compared to clopidogrel. The difference between treatments was driven predominantly
by MI, with no difference on strokes and little difference on CV death [see Clinical Studies (14)].

It is generally recommended that antiplatelet therapy be administered promptly in the management of ACS
because many cardiovascular events occur within hours of initial presentation. In the clinical trial that established the
efficacy of Effient, Effient and the control drug were not administered to UA/NSTEMI patients until coronary anatomy was
established. For the small fraction of patients that required urgent CABG after treatment with Effient, the risk of significant
bleeding was substantial [see Warnings and Precautions (5.2)]. Because the large majority of patients are managed
without CABG, however, treatment can be considered before determining coronary anatomy if need for CABG is
considered unlikely. The advantages of earlier treatment with Effient must then be balanced against the increased rate of
bleeding in patients who do need to undergo urgent CABG.

2 DOSAGE AND ADMINISTRATION

Initiate Effient treatment as a single 60-mg oral loading dose and then continue at 10-mg orally once daily. Patients
taking Effient should also take aspirin (75-mg to 325-mg) daily [see Drug Interactions (7.3) and Clinical Pharmacology
(12.3)]. Effient may be administered with or without food [see Clinical Pharmacology (12.3) and Clinical Studies (14)].
Dosing in Low Weight Patients

Compared to patients weighing =60 kg, patients weighing <60 kg have an increased exposure to the active
metabolite of prasugrel and an increased risk of bleeding on a 10-mg once daily maintenance dose. Consider lowering the
maintenance dose to 5-mg in patients <60 kg. The effectiveness and safety of the 5-mg dose have not been prospectively
studied [see Warnings and Precautions (5.1), Adverse Reactions (6.1), and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
Effient 5-mg is available as a yellow, elongated hexagonal, film-coated, non-scored tablet:
» debossed with “5 MG” on one side and “4760” on the other side (original formulation)
OR
» debossed with “5121” on one side and 3 parallel arched lines followed by a “5” on the other side (revised
formulation)
Effient 10-mg is available as a beige, elongated hexagonal, film-coated, non-scored tablet:
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* debossed with “10 MG” on one side and with “4759” on the other side (original formulation)

OR

* debossed with “5123” on one side and 3 parallel arched lines followed by a “10” on the other side (revised
formulation)

4 CONTRAINDICATIONS

41 Active Bleeding
Effient is contraindicated in patients with active pathological bleeding such as peptic ulcer or intracranial
hemorrhage [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

4.2 Prior Transient Ischemic Attack or Stroke

Effient is contraindicated in patients with a history of prior transient ischemic attack (TIA) or stroke. In TRITONDI
TIMI 38 (TRial to Assess Improvement in Therapeutic Outcomes by Optimizing Platelet InhibitioN with Prasugrel), patients
with a history of TIA or ischemic stroke (>3 months prior to enroliment) had a higher rate of stroke on Effient (6.5%; of
which 4.2% were thrombotic stroke and 2.3% were intracranial hemorrhage [ICH]) than on clopidogrel (1.2%; all
thrombotic). In patients without such a history, the incidence of stroke was 0.9% (0.2% ICH) and 1.0% (0.3% ICH) with
Effient and clopidogrel, respectively. Patients with a history of ischemic stroke within 3 months of screening and patients
with a history of hemorrhagic stroke at any time were excluded from TRITON-TIMI 38. Patients who experience a stroke
or TIA while on Effient generally should have therapy discontinued [see Adverse Reactions (6.1) and Clinical Studies
(14)].
4.3 Hypersensitivity

Effient is contraindicated in patients with hypersensitivity (e.g., anaphylaxis) to prasugrel or any component of the
product [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

5.1 General Risk of Bleeding

Thienopyridines, including Effient, increase the risk of bleeding. With the dosing regimens used in TRITON-TIMI
38, TIMI (Thrombolysis in Myocardial Infarction) Major (clinically overt bleeding associated with a fall in hemoglobin
25 g/dL, or intracranial hemorrhage) and TIMI Minor (overt bleeding associated with a fall in hemoglobin of 23 g/dL but
<5 g/dL) bleeding events were more common on Effient than on clopidogrel [see Adverse Reactions (6.1)]. The bleeding
risk is highest initially, as shown in Figure 1 (events through 450 days; inset shows events through 7 days).
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Figure 1: Non-CABG-Related TIMI Major or Minor Bleeding Events.

Suspect bleeding in any patient who is hypotensive and has recently undergone coronary angiography, PCI,
CABG, or other surgical procedures even if the patient does not have overt signs of bleeding.

Do not use Effient in patients with active bleeding, prior TIA or stroke [see Contraindications (4.1, 4.2)].

Other risk factors for bleeding are:

» Age 275 years. Because of the risk of bleeding (including fatal bleeding) and uncertain effectiveness in
patients 275 years of age, use of Effient is generally not recommended in these patients, except in high-risk
situations (patients with diabetes or history of myocardial infarction) where its effect appears to be greater and
its use may be considered [see Adverse Reactions (6.1), Use in Specific Populations (8.5), Clinical
Pharmacology (12.3), and Clinical Trials (14)].

» CABG or other surgical procedure [see Warnings and Precautions (5.2)].

*  Body weight <60 kg. Consider a lower (5-mg) maintenance dose [see Dosage and Administration (2), Adverse
Reactions (6.1), and Use in Specific Populations (8.6)].

* Propensity to bleed (e.g., recent trauma, recent surgery, recent or recurrent gastrointestinal (Gl) bleeding,
active peptic ulcer disease, severe hepatic impairment, or moderate to severe renal impairment) [see Adverse
Reactions (6.1) and Use in Specific Populations (8.7, 8.8)].

* Medications that increase the risk of bleeding (e.g., oral anticoagulants, chronic use of non-steroidal anti-
inflammatory drugs [NSAIDs], and fibrinolytic agents). Aspirin and heparin were commonly used in TRITONT]
TIMI 38 [see Drug Interactions (7.1, 7.2. 7.3), and Clinical Studies (14)].

Thienopyridines inhibit platelet aggregation for the lifetime of the platelet (7-10 days), so withholding a dose will not

be useful in managing a bleeding event or the risk of bleeding associated with an invasive procedure. Because the half-
life of prasugrel’s active metabolite is short relative to the lifetime of the platelet, it may be possible to restore hemostasis
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by administering exogenous platelets; however, platelet transfusions within 6 hours of the loading dose or 4 hours of the
maintenance dose may be less effective.

5.2 Coronary Artery Bypass Graft Surgery-Related Bleeding

The risk of bleeding is increased in patients receiving Effient who undergo CABG. If possible, Effient should be
discontinued at least 7 days prior to CABG.

Of the 437 patients who underwent CABG during TRITON-TIMI 38, the rates of CABG-related TIMI Major or Minor
bleeding were 14.1% in the Effient group and 4.5% in the clopidogrel group [see Adverse Reactions (6.1)]. The higher risk
for bleeding events in patients treated with Effient persisted up to 7 days from the most recent dose of study drug. For
patients receiving a thienopyridine within 3 days prior to CABG, the frequencies of TIMI Major or Minor bleeding were
26.7% (12 of 45 patients) in the Effient group, compared with 5.0% (3 of 60 patients) in the clopidogrel group. For patients
who received their last dose of thienopyridine within 4 to 7 days prior to CABG, the frequencies decreased to 11.3% (9 of
80 patients) in the prasugrel group and 3.4% (3 of 89 patients) in the clopidogrel group.

Do not start Effient in patients likely to undergo urgent CABG. CABG-related bleeding may be treated with
transfusion of blood products, including packed red blood cells and platelets; however, platelet transfusions within 6 hours
of the loading dose or 4 hours of the maintenance dose may be less effective.

5.3 Discontinuation of Effient

Discontinue thienopyridines, including Effient, for active bleeding, elective surgery, stroke, or TIA. The optimal
duration of thienopyridine therapy is unknown. In patients who are managed with PCl and stent placement, premature
discontinuation of any antiplatelet medication, including thienopyridines, conveys an increased risk of stent thrombosis,
myocardial infarction, and death. Patients who require premature discontinuation of a thienopyridine will be at increased
risk for cardiac events. Lapses in therapy should be avoided, and if thienopyridines must be temporarily discontinued
because of an adverse event(s), they should be restarted as soon as possible [see Contraindications (4.1, 4.2) and
Warnings and Precautions (5.1)].

5.4 Thrombotic Thrombocytopenic Purpura

Thrombotic thrombocytopenic purpura (TTP) has been reported with the use of Effient. TTP can occur after a brief
exposure (<2 weeks). TTP is a serious condition that can be fatal and requires urgent treatment, including
plasmapheresis (plasma exchange). TTP is characterized by thrombocytopenia, microangiopathic hemolytic anemia
(schistocytes [fragment red blood cells] seen on peripheral smear), neurological findings, renal dysfunction, and fever [see
Adverse Reactions (6.2)].

5.5 Hypersensitivity Including Angioedema
Hypersensitivity including angioedema has been reported in patients receiving Effient, including patients with a
history of hypersensitivity reaction to other thienopyridines [see Contraindications (4.3) and Adverse Reactions (6.2)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

The following serious adverse reactions are also discussed elsewhere in the labeling:

» Bleeding [see Boxed Warning and Warnings and Precautions (5.1, 5.2)]

*  Thrombotic thrombocytopenic purpura [see Warnings and Precautions (5.4)]

Safety in patients with ACS undergoing PCl was evaluated in a clopidogrel-controlled study, TRITON-TIMI 38, in
which 6741 patients were treated with Effient (60-mg loading dose and 10-mg once daily) for a median of 14.5 months
(5802 patients were treated for over 6 months; 4136 patients were treated for more than 1 year). The population treated
with Effient was 27 to 96 years of age, 25% female, and 92% Caucasian. All patients in the TRITON-TIMI 38 study were
to receive aspirin. The dose of clopidogrel in this study was a 300-mg loading dose and 75-mg once daily.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials cannot be directly compared with the rates observed in other clinical trials of another drug and may not reflect
the rates observed in practice.

Drug Discontinuation

The rate of study drug discontinuation because of adverse reactions was 7.2% for Effient and 6.3% for clopidogrel.
Bleeding was the most common adverse reaction leading to study drug discontinuation for both drugs (2.5% for Effient
and 1.4% for clopidogrel).

Bleeding

Bleeding Unrelated to CABG Surgery - In TRITON-TIMI 38, overall rates of TIMI Major or Minor bleeding adverse
reactions unrelated to coronary artery bypass graft surgery (CABG) were significantly higher on Effient than on
clopidogrel, as shown in Table 1.
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Table 1: Non-CABG-Related Bleeding® (TRITON-TIMI 38)

Effient Clopidogrel

(%) (%)
(N=6741) (N=6716)

TIMI Major or Minor bleeding 4.5 3.4
TIMI Major bleeding® 2.2 1.7
Life-threatening 1.3 0.8
Fatal 0.3 0.1
Symptomatic intracranial hemorrhage (ICH) 0.3 0.3
Requiring inotropes 0.3 0.1
Requiring surgical intervention 0.3 0.3
Requiring transfusion (=4 units) 0.7 0.5
TIMI Minor bleeding® 24 1.9

" Patients may be counted in more than one row.
® See 5.1 for definition.

Figure 1 demonstrates non-CABG related TIMI Major or Minor bleeding. The bleeding rate is highest initially, as
shown in Figure 1 (inset: Days 0 to 7) [see Warnings and Precautions (5.1)].
Bleeding by Weight and Age - In TRITON-TIMI 38, non-CABG-related TIMI Major or Minor bleeding rates in
patients with the risk factors of age 275 years and weight <60 kg are shown in Table 2.

Table 2: Bleeding Rates for Non-CABG-Related Bleeding by Weight and Age (TRITON-TIMI 38)

Major/Minor Fatal
Effient” Clopidogrel’ | Effient® | Clopidogrel”
(%) (%) (%) (%)
Weight <60 kg (N=308 Effient, N=356 clopidogrel) 10.1 6.5 0.0 0.3
Weight 260 kg (N=6373 Effient, N=6299 clopidogrel) 4.2 3.3 0.3 0.1
Age <75 years (N=5850 Effient, N=5822 clopidogrel) 3.8 2.9 0.2 0.1
Age 275 years (N=891 Effient, N=894 clopidogrel) 9.0 6.9 1.0 0.1

# 10-mg Effient maintenance dose
b 75-mg clopidogrel maintenance dose

Bleeding Related to CABG - In TRITON-TIMI 38, 437 patients who received a thienopyridine underwent CABG
during the course of the study. The rate of CABG-related TIMI Major or Minor bleeding was 14.1% for the Effient group
and 4.5% in the clopidogrel group (see Table 3). The higher risk for bleeding adverse reactions in patients treated with
Effient persisted up to 7 days from the most recent dose of study drug.

Table 3: CABG-Related Bleeding® (TRITON-TIMI 38)

Effient (%) Clopidogrel (%)
(N=213) (N=224)
TIMI Maijor or Minor bleeding 14.1 4.5
TIMI Maijor bleeding 11.3 3.6
Fatal 0.9 0
Reoperation 3.8 0.5
Transfusion of 25 units 6.6 2.2
Intracranial hemorrhage 0 0
TIMI Minor bleeding 2.8 0.9

@ Patients may be counted in more than one row.

Bleeding Reported as Adverse Reactions - Hemorrhagic events reported as adverse reactions in TRITON-TIMI 38
were, for Effient and clopidogrel, respectively: epistaxis (6.2%, 3.3%), gastrointestinal hemorrhage (1.5%, 1.0%),
hemoptysis (0.6%, 0.5%), subcutaneous hematoma (0.5%, 0.2%), post-procedural hemorrhage (0.5%, 0.2%),
retroperitoneal hemorrhage (0.3%, 0.2%), pericardial effusion/hemorrhage/tamponade (0.3%, 0.2%), and retinal

hemorrhage (0.0%, 0.1%).
Malignancies

During TRITON-TIMI 38, newly-diagnosed malignancies were reported in 1.6% and 1.2% of patients treated with
prasugrel and clopidogrel, respectively. The sites contributing to the differences were primarily colon and lung. In another
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Phase 3 clinical study of ACS patients not undergoing PCI, in which data for malignancies were prospectively collected,
newly-diagnosed malignancies were reported in 1.8% and 1.7% of patients treated with prasugrel and clopidogrel,
respectively. The site of malignancies was balanced between treatment groups except for colorectal malignancies. The
rates of colorectal malignancies were 0.3% prasugrel, 0.1% clopidogrel and most were detected during investigation of Gl
bleed or anemia. It is unclear if these observations are causally-related, are the result of increased detection because of
bleeding, or are random occurrences.
Other Adverse Events

In TRITON-TIMI 38, common and other important non-hemorrhagic adverse events were, for Effient and
clopidogrel, respectively: severe thrombocytopenia (0.06%, 0.04%), anemia (2.2%, 2.0%), abnormal hepatic function
(0.22%, 0.27%), allergic reactions (0.36%, 0.36%), and angioedema (0.06%, 0.04%). Table 4 summarizes the adverse
events reported by at least 2.5% of patients.

Table 4: Non-Hemorrhagic Treatment Emergent Adverse Events Reported by at Least 2.5% of Patients in Either

Group
Effient (%) Clopidogrel (%)
(N=6741) (N=6716)
Hypertension 7.5 71
Hypercholesterolemia/Hyperlipidemia 7.0 7.4
Headache 5.5 5.3
Back pain 5.0 4.5
Dyspnea 4.9 4.5
Nausea 4.6 4.3
Dizziness 4.1 4.6
Cough 3.9 4.1
Hypotension 3.9 3.8
Fatigue 3.7 4.8
Non-cardiac chest pain 3.1 3.5
Atrial fibrillation 29 3.1
Bradycardia 29 2.4
Leukopenia (<4 x 10° WBCIL) 2.8 3.5
Rash 2.8 2.4
Pyrexia 2.7 2.2
Peripheral edema 2.7 3.0
Pain in extremity 2.6 2.6
Diarrhea 2.3 2.6

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of Effient. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Blood and lymphatic system disorders — Thrombocytopenia, Thrombotic thrombocytopenic purpura (TTP) [see

Warnings and Precautions (5.4) and Patient Counseling Information (17)]

Immune system disorders — Hypersensitivity reactions including anaphylaxis [see Contraindications (4.3)]

7 DRUG INTERACTIONS

7.1 Warfarin
Coadministration of Effient and warfarin increases the risk of bleeding [see Warnings and Precautions (5.1) and
Clinical Pharmacology (12.3)].

7.2 Non-Steroidal Anti-Inflammatory Drugs
Coadministration of Effient and NSAIDs (used chronically) may increase the risk of bleeding [see Warnings and
Precautions (5.1)].

7.3 Other Concomitant Medications

Effient can be administered with drugs that are inducers or inhibitors of cytochrome P450 enzymes [see Clinical
Pharmacology (12.3)].

Effient can be administered with aspirin (75-mg to 325-mg per day), heparin, GPlIb/llla inhibitors, statins, digoxin,
and drugs that elevate gastric pH, including proton pump inhibitors and H, blockers [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
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8.1 Pregnancy

Pregnancy Category B - There are no adequate and well-controlled studies of Effient use in pregnant women.
Reproductive and developmental toxicology studies in rats and rabbits at doses of up to 30 times the recommended
therapeutic exposures in humans (based on plasma exposures to the major circulating human metabolite) revealed no
evidence of fetal harm; however, animal studies are not always predictive of a human response. Effient should be used
during pregnancy only if the potential benefit to the mother justifies the potential risk to the fetus.

In embryo fetal developmental toxicology studies, pregnant rats and rabbits received prasugrel at maternally toxic
oral doses equivalent to more than 40 times the human exposure. A slight decrease in pup body weight was observed;
but, there were no structural malformations in either species. In prenatal and postnatal rat studies, maternal treatment with
prasugrel had no effect on the behavioral or reproductive development of the offspring at doses greater than 150 times
the human exposure [see Nonclinical Toxicology (13.1)].

8.3 Nursing Mothers

It is not known whether Effient is excreted in human milk; however, metabolites of Effient were found in rat milk.
Because many drugs are excreted in human milk, prasugrel should be used during nursing only if the potential benefit to
the mother justifies the potential risk to the nursing infant.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been established [see Clinical Pharmacology (12.3)].

8.5 Geriatric Use

In TRITON-TIMI 38, 38.5% of patients were 265 years of age and 13.2% were =75 years of age. The risk of
bleeding increased with advancing age in both treatment groups, although the relative risk of bleeding (Effient compared
with clopidogrel) was similar across age groups.

Patients =75 years of age who received Effient 10-mg had an increased risk of fatal bleeding events (1.0%)
compared to patients who received clopidogrel (0.1%). In patients =75 years of age, symptomatic intracranial hemorrhage
occurred in 7 patients (0.8%) who received Effient and in 3 patients (0.3%) who received clopidogrel. Because of the risk
of bleeding, and because effectiveness is uncertain in patients =75 years of age [see Clinical Studies (14)], use of Effient
is generally not recommended in these patients, except in high-risk situations (diabetes and past history of myocardial
infarction) where its effect appears to be greater and its use may be considered [see Warnings and Precautions (5.1),
Clinical Pharmacology (12.3), and Clinical Studies (14)].

8.6 Low Body Weight

In TRITON-TIMI 38, 4.6% of patients treated with Effient had body weight <60 kg. Individuals with body weight
<60 kg had an increased risk of bleeding and an increased exposure to the active metabolite of prasugrel [see Dosage
and Administration (2), Warnings and Precautions (5.1), and Clinical Pharmacology (12.3)]. Consider lowering the
maintenance dose to 5-mg in patients <60 kg. The effectiveness and safety of the 5-mg dose have not been prospectively
studied [see Dosage and Administration (2) and Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No dosage adjustment is necessary for patients with renal impairment. There is limited experience in patients with
end-stage renal disease, but such patients are generally at higher risk of bleeding [see Warnings and Precautions (5.1)
and Clinical Pharmacology (12.3)].

8.8 Hepatic Impairment

No dosage adjustment is necessary in patients with mild to moderate hepatic impairment (Child-Pugh Class A and
B). The pharmacokinetics and pharmacodynamics of prasugrel in patients with severe hepatic disease have not been
studied, but such patients are generally at higher risk of bleeding [see Warnings and Precautions (5.1) and Clinical
Pharmacology (12.3)].

8.9 Metabolic Status

In healthy subjects, patients with stable atherosclerosis, and patients with ACS receiving prasugrel, there was no
relevant effect of genetic variation in CYP2B6, CYP2C9, CYP2C19, or CYP3A5 on the pharmacokinetics of prasugrel’s
active metabolite or its inhibition of platelet aggregation.

10 OVERDOSAGE

10.1 Signs and Symptoms

Platelet inhibition by prasugrel is rapid and irreversible, lasting for the life of the platelet, and is unlikely to be
increased in the event of an overdose. In rats, lethality was observed after administration of 2000 mg/kg. Symptoms of
acute toxicity in dogs included emesis, increased serum alkaline phosphatase, and hepatocellular atrophy. Symptoms of
acute toxicity in rats included mydriasis, irregular respiration, decreased locomotor activity, ptosis, staggering gait, and
lacrimation.

10.2 Recommendations about Specific Treatment
Platelet transfusion may restore clotting ability. The prasugrel active metabolite is not likely to be removed by
dialysis.
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1 DESCRIPTION

Effient contains prasugrel, a thienopyridine class inhibitor of platelet activation and aggregation mediated by the
P2Y,, ADP receptor. Effient is formulated as the hydrochloride salt, a racemate, which is chemically designated as 51
[(1RS)-2-cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-4,5,6,7-tetrahydrothieno[3,2-c]pyridin-2-yl acetate hydrochloride.
Prasugrel hydrochloride has the empirical formula C,H20FNO3;S*HCI representing a molecular weight of 409.90. The
chemical structure of prasugrel hydrochloride is:

O
O
ch*om’“ Hel
F

Prasugrel hydrochloride is a white to practically white solid. It is soluble at pH 2, slightly soluble at pH 3 to 4, and
practically insoluble at pH 6 to 7.5. It also dissolves freely in methanol and is slightly soluble in 1- and 2-propanol and
acetone. It is practically insoluble in diethyl ether and ethyl acetate.

Effient is available for oral administration as 5-mg or 10-mg elongated hexagonal, film-coated, non-scored tablets,
debossed on each side. Each yellow 5-mg tablet is manufactured with 5.49 mg prasugrel hydrochloride, equivalent to 50
mg prasugrel and each beige 10-mg tablet with 10.98 mg prasugrel hydrochloride, equivalent to 10-mg of prasugrel.
Original Formulation

During manufacture and storage, partial conversion from prasugrel hydrochloride to prasugrel free base may
occur. Other ingredients include mannitol, hypromellose, croscarmellose sodium, microcrystalline cellulose, and vegetable
magnesium stearate. The color coatings contain lactose, hypromellose, titanium dioxide, triacetin, iron oxide yellow, and
iron oxide red (only in Effient 10-mg tablet).

Revised Formulation

Other ingredients include mannitol, hypromellose, low-substituted hydroxypropyl cellulose, microcrystalline
cellulose, sucrose stearate, and glyceryl behenate. The color coatings contain lactose, hypromellose, titanium dioxide,
triacetin, iron oxide yellow, and iron oxide red (only in Effient 10-mg tablet).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Prasugrel is an inhibitor of platelet activation and aggregation through the irreversible binding of its active
metabolite to the P2Y 4, class of ADP receptors on platelets.

12.2 Pharmacodynamics

Prasugrel produces inhibition of platelet aggregation to 20 uM or 5 yM ADP, as measured by light transmission
aggregometry. Following a 60-mg loading dose of Effient, approximately 90% of patients had at least 50% inhibition of
platelet aggregation by 1 hour. Maximum platelet inhibition was about 80% (see Figure 2). Mean steady-state inhibition of
platelet aggregation was about 70% following 3 to 5 days of dosing at 10-mg daily after a 60-mg loading dose of Effient.
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Figure 2: Inhibition (Mean*SD) of 20 uM ADP-induced Platelet Aggregation (IPA) Measured by Light Transmission
Aggregometry after Prasugrel 60-mg.

Platelet aggregation gradually returns to baseline values over 5-9 days after discontinuation of prasugrel, this time
course being a reflection of new platelet production rather than pharmacokinetics of prasugrel. Discontinuing clopidogrel
75-mg and initiating a prasugrel 10-mg maintenance dose with or without a prasugrel 60-mg loading dose results in a
decrease of 14 percentage points in maximum platelet aggregation (MPA) by Day 7. This decrease in MPA is not greater
than that typically produced by a 10-mg maintenance dose of prasugrel alone. The relationship between inhibition of
platelet aggregation and clinical activity has not been established.

5-mg in Low Body Weight Patients - In patients with stable coronary artery disease, mean platelet inhibition in
subjects <60 kg taking 5-mg prasugrel was similar to that of subjects 260 kg taking 10-mg prasugrel. The relationship
between inhibition of platelet aggregation and clinical activity has not been established.

12.3 Pharmacokinetics

Prasugrel is a prodrug and is rapidly metabolized to a pharmacologically active metabolite and inactive
metabolites. The active metabolite has an elimination half-life of about 7 hours (range 2-15 hours). Healthy subjects,
patients with stable atherosclerosis, and patients undergoing PCI show similar pharmacokinetics.

Absorption and Binding - Following oral administration, 279% of the dose is absorbed. The absorption and
metabolism are rapid, with peak plasma concentrations (C.x) of the active metabolite occurring approximately 30 minutes
after dosing. The active metabolite’s exposure (AUC) increases slightly more than proportionally over the dose range of 5
to 60-mg. Repeated daily doses of 10-mg do not lead to accumulation of the active metabolite. In a study of healthy
subjects given a single 15-mg dose, the AUC of the active metabolite was unaffected by a high fat, high calorie meal, but
Cmax Was decreased by 49% and T,.x was increased from 0.5 to 1.5 hours. Effient can be administered without regard to
food. The active metabolite is bound about 98% to human serum albumin.

Metabolism and Elimination - Prasugrel is not detected in plasma following oral administration. It is rapidly
hydrolyzed in the intestine to a thiolactone, which is then converted to the active metabolite by a single step, primarily by
CYP3A4 and CYP2B6 and to a lesser extent by CYP2C9 and CYP2C19. The estimates of apparent volume of distribution
of prasugrel’s active metabolite ranged from 44 to 68 L and the estimates of apparent clearance ranged from 112 to
166 L/hr in healthy subjects and patients with stable atherosclerosis. The active metabolite is metabolized to two inactive
compounds by S-methylation or conjugation with cysteine. The major inactive metabolites are highly bound to human
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plasma proteins. Approximately 68% of the prasugrel dose is excreted in the urine and 27% in the feces as inactive
metabolites.
Specific Populations

Pediatric - Pharmacokinetics and pharmacodynamics of prasugrel have not been evaluated in a pediatric
population [see Use in Specific Populations (8.4)].

Geriatric - In a study of 32 healthy subjects between the ages of 20 and 80 years, age had no significant effect on
pharmacokinetics of prasugrel’s active metabolite or its inhibition of platelet aggregation. In TRITON-TIMI 38, the mean
exposure (AUC) of the active metabolite was 19% higher in patients 275 years of age than in patients <75 years of age. In
a study in subjects with stable atherosclerosis, the mean exposure (AUC) to the active metabolite of prasugrel in subjects
275 years old taking a 5-mg maintenance dose was approximately half that seen in subjects 45 to 64 years old taking a
10-mg maintenance dose. [See Warnings and Precautions (5.1) and Use in Specific Populations (8.5)].

Body Weight - The mean exposure (AUC) to the active metabolite is approximately 30 to 40% higher in subjects
with a body weight of <60 kg than in those weighing 260 kg. In a study in subjects with stable atherosclerosis, the AUC of
the active metabolite on average was 38% lower in subjects <60 kg taking 5-mg (N=34) than in subjects =60 kg taking 1007
mg (N=38) [see Dosage and Administration (2), Warnings and Precautions (5.1), Adverse Reactions (6.1), and Use in
Specific Populations (8.6)].

Gender - Pharmacokinetics of prasugrel’s active metabolite are similar in men and women.

Ethnicity - Exposure in subjects of African and Hispanic descent is similar to that in Caucasians. In clinical
pharmacology studies, after adjusting for body weight, the AUC of the active metabolite was approximately 19% higher in
Chinese, Japanese, and Korean subjects than in Caucasian subjects.

Smoking - Pharmacokinetics of prasugrel’s active metabolite are similar in smokers and nonsmokers.

Renal Impairment - Pharmacokinetics of prasugrel’s active metabolite and its inhibition of platelet aggregation are
similar in patients with moderate renal impairment (CrCL=30 to 50 mL/min) and healthy subjects. In patients with end-
stage renal disease, exposure to the active metabolite (both C,.x and AUC (0-t,st)) was about half that in healthy controls
and patients with moderate renal impairment [see Warnings and Precautions (5.1) and Use in Specific Populations (8.7)].

Hepatic Impairment - Pharmacokinetics of prasugrel’s active metabolite and inhibition of platelet aggregation were
similar in patients with mild to moderate hepatic impairment compared to healthy subjects. The pharmacokinetics and
pharmacodynamics of prasugrel’s active metabolite in patients with severe hepatic disease have not been studied [see
Warnings and Precautions (5.1) and Use in Specific Populations (8.8)].

Drug Interactions
Potential for Other Drugs to Affect Prasugrel

Inhibitors of CYP3A - Ketoconazole (400 mg daily), a selective and potent inhibitor of CYP3A4 and CYP3A5, did
not affect prasugrel-mediated inhibition of platelet aggregation or the active metabolite’s AUC and T,.x, but decreased the
Crax by 34% to 46%. Therefore, CYP3A inhibitors such as verapamil, diltiazem, indinavir, ciprofloxacin, clarithromycin,
and grapefruit juice are not expected to have a significant effect on the pharmacokinetics of the active metabolite of
prasugrel [see Drug Interactions (7.3)].

Inducers of Cytochromes P450 - Rifampicin (600 mg daily), a potent inducer of CYP3A and CYP2B6 and an
inducer of CYP2C9, CYP2C19, and CYP2C8, did not significantly change the pharmacokinetics of prasugrel’s active
metabolite or its inhibition of platelet aggregation. Therefore, known CYP3A inducers such as rifampicin, carbamazepine,
and other inducers of cytochromes P450 are not expected to have significant effect on the pharmacokinetics of the active
metabolite of prasugrel [see Drug Interactions (7.3)].

Drugs that Elevate Gastric pH - Daily coadministration of ranitidine (an H, blocker) or lansoprazole (a proton pump
inhibitor) decreased the C,.x of the prasugrel active metabolite by 14% and 29%, respectively, but did not change the
active metabolite’s AUC and T« In TRITON-TIMI 38, Effient was administered without regard to coadministration of a
proton pump inhibitor or H, blocker [see Drug Interactions (7.3)].

Statins - Atorvastatin (80 mg daily), a drug metabolized by CYP450 3A4, did not alter the pharmacokinetics of
prasugrel’s active metabolite or its inhibition of platelet aggregation [see Drug Interactions (7.3)].

Heparin - A single intravenous dose of unfractionated heparin (100 U/kg) did not significantly alter coagulation or
the prasugrel-mediated inhibition of platelet aggregation; however, bleeding time was increased compared with either
drug alone [see Drug Interactions (7.3)].

Aspirin - Aspirin 150 mg daily did not alter prasugrel-mediated inhibition of platelet aggregation; however, bleeding
time was increased compared with either drug alone [see Drug Interactions (7.3)].

Warfarin - A significant prolongation of the bleeding time was observed when prasugrel was coadministered with
15-mg of warfarin [see Drug Interactions (7.1)].

Potential for Prasugrel to Affect Other Drugs

In vitro metabolism studies demonstrate that prasugrel’s main circulating metabolites are not likely to cause
clinically significant inhibition of CYP1A2, CYP2C9, CYP2C19, CYP2D6, or CYP3A, or induction of CYP1A2 or CYP3A.

Drugs Metabolized by CYP2B6 — Prasugrel is a weak inhibitor of CYP2B6. In healthy subjects, prasugrel
decreased exposure to hydroxybupropion, a CYP2B6-mediated metabolite of bupropion, by 23%, an amount not
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considered clinically significant. Prasugrel is not anticipated to have significant effect on the pharmacokinetics of drugs
that are primarily metabolized by CYP2B6, such as halothane, cyclophosphamide, propofol, and nevirapine.

Effect on Digoxin - The potential role of prasugrel as a Pgp substrate was not evaluated. Prasugrel is not an
inhibitor of Pgp, as digoxin clearance was not affected by prasugrel coadministration [see Drug Interactions (7.3)].

12.5 Pharmacogenomics
There is no relevant effect of genetic variation in CYP2B6, CYP2C9, CYP2C19, or CYP3A5 on the
pharmacokinetics of prasugrel’s active metabolite or its inhibition of platelet aggregation.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis - No compound-related tumors were observed in a 2-year rat study with prasugrel at oral doses up
to 100 mg/kg/day (>100 times the recommended therapeutic exposures in humans (based on plasma exposures to the
major circulating human metabolite). There was an increased incidence of tumors (hepatocellular adenomas) in mice
exposed for 2 years to high doses (>250 times the human metabolite exposure).

Mutagenesis - Prasugrel was not genotoxic in two in vitro tests (Ames bacterial gene mutation test, clastogenicity
assay in Chinese hamster fibroblasts) and in one in vivo test (micronucleus test by intraperitoneal route in mice).

Impairment of Fertility - Prasugrel had no effect on fertility of male and female rats at oral doses up to
300 mg/kg/day (80 times the human major metabolite exposure at daily dose of 10-mg prasugrel).

14 CLINICAL STUDIES

The clinical evidence for the effectiveness of Effient is derived from the TRITON-TIMI 38 (TRial to Assess
Improvement in Therapeutic Outcomes by Optimizing Platelet InhibitioN with Prasugrel) study, a 13,608-patient,
multicenter, international, randomized, double-blind, parallel-group study comparing Effient to a regimen of clopidogrel,
each added to aspirin and other standard therapy, in patients with ACS (UA, NSTEMI, or STEMI) who were to be
managed with PCI. Randomization was stratified for UA/NSTEMI and STEMI.

Patients with UA/NSTEMI presenting within 72 hours of symptom onset were to be randomized after undergoing
coronary angiography. Patients with STEMI presenting within 12 hours of symptom onset could be randomized prior to
coronary angiography. Patients with STEMI presenting between 12 hours and 14 days of symptom onset were to be
randomized after undergoing coronary angiography. Patients underwent PCI, and for both UA/NSTEMI and STEMI
patients, the loading dose was to be administered anytime between randomization and 1 hour after the patient left the
catheterization lab. If patients with STEMI were treated with thrombolytic therapy, randomization could not occur until at
least 24 hours (for tenecteplase, reteplase, or alteplase) or 48 hours (for streptokinase) after the thrombolytic was given.

Patients were randomized to receive Effient (60-mg loading dose followed by 10-mg once daily) or
clopidogrel (300-mg loading dose followed by 75-mg once daily), with administration and follow-up for a minimum of
6 months (actual median 14.5 months). Patients also received aspirin (75-mg to 325-mg once daily). Other therapies,
such as heparin and intravenous glycoprotein lIb/llla (GPIIb/Illa) inhibitors, were administered at the discretion of the
treating physician. Oral anticoagulants, other platelet inhibitors, and chronic NSAIDs were not allowed.

The primary outcome measure was the composite of cardiovascular death, nonfatal Ml, or nonfatal stroke in the
UA/NSTEMI population. Success in this group allowed analysis of the same endpoint in the overall ACS and STEMI
populations. Nonfatal Mls included both Mls detected solely through analysis of creatine kinase muscle-brain (CK-MB)
changes and clinically apparent (investigator-reported) Mls.

The patient population was 92% Caucasian, 26% female, and 39% 265 years of age. The median time from
symptom onset to study drug administration was 7 hours for patients with STEMI and 30 hours for patients with
UA/NSTEMI. Approximately 99% of patients underwent PCI. The study drug was administered after the first coronary
guidewire was placed in approximately 75% of patients.

Effient significantly reduced total endpoint events compared to clopidogrel (see Table 5 and Figure 3). The
reduction of total endpoint events was driven primarily by a decrease in nonfatal Mls, both those occurring early (through
3 days) and later (after 3 days). Approximately 40% of Mls occurred peri-procedurally and were detected solely by
changes in CK-MB. Administration of the clopidogrel loading dose in TRITON-TIMI 38 was delayed relative to the
placebo-controlled trials that supported its approval for ACS. Effient produced higher rates of clinically significant bleeding
than clopidogrel in TRITON-TIMI 38 [see Adverse Reactions (6.1)]. Choice of therapy requires balancing these
differences in outcome.

The treatment effect of Effient was apparent within the first few days, and persisted to the end of the study (see
Figure 3). The inset shows results over the first 7 days.
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Figure 3: Time to first event of CV death, MI, or stroke (TRITON-TIMI 38).

The Kaplan-Meier curves (see Figure 3) show the primary composite endpoint of CV death, nonfatal MI, or
nonfatal stroke over time in the UA/NSTEMI and STEMI populations. In both populations, the curves separate within the
first few hours. In the UA/NSTEMI population, the curves continue to diverge throughout the 15 month follow-up period. In
the STEMI population, the early separation was maintained throughout the 15 month follow-up period, but there was no

progressive divergence after the first few weeks.

Effient reduced the occurrence of the primary composite endpoint compared to clopidogrel in both the UA/NSTEMI
and STEMI populations (see Table 5). In patients who survived an on-study myocardial infarction, the incidence of
subsequent events was also lower in the Effient group.

Table 5: Patients with Outcome Events (CV Death, M, Stroke) in TRITON-TIMI 38

Patients with events

From Kaplan-Meier analysis

Effient Clopidogrel | Relative Risk Reduction (%)® | p-value
(%) (%) (95% CI)
UA/NSTEMI N=5044 N=5030
CV death, nonfatal MI, or nonfatal 9.3 11.2 18.0 (7.3, 27.4) 0.002
stroke
CV death 1.8 1.8 2.1 (-30.9, 26.8) 0.885
Nonfatal Ml 71 9.2 23.9 (12.7, 33.7) <0.001
Nonfatal Stroke 0.8 0.8 2.1(-51.3, 36.7) 0.922
STEMI N=1769 N=1765
CV death, nonfatal MI, or nonfatal 9.8 12.2 20.7 (3.2, 35.1) 0.019
stroke
CV death 2.4 3.3 26.2 (-9.4, 50.3) 0.129
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0.016
0.77

Nonfatal Ml 6.7 8.8 254 (5.2,41.2)
Nonfatal Stroke 1.2 1.1 -9.7 (-104.0, 41.0)
? RRR = (1-Hazard Ratio) x 100%. Values with a negative relative risk reduction indicate a relative risk increase.

The effect of Effient in various subgroups is shown in Figures 4 and 5. Results are generally consistent across pre-
specified subgroups, with the exception of patients with a history of TIA or stroke [see Contraindications (4.2)]. The
treatment effect was driven primarily by a reduction in nonfatal MI. The effect in patients 275 years of age was also
somewhat smaller, and bleeding risk is higher in these individuals [see Adverse Reactions (6.1)]. See below for analyses
of patients =275 years of age with risk factors.

Baseline Characteristics N Percent Events
Effient Clopidogrel
OVERALL-UA/NSTEMI 10074 9.9 124 E =
Age <65y 5987 7.5 10.0 —
>65y 4087 11.9 131 —
<75y 8672 8.2 10.5 —a—
>75y 1402 15.8 16.2 —a—
Gender Female 2724 10.3 ———
Male 7350 8.9 ——
Body Weight <60 kg 503 9.2 9.8 -
>60 kg 9458 9.2 111 —-—
Region North America 3538 9.6 1.9 —
United States 3382 9.7 12.2 —
South America 534 13.3 15.2 —
Western Europe 2527 8.8 9.8 —_—
Eastern Europe 2300 8.5 10.0 —_—
Rest of World 1175 9.1 131 e
Diabetes Mellitus Yes 2472 10.8 16.0 —
No 7602 8.8 10.0 — .
Metabolic Syndrome Yes 4511 9.1 11.5 —
No 5563 9.5 11 —-
Previous MI Yes 2075 12.9 15.8 —
No 7999 8.3 101 —a—
Previous PCI Yes 1697 12.0 14.8 —_—
No 8477 8.8 10.6 ——
Previous CABG Yes 957 16.0 18.2 —_—
No 9117 8.6 10.5 —a—
Previous TIA/Stroke Yes 405 18.3 12.5 =
No 9669 8.9 11.2 —a—
Time From Symptom Onset <24 h 3902 8.3 10.8 —
>24 h 5976 101 11.5 ——
Stent Type Drug-eluting >1 5225 9.2 109 ——
Bare Metal Only 4362 9.2 11.6 —
None 401 11.7 14.9 -
GP lib/llla Inhibitor Use Yes 5183 9.9 1.9 —
No 4891 8.7 10.5 —a—
0.2 0.5 1 2

Hazard Ratio

Effient better Clopidogrel better

Figure 4: Subgroup analyses for time to first event of CV death, Mi, or stroke (HR and 95% CI; TRITON-TIMI 38) —
UA/NSTEMI Patients.
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Baseline Characteristics N Percent Events
Effient Clopidogrel
OVERALL-STEMI 3534 10.0 124 +
Age <65y 2335 8.2 10.7 —
>65y 1199 13.4 15.1 —_——
<75y 3127 9.0 1.2 —a—
275y 407 16.8 194 _—1
Gender Female 799 10.8 134 _—
Male 2735 9.6 1.9 —
Body Weight <60 kg 165 121 15.9 bl
>60 kg 3311 9.4 1.8 —_—
Region North America 772 7.2 12.6 =
United States 677 7.8 1.5
South America 0 0 0
Western Europe 1026 10.3 12.6 _—
Eastern Europe 1022 10.9 12.9 —_—
Rest of World 714 10.6 10.4 _—
Diabetes Mellitus Yes 674 13.6 18.6 —_—
No 2860 9.0 10.7 —a—
Metabolic Syndrome Yes 1393 104 1.0 —
No 2141 9.4 13.0 —_—
Previous MI Yes 359 143 2.2
No 3175 94 1.2 —
Previous PCI Yes 233 14.9 20.2
No 3301 9.5 1.7 —_—
Previous CABG Yes 81 14.6 17.5
No 3453 9.7 121 —_—
Previous TIA/Stroke Yes 113 16.3 17.2
No 3421 9.7 121 —a
Time From Symptom Onset <12h 2438 10.1 15 —t
>12h 1094 9.4 14.0 —_—
Stent Type Drug-eluting >1 1158 8.2 1.3 —
Bare Metal Only 2099 10.3 123 —a—
None 168 17.2 18.5
GP lib/llla Inhibitor Use Yes 2220 10.3 13.2 —_—
No 1314 9.1 10.5 —_—
0.2 0.5

1
) Hazard Ratio >

Effient better Clopidogrel better

Figure 5: Subgroup analyses for time to first event of CV death, MI, or stroke (HR and 95% CI; TRITON-TIMI 38) —
STEMI Patients.

Effient is generally not recommended in patients =75 years of age, except in high-risk situations (diabetes mellitus
or prior MI) where its effect appears to be greater and its use may be considered. These recommendations are based on
subgroup analyses (see Table 6) and must be interpreted with caution, but the data suggest that Effient reduces ischemic
events in such patients.

Table 6: Subgroup Analyses for Time to First Event of CV Death, MI, or Stroke: Patients < or 275 Years of Age,
Diabetes, * Prior History of MI, All ACS Patient Population

Effient Clopidogrel .
N % with N 9% with Hazard Ratio
(95% CI)
events events

| Age 275

Diabetes - yes 249 14.9 234 21.8 0.64 (0.42, 0.97)

Diabetes - no 652 16.4 674 15.3 1.1 (0.83, 1.43)
| Age <75

Diabetes - yes 1327 10.8 1336 14.8 0.72 (0.58, 0.89)

Diabetes - no 4585 7.8 4551 9.5 0.82 (0.71, 0.94)
| Age 275

Prior Ml - yes 220 17.3 212 22.6 0.72 (0.47, 1.09)

Prior Ml - no 681 15.6 696 15.2 1.05 (0.80, 1.37)
| Age <75
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Prior MI - yes 1006 12.2 996 15.4 0.78 (0.62, 0.99)
Prior MI - no 4906 7.7 4891 9.7 0.78 (0.68, 0.90)

There were 50% fewer stent thromboses (95% C.I. 32% - 64%; p<0.001) reported among patients randomized to
Effient (0.9%) than among patients randomized to clopidogrel (1.8%). The difference manifested early and was
maintained through one year of follow-up. Findings were similar with bare metal and drug-eluting stents.

In TRITON-TIMI 38, prasugrel reduced ischemic events (mainly nonfatal MIs) and increased bleeding events [see
Adverse Reactions (6.1)] relative to clopidogrel. The findings are consistent with the intended greater inhibition of platelet
aggregation by prasugrel at the doses used in the study [see Clinical Pharmacology (12.2)]. There is, however, an
alternative explanation: both prasugrel and clopidogrel are pro-drugs that must be metabolized to their active moieties.
Whereas the pharmacokinetics of prasugrel’s active metabolite are not known to be affected by genetic variations in
CYP2B6, CYP2C9, CYP2C19, or CYP3A5, the pharmacokinetics of clopidogrel’s active metabolite are affected by
CYP2C19 genotype, and approximately 30% of Caucasians are reduced-metabolizers. Moreover, certain proton pump
inhibitors, widely used in the ACS patient population and used in TRITON-TIMI 38, inhibit CYP2C19, thereby decreasing
formation of clopidogrel’s active metabolite. Thus, reduced-metabolizer status and use of proton pump inhibitors may
diminish clopidogrel’s activity in a fraction of the population, and may have contributed to prasugrel’s greater treatment
effect and greater bleeding rate in TRITON-TIMI 38. The extent to which these factors were operational, however, is
unknown.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1  How Supplied
Effient (prasugrel) is available as elongated hexagonal, film-coated, non-scored tablets in the following strengths,
colors, imprints, and presentations:

Features Strengths

5-mg 10-mg
Tablet color yellow beige
Tablet imprint 5 10
Tablet imprint 5121 5123
Presentations and NDC Codes
Bottles of 30 0002-5121-30 0002-5123-30
Blisters 1D*24 0002-5121-52 NA
Blisters 1D*90 NA 0002-5123-77

* |denti Dose®, unit dose medication, Lilly

16.2 Storage and Handling
Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP controlled room temperature].
Dispense and keep product in original container. Keep container closed and do not remove desiccant from bottle.
Do not break the tablet.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide)

Benefits and Risks

+ Summarize the effectiveness features and potential side effects of Effient.

« Tell patients to take Effient exactly as prescribed.

* Remind patients not to discontinue Effient without first discussing it with the physician who prescribed Effient.
* Recommend that patients read the Medication Guide.

Bleeding
Inform patients that they:

»  will bruise and bleed more easily.
« will take longer than usual to stop bleeding.
« should report any unanticipated, prolonged, or excessive bleeding, or blood in their stool or urine.

Other Signs and Symptoms Requiring Medical Attention
+ Inform patients that TTP is a rare but serious condition that has been reported with Effient.
* Instruct patients to get prompt medical attention if they experience any of the following symptoms that
cannot otherwise be explained: fever, weakness, extreme skin paleness, purple skin patches, yellowing of
the skin or eyes, or neurological changes.

Reference ID: 3409278



18

* Inform patients that they may have hypersensitivity reactions including rash, angioedema, anaphylaxis, or
other manifestations. Patients who have had hypersensitivity reactions to other thienopyridines may have

hypersensitivity reactions to Effient.

Invasive Procedures

Instruct patients to:
» inform physicians and dentists that they are taking Effient before any invasive procedure is scheduled.

» tell the doctor performing the invasive procedure to talk to the prescribing health care professional before
stopping Effient.

Concomitant Medications
Ask patients to list all prescription medications, over-the-counter medications, or dietary supplements they are

taking or plan to take so the physician knows about other treatments that may affect bleeding risk (e.g., warfarin
and NSAIDs).

Effient® is a registered trademark of Eli Lilly and Company.
Manufactured by Eli Lilly and Company, Indianapolis, IN, 46285
Marketed by Daiichi Sankyo, Inc. and Lilly USA, LLC
Copyright ©2009, 2013 Daiichi Sankyo, Inc. and Eli Lilly and Company. All rights reserved.
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MEDICATION GUIDE
Effient® (Ef -fee-ent)

(prasugrel) tablets

Read this Medication Guide before you start taking Effient and each time you get a refill. There
may be new information. This Medication Guide does not take the place of talking with your
doctor about your medical condition or your treatment.

What is the most important information | should know about Effient?

Effient is used to lower your chance of having a heart attack or other serious problems
with your heart or blood vessels. But, Effient can cause bleeding, which can be serious,
and sometimes lead to death. You should not start to take Effient if it is likely that you
will have heart bypass surgery (coronary artery bypass graft surgery or CABG) right
away. You have a higher risk of bleeding if you take Effient and then have heart bypass
surgery.

Do not take Effient if you:

 currently have abnormal bleeding, such as stomach or intestinal bleeding, or
bleeding in your head

* have had a stroke or “mini-stroke” (also known as transient ischemic attack or TIA)

« are allergic to prasugrel or any of the ingredients in Effient. See the end of this
Medication Guide for a list of ingredients in Effient.

Get medical help right away if you think you may be having a stroke or TIA.
Symptoms that you may be having a stroke or TIA include:

* sudden slurring of speech,
* sudden weakness or numbness in one part of your body,
» sudden blurry vision, or sudden severe headache.

If you have a stroke or TIA while taking Effient, your doctor will probably stop
your Effient. Follow your doctor’s instructions about stopping Effient. Do not stop
taking Effient unless your doctor tells you to.

Before having any surgery you should talk to your doctor about stopping Effient. If
possible, Effient should be stopped at least 1 week (7 days) before any surgery, as
instructed by the doctor who prescribed Effient for you.

Your risk of bleeding while taking Effient may be higher if you also:

have had trauma, such as an accident or surgery

have stomach or intestine bleeding that is recent or keeps coming back, or you have a
stomach ulcer

have severe liver problems

have moderate to severe kidney problems

weigh less than 132 pounds

take other medicines that increase your risk of bleeding, including:
» warfarin sodium (Coumadin*, Jantoven*)
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» amedicine that contains heparin
» other medicines to prevent or treat blood clots
 regular daily use of non-steroidal anti-inflammatory drugs (NSAIDs)
Tell your doctor if you take any of these medicines. Ask your doctor if you are not sure if
your medicine is one listed above.
» Effient increases your risk of bleeding because it lessens the ability of your blood to clot.
While you take Effient:
» you will bruise and bleed more easily
» you are more likely to have nose bleeds
it will take longer for any bleeding to stop
» Call your doctor right away if you have any of these signs or symptoms of bleeding:
» unexpected bleeding or bleeding that lasts a long time
» bleeding that is severe or you cannot control
* pink or brown urine
 red or black stool (looks like tar)
* Dbruises that happen without a known cause or get larger
» cough up blood or blood clots
» vomit blood or your vomit looks like “coffee grounds”

» Do not stop taking Effient without talking to the doctor who prescribes it for you.
People who are treated with angioplasty and have a stent, and stop taking Effient
too soon, have a higher risk of a blood clot in the stent, having a heart attack, or
dying. If you must stop Effient because of bleeding, your risk of a heart attack may
be higher. See “What are the possible side effects of Effient?”” for more information
about side effects.

What is Effient?
Effient is a prescription medicine used to treat people who:

* have had a heart attack or severe chest pain that happens when your heart does not get
enough oxygen, and

» have been treated with a procedure called “angioplasty” (also called balloon angioplasty).

Effient is used to lower your chance of having another serious problem with your heart or blood
vessels, such as another heart attack, a stroke, blood clots in your stent, or death.

Platelets are blood cells that help with normal blood clotting. Effient helps prevent platelets from
sticking together and forming a clot that can block an artery or a stent.

It is not known if Effient is safe and works in children.

What should | tell my doctor before taking Effient?

Effient may not be right for you. Tell your doctor about all of your medical conditions, including
if you:
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have any bleeding problems
have had a stroke or “mini-stroke” (also known as transient ischemic attack or TIA)

are allergic to any medicines, including clopidogrel (Plavix*) or ticlopidine
hydrochloride (Ticlid*)

have a history of stomach ulcers, colon polyps, diverticulosis
have liver problems

have kidney problems

have had any recent severe injury or surgery

plan to have surgery or a dental procedure. See “What is the most important information |
should know about Effient?”

pregnant, or are planning to get pregnant. It is not known if Effient will harm your baby.

if you are breast-feeding. It is not known if Effient passes into your breast-milk. You and
your doctor should decide if you will take Effient or breast-feed. You should not do both
without talking with your doctor.

Tell all of your doctors and dentists that you are taking Effient. They should talk to the doctor
who prescribed Effient for you, before you have any surgery or invasive procedure.

Tell your doctor about all the medicines you take, including prescription and non-prescription
medicines, vitamins, and herbal supplements. Certain medicines may increase your risk of
bleeding. See “What is the most important information | should know about Effient?”

Know the medicines you take. Keep a list of them and show it to your doctor and pharmacist
when you get a new medicine.

How should | take Effient?

Take Effient exactly as prescribed by your doctor.
Take Effient one time each day.

You can take Effient with or without food.

Take Effient with aspirin as instructed by your doctor.

Your doctor will decide how long you should take Effient. Do not stop taking Effient
without first talking to the doctor who prescribed it for you. See “What is the most
important information | should know about Effient?”

If you miss a dose, take Effient as soon as you remember. If it is almost time for your
next dose, skip the missed dose. Just take the next dose at your regular time. Do not take
two doses at the same time unless your doctor tells you to.

If you take too much Effient, call your local emergency room or poison control center
right away.

Call your doctor or healthcare provider right away if you fall or injure yourself,
especially if you hit your head. Your doctor or healthcare provider may need to check
you.

What are the possible side effects of Effient?
Effient can cause serious side effects, including:
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» See “What is the most important information I should know about Effient?”

* A blood clotting problem called Thrombotic Thrombocytopenic Purpura (TTP).
TTP can happen with Effient, sometimes after a short time (less than 2 weeks). TTP is a
blood clotting problem where blood clots form in blood vessels and can happen all over
the body. TTP needs to be treated in a hospital right away, because you may die. Get
medical help right away if you have any of these symptoms and they cannot be explained
by another medical condition:

» purplish spots called purpura on the skin or mucous membranes (such as on the
mouth) due to bleeding under the skin

» paleness or jaundice (a yellowish color of the skin or eyes)

» feeling tired or weak

o fever

* fast heart rate or feeling short of breath

» headache, speech changes, confusion, coma, stroke, or seizure

* low amount of urine or urine that is pink-tinged or has blood in it
» stomach area (abdominal) pain, nausea, vomiting, or diarrhea
 visual changes

» Serious allergic reactions. Serious allergic reactions can happen with Effient, or if you
have had a serious allergic reaction to the medicine clopidogrel (Plavix*) or ticlopidine
(Ticlid*). Get medical help right away if you get any of these symptoms of a severe
allergic reaction while taking Effient.

» swelling or hives of your face, lips, in or around your mouth, or throat
* trouble breathing or swallowing
 chest pain or pressure
* dizziness or fainting
Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all of the possible side effects of Effient. For more information, ask your doctor or
pharmacist.

Call your doctor for medical advice about side effects.

You may report side effects to FDA at 1-800-FDA-1088.

How should | store Effient?
» Keep Effient at room temperature between 59°F to 86°F (15°C to 30°C).
» Keep Effient in the container it comes in.
» Keep the container closed tightly with the gray cylinder inside.
* Protect Effient from moisture.
Keep Effient and all medicines out of the reach of children.
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General Information about Effient

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
Do not use Effient for a condition for which it was not prescribed. Do not give your Effient to
other people, even if they have the same symptoms you have. It may harm them.

This Medication Guide summarizes the most important information about Effient. If you would
like more information about Effient, talk with your doctor or pharmacist. For more information,
call 1-800-545-5979 or go to the following website: www.effient.com

What are the ingredients in Effient?

Active Ingredient: prasugrel
Original Formulation

Inactive Ingredients: mannitol, hypromellose, croscarmellose sodium, microcrystalline cellulose,
and vegetable magnesium stearate. The color coatings contain lactose, hypromellose, titanium
dioxide, triacetin, iron oxide yellow, and iron oxide red (only in Effient 10 mg tablet).

Revised Formulation

Inactive Ingredients: mannitol, hypromellose, low-substituted hydroxypropy! cellulose,
microcrystalline cellulose, sucrose stearate, and glyceryl behenate. The color coatings contain
lactose, hypromellose, titanium dioxide, triacetin, iron oxide yellow, and iron oxide red (only in
Effient 10 mg tablet).

Effient® is a registered trademark of Eli Lilly and Company.
Revised: Month dd, yyyy

Manufactured by Eli Lilly and Company, Indianapolis, IN, 46285
Marketed by Daiichi Sankyo, Inc. and Lilly USA, LLC

-

) L

This Medication Guide has been approved by the U.S. Food and Drug Administration.
*The brands listed are trademarks of their respective owners and are not trademarks of Daiichi
Sankyo, Inc. or Eli Lilly and Company.

Copyright © 2009, yyyy Daiichi Sankyo, Inc. and Eli Lilly and Company. All rights
reserved.
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X, ARV DY AT REL 2D, BERITEETARETHIHIN, FEHEZO-DICTF
T Y VU EZ ISR IE L2 R SR WA, FTREZRIR Y BN G- & B
THOMENDD [ (F4.1 HEOGE 4.2 5H) W ONZEL R O EoFE (455.1 1H)

>

54 MMM ESEBER Thrombotic Thrombocytopenic Purpura

Effient {5512 X % e M i/ MR A PS5 BE thrombotic thrombocytopenic purpura (TTP) 73

Wl ST D, TTPIFEHIR (2 BHIAM) ORERRICHEILT 5 e H 5, TTP 5L

ICELARRMEOHHEEIERTHY . T AT = L— A (IHEH) 72 L OBREOIE

WBEVE LT 5, TTP OFFEIE. L/ MBAME thrombocytopenia, 5/ L4 fiE P4 35 1 4 22 i

microangiopathic hemolytic anemia [43ZRIMEK (W7 A AR ILEK) 25K MEBERIEAR TR il

5] . HREFAYT ML neurological findings, B FEREME T renal dysfunction, FEZN fever Th 5
[BITEH (4 62H) #XH4] .

55 M 7IE Angioedema % &7 piBEUE Hypersensitivity

fhoFx ) U 2RI U CTRBUESIE DEAERED & % B % 5, Effient & 585 T
& 7 IE angioedema % & o1 BUE hypersensitivity NS ST\ 5[5 (FF4.31H) kO°
BITER (35 6.21H) #ZpH]

6 EIVEA
6.1 EERRBRIZ T B8 A&

LT BB Z2EWERIIARA CEOMOEFT THERI N TN D,
fHif bleeding [ZEEAM, 0 ONZ B R OMEH _ EoEE (F55.11H, 4 5.2HH) #2504]
ARV ISR PE SR BIESR thrombotic thrombocytopenic purpura [ Z27 & OMEH _E D=
(#54H) 22

PCI ZffT L7- ACS BE DL AL, 7 un b R7 L vasti e L2 (TRITON-TIMI
38) TiHishTWb, ARBRTIL. B 6741 4 12xF L C Effient (¥][alE 17 FH & 60 mg %
Bh5#%, 10mg4a 1 B 1[E]) % 145 5 A (PRfE) &5 L7z (5802412 6 » HiE, 4136
K0 1 B E) , Effient % 5- & X, 27~96 7%, 225%™ &t 92% AN TH -7,
TRITON-TIMI38 DEFEEIZT ALY &2 &5 Lz, KRB TIZZn e K7 L a2YEE
i # 300 mg THG, ZTDH%IT7TSmg%a 1 H 1[EEE L,

FRIRRRER I I AR R R T TR S N D 720, ABRKRER TR0 b IZEWEM R =R Z | fho
AN DO BFARFAER TR0 LAV FIR &L HRIE T 5 2 L3 TE T, FLRKZHE T TROL
D FEHRE R LRV ATREMED & 5,

HEAB 5 1k

BIWERIC Xk B 367018 5 381, Effient BE T 7.2%., 7 2B R LARET63% ThoT-, &
HHIFCESTZRWERA T KRB HL72DX, WAl & & il bleeding Td -7 (Effient #£ T
25%, /7B E RITLIARET 1.4%) .



Hiifi. Bleeding

CABG IZBH# L 72 U Hiffi : TRITON-TIMI 38 Tk, FE#ER XA R 2ffF (CABG) 2B L7
W TIMI ESH#E D K i 3/ IO BITER O3B R1X, F 1I1RT X 912, Effient BED S
N7 RTUVARELVEAEIZE ST,

#1 : CABGIZEE L2V HHifn o3 B R (TRITON-TIMI 38)

Effient 7= 1 =l N
(%) (%)
(N =6741) (N =6716)

TIMIZEE D K H i 3 H i 4.5 3.4

TIMIEEHE D K H f® 2.2 1.7

Ay 2 3 L 1.3 0.8

EL I rantiig 0.3 0.1

iE e P BE 25 PN HH 1. 0.3 0.3

BR300 B 7 HE 1. 0.3 0.1

SREHII ADSAHL 7 A ifn 0.3 0.3

g (4HAZLL ) ApEE7e 0.7 0.5
HiIfn

TIMIEEHE D /)N f° 2.4 1.9

TR IER DT CI S A5 AR & s

PERICOWVWTITES IEHA SR,

X112, CABGIZREIHE L 72 WTIMIEHE D K i i3/ ME L O R B R 279, K1 FFEAK : 0
~7HH) IR T L9012, FE5WH OHIM bleedingD I B RN @ [ZEEHEROMEH Lo

R (F5.170) 22K

R EE N OVERS R O H IS4 © TRITON-TIMI 38123317 5, HiIfL Y 2 7 K1 (GFEE75mLL F &
MRE60 kgRdii) %5 5 BH OCABGIZBE L 72 WTIMIFEE O K H 1 S i3/ i o8 B

REFUTRT,

# 2 : CABG ICEHE L2 WHIMORHER ((KE KR UOERT])

(TRITON-TIMI 38)

RH /7N i ek
Effient' | 7 u v KZ L ? | Effient' | 7 ube® K7 La?b

(%) (%) (%) (%)
R 60 kg AU (Effient : N =308, 10.1 6.5 0.0 0.3
bt K7L N=356)
{KE 60 kg LI (Effient : N =6373, 4.2 33 0.3 0.1
Jua b RJ7 L)L N=6299)
i 75 AT (Effient : N = 5850, 3.8 2.9 0.2 0.1
/e K7L N=5822)
M 75 LA (Effient : N =891, 9.0 6.9 1.0 0.1
7t K7Ll N=2894)

* Effient #£F7H & 10 mg
7t R LVHERE R 75 mg

CABG |ZB5:# 9 2 Hiifl : TRITON-TIMI 38 Tli, sBR#ihicF— v &b HEE 437
412 CABG % %E i L7-, CABG IZR# 95 TIMI M K H i i3/ i O R BRI




Effient BT 14.1%., 7 0 R LAFETA45% Tho7- (F3BM) . Effient I 5-HBEDOH
Ifi. bleeding DEWEH DO U A 71%, EHIEOPBIEE 576 &R 7 A EFHRE L7z,

% 3 : CABG (CEBE#ET 5 HiLDZEBHER * (TRITON-TIMI 38)

Effient (%) sav RI7Ln (%)
(N=213) (N =224)
TIMIUEHE D i S 130 H i 14.1 4.5
TIMIZEEYE D K H I 11.3 3.6
eI s 0.9 0
Il 3.8 0.5
SEANL LA b o, 6.6 2.2
SHZE PN H I 0 0
TIMI JEHE D /N H I 2.8 0.9

EE RO CAR S VB RN B 5.

FITEH & U T X 4172 Hilfl bleeding— TRITON-TIMI 38 CRIVEH & L Ci#fil 7= A
ANy M X, B epistaxis (Effientff6.2%, 7 0¥ R L VRE33%) . BHAGHIM
gastrointestinal hemorrhage (Effient#1.5%., 7 2t K27 L/LEEL.0%) | P& hemoptysis

(Effientf£0.6%., 7 = & R L L#£0.5%) . S TIL#E subcutaneous hematoma (Effientf0.5%.
7 a e K7 UVEE02%) . ALE T4 H M post-procedural hemorrhage (Effientf£0.5%, 7 7 &' K
T VIVER0.2%) . ZMENEH I retroperitoneal hemorrhage (Effientf£0.3%, 27 2 & N2 L L
0.2%) . DEWRATE /ODFEN ML, OB # R —F pericardial
effusion/hemorrhage/tamponade (Effient#£0.3%, 7 2t K27 LLEE0.2%) . M OWEEIH i
retinal hemorrhage (Effient#£0.0%, 7 2 & K7 L/LE0.1%) Tho7o,

LM E Malignancies

TRITON-TIMI 38zRBR (2, #7212 HEME IS malignancies & 2 SN BE OEIRIZT T AT
LIVRBETL.6%, 7 u B R LARETI2% Ch ol ZOENEUFHAMITES U THBEX
Wi Th o7z, PClE TE L TV WACSEE x4t & L0 BINFERER Iz BT, Eik
MBS Z B9~ 2 Rl S WFPET — &2 DUEE S 4L, Bric ISR & 2k s - B oElEIL, 7
FATVUNRETLI8%, 7t R LARETLI% Th o T-, FEIGEGFELIINCIlX, IR
EALICHEE CEITRO bR o Tz, FEBEGEORBRILT T AT VAR T03%, 7=
ERZULAHET1%TH Y, ZiLH DL  ITHLE H o8 i OMRE DRI S vz,
TS ORI ORBDERNER G L REBURR H L5008 5 H>, HilLFGIC L 2o
IMZFED S DINE I D, BHDHVIIBIRFBITH LN E I DIIRHATH S,

ZDMDOFEEREL

TRITON-TIMI 38 C£ < #B® LI O B R e IEH MDA FEFGIL, HEE O /M E
thrombocytopenia (Effientf#£0.06%., 7 &t N2 L /L#£0.04%) . Al anemia (Effientfi$2.2%.
7 a7 UVEE2.0%) . JTFH%EE 2L % abnormal hepatic function (Effient#£0.22%, 7 2 & K2
LILEE0.27%) . 7 L L X —[i allergic reaction (Effientf£0.36%., 7 v K7 L LEE
0.36%) . KON V#E angioedema (Effientf£0.06%, 2 7 & K27 LL#£0.04%) Th oz,
BED25%L ETHE SNT-AEFRERUERNT D,




F4 : WTIDLORED25% U EOBETHEIN-, IBET CEA LLIEHLEOFESRES

Effient (%) 7 RZ7LL (%)
(N =6741) (N =6716)

7 [+ Hypertension 7.5 7.1
B L AT a— VIE /S S L E 7.0 7.4
Hypercholesterolemia/Hyperlipidemia

9AJ% Headache 5.5 53
9% Back pain 5.0 4.5
I A Dyspnea 4.9 4.5
H0 Nausea 4.6 4.3
VB8 F VY Dizziness 4.1 4.6
%k Cough 3.9 4.1
{10+ Hypotension 3.9 3.8
J52 77 Fatigue 3.7 4.8
FE.LiEME M99 Non-cardiac chest pain 3.1 3.5
L FAAE) Atrial fibrillation 2.9 3.1
#2Jk Bradycardia 2.9 2.4
M 1 Bk iE Leukopenia (L ER%EL 2.8 3.5
4x10°/LA#)

79 Rash 2.8 2.4
HEN Pyrexia 2.7 2.2
KA MEFAIE Peripheral edema 2.7 3.0
VU Pain in extremity 2.6 2.6
T Diarrhea 2.3 2.6

6.2  TARTRDfEFAREER

HKFB% O Effient fEHPIC TRROREADPHEZRE I TS, T ORIWERIL, BEAHO
REMNOOHFEREIZL DD TH D720, HEBHEOEFIZE Y HHESCEELEE L
DRREERDOFELWRETH D LITR B 720,

MIKRE J NV 23R BEZE Blood and lymphatic system disorders— Ifil./ M/ E
thrombocytopenia, L2 ML/ NI PHEZEEESP thrombotic thrombocytopenic purpura (TTP)
[E5 Rk OMEM EOVEE (8 5.41H) 22H]

SR IEZE Immune system disorders—1BEUE )i hypersensitivity reaction (77 4 7% v —
anaphylaxisZ%1p) [FE2 (F4.31H) ZZMH]

7 KWAE B AR

7.1 U777y v
Effient # VL7 7 U U LA G T A L HMY A7 0N&EE D [EBEEOMEHR EoEE (5
5.1H) #=H]

72 FERTuA FERREZE (NSAID)
Effient 2 NSAID & (E#) G T HMY A7 &L DN b D [EE L O
HEDEE (F51H) #20E]




7.3 F DO
Effient [X, 7 b7 10— A P450 BER OFFSHI OIRER & OFHE 5T L TE 5,

Effient /X, 7 AU > (75mg/H~325mg/H) . ~/ U GPIb/lafHEH, A ¥ F |
vakxir, RKOHWNpH # LR SELEHESN (e RO THERSCH, 7 e vy 1 —%
i) CPFHBEETZ N TE D,

8 Rl H~D 5

8.1 4

KF DG VE~DJEBRIE I HEE B

T2k 5 Effient O GIZOWTC, @) extiaE s, LEFBINRBRITEKR S
TV, 7y MEROTHFXICe N OHERERRIREEORKI0GOHE (B FOEELRE
BRAHEOIMETIRGEEICESL) 285 LAt iEtaik i, BE~0EE2RT
AT o 720, BB b b hORIGNST LE FRITE 2000 TR, HiRF
D Effient O H1E, FHE~DXRT 4 v FOREEENKRIIE~DO Y 27 Owiett % LBl 58
BIZRD Z &,

IR« BB IRRAFMERBRICB W T, fIET v NEROMHR Y Y2, RMARICEELRHE (e b
IRFR RO 40 [FBIZFEY) TT I AT L0 &kE Lz, HAEROIKEN LTI
T2, WTENOEMREIZ L IBEERE IR b otz, 7 v bOHARTILR OHAERZ OR
BRICBWT, b MBEREDO IS0FBOHE TR I A7 L a5 LT, HAERD
ITEN R OVEFER A ~DFRBITFRD b Lo T2,

83 A

Effient 73 b NI HPICHATT 5008 2 NEAATH D2, 7 v ML IS Effient DILHHY
RRBH NI, L OEHSE ML PICBITT 2 2L b, BATOT T AT L ORE
1T, RHE~DORET v NOAEEERLIE~D U 27 OFHENEE BRI HADHR LT _ET
b5,

84 /pR~DEE
/N T OESffientD 22 M M OV MM I HESL S Ty,
8.5 EEE A~ E

TRITON-TIMI 38 T, HBFE D 38.5%M 65 mkLh b 13.2%2° 75 ECThH 7=, Mt GHE L
HAEENAEWIEE MY A7 BHER U=, MR Y 227 (Effient X7 2 & K7 L)L) &
REMWBECREETH - 72,

75 L EOBRF T, Bt A X2 F D U A7 A3 Effient 10 mg #E (1.0%) Tz o v
RZULARE (0.1%) ISk L TED -T2, 15 EDHE T, Effient Z4% 5 L7- 74

(0.8%) K7 v R7 L vZ2HEE L1234 (03%) IZIEGMEIAZEA I symptomatic
intracranial hemorrhage 23 %81 L 72, Effient |$ 75 UL EOBEF TR L THIIMY X7 3% 1 |
PR 2 A PE DS HERR S T ez ed 75 7Bl B D A~ 13 Effient D513 —fRAIZHEDE
IHL7RN, T272 L, Effient DFIRDBRKENEEZ B, @ U A7 EBE (BERFEEE O



EOBERRAEF T HHEE) IZBWTIL, ZORY TlidZew [BEROMH EDOEE (545 5.1
H) 2]

8.6 {KIKE

TRITON-TIMI 38 Ci%, Effient %583 D 4.6%I3RE ) 60 kg Kiiis TH > 7=, 60 kg A5 D

BT Y A7 NEKRK L, 7T AT LIUVIEEREIM OBRENRE L 25720 [HIEK OH
& (F2H) WNZEBLEROMEH EoES (F5.1H) #20] | HFHELZ SmgllilE

THIEEEETLZ L, HESmgOANMMERONZE2EERE Lm0 AT 7 ¢ 73 Bk
WESEE STV [HER O HE (F2H) =20

8.7  EHREEE
BHRRERRE O & 5 BA K L THEREH OB BT 20, KRB R ERE T 2R EHRRIT

IRV, TBEZ DO L ) e BEIIHM Y 27 nmy (B R OMEH EoyEE (FF5.1E) %
2]

8.8  JTHEREREE

R~ (Child-Pugh 7758 A X OF B) OB HEF 126 L CHEME O LEITR0,
FHEOTEBEREZ 2SR L L2 7T 27 L L Oy ERE R & OSE /)2 0038k 133506 L T
RV BEZO XS RBFIIHMY 2T BNE [BEROER EOMEE (5.1 1H) 22
.

8.9 R

T ATV IVEERS U EERE . BET T u— LIk LIEEE . KON ACS BE I

BT, CYP2B6. CYP2C9. CYP2C19 XX CYP3AS5 OE{mMIZEEIN T Z 2 7 L uiE AT
WM DOIEMBNER NT T AT L)W K D M/IMREREREICEE R B KIFT 2 &idehotz,
10 WERE

10.1 R OYER

7T AT VL X A IR EER TGRSR Z 0 R TH D, /IR O e IR F X
TERD Frfe L, WERE L7eGE bIEHOHERITZRVWEE X HN5, 7 > T 2000 mgkg

¥ G%, ENBEINT-, A X CEZEIN-AMENERIE, mek, yEs 70 Yk
A7 72— R EOWFHRZERE CH 72, 7 v F TBEINZAMEIEERIL, #giE, R
BN BFEES T, IRIETHE, XADIBHT, KOWER TH -7,

102 BEITREAE

MR &V BEERE A FIE T & 2 RN B D, 7T R 7 LWIEMHEREILENT TIdbR
EIhnweEzbhns,
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Efient 5 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 5 mg prasugrel (as hydrochloride).
Excipient with known effect: Each tablet contains 2.7 mg lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Yellow and double-arrow shaped tablets, debossed with “5 MG” on one side and “4760” on the other.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Efient, co-administered with acetylsalicylic acid (ASA), is indicated for the prevention of
atherothrombotic events in adult patients with acute coronary syndrome (i.e. unstable angina, non-ST
segment elevation myocardial infarction [UA/NSTEMI] or ST segment elevation myocardial
infarction [STEMI]) undergoing primary or delayed percutaneous coronary intervention (PCI).

For further information please refer to section 5.1.

4.2  Posology and method of administration

Posology
Adults

Efient should be initiated with a single 60 mg loading dose and then continued at 10 mg once a day. In
UA/NSTEMI patients, where coronary angiography is performed within 48 hours after admission, the
loading dose should only be given at the time of PCI (see sections 4.4, 4.8 and 5.1). Patients taking
Efient should also take ASA daily (75 mg to 325 mg).

In patients with acute coronary syndrome (ACS) who are managed with PCI, premature
discontinuation of any antiplatelet agent, including Efient, could result in an increased risk of
thrombosis, myocardial infarction or death due to the patient’s underlying disease. A treatment of up
to 12 months is recommended unless the discontinuation of Efient is clinically indicated (see sections
4.4 and5.1).

Patients > 75 years old

The use of Efient in patients > 75 years of age is generally not recommended. If, after a careful
individual benefit/risk evaluation by the prescribing physician (see section 4.4), treatment is deemed
necessary in the patients age group > 75 years, then following a 60 mg loading dose a reduced
maintenance dose of 5 mg should be prescribed. Patients > 75 years of age have greater sensitivity to
bleeding and higher exposure to the active metabolite of prasugrel (see sections 4.4, 4.8, 5.1 and 5.2).

Patients weighing < 60 kg

Efient should be given as a single 60 mg loading dose and then continued at a 5 mg once daily dose.
The 10 mg maintenance dose is not recommended. This is due to an increase in exposure to the active
metabolite of prasugrel, and an increased risk of bleeding in patients with body weight < 60 kg when




given a 10 mg once daily dose compared with patients > 60 kg (see sections 4.4, 4.8 and 5.2).

Renal impairment

No dose adjustment is necessary for patients with renal impairment, including patients with end stage
renal disease (see section 5.2). There is limited therapeutic experience in patients with renal
impairment (see section 4.4).

Hepatic impairment

No dose adjustment is necessary in subjects with mild to moderate hepatic impairment (Child Pugh
class A and B) (see section 5.2). There is limited therapeutic experience in patients with mild and
moderate hepatic dysfunction (see section 4.4). Efient is contraindicated in patients with severe
hepatic impairment (Child Pugh class C).

Paediatric population
The safety and efficacy of Efient in children below age 18 has not been established. No data are
available.

Method of administration

For oral use. Efient may be administered with or without food. Administration of the 60 mg prasugrel
loading dose in the fasted state may provide most rapid onset of action (see section 5.2). Do not crush
or break the tablet.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Active pathological bleeding.

History of stroke or transient ischaemic attack (TIA).

Severe hepatic impairment (Child Pugh class C).

4.4  Special warnings and precautions for use

Bleeding risk
In the phase 3 clinical trial (TRITON) key exclusion criteria included an increased risk of bleeding;

anaemia; thrombocytopaenia; a history of pathological intracranial findings. Patients with acute

coronary syndromes undergoing PCI treated with Efient and ASA showed an increased risk of major

and minor bleeding according to the TIMI classification system. Therefore, the use of Efient in

patients at increased risk of bleeding should only be considered when the benefits in terms of

prevention of ischaemic events are deemed to outweigh the risk of serious bleedings. This concern

applies especially to patients:

* > 75 years of age (see below).

« with a propensity to bleed (e.g. due to recent trauma, recent surgery, recent or recurrent
gastrointestinal bleeding, or active peptic ulcer disease)

* with body weight < 60 kg (see sections 4.2 and 4.8). In these patients the 10 mg maintenance dose is
not recommended. A 5 mg maintenance dose should be used.

 with concomitant administration of medicinal products that may increase the risk of bleeding,
including oral anticoagulants, clopidogrel, non-steroidal anti-inflammatory drugs (NSAIDs), and
fibrinolytics.

For patients with active bleeding for whom reversal of the pharmacological effects of Efient is
required, platelet transfusion may be appropriate.

The use of Efient in patients >75 years of age is generally not recommended and should only be
undertaken with caution after a careful individual benefit/risk evaluation by the prescribing physician
indicates that benefits in terms of prevention of ischaemic events outweigh the risk of serious
bleedings. In the phase 3 clinical trial these patients were at greater risk of bleeding, including fatal
bleeding, compared to patients <75 years of age. If prescribed, a lower maintenance dose of 5 mg
should be used; the 10 mg maintenance dose is not recommended (see sections 4.2 and 4.8).



Therapeutic experience with prasugrel is limited in patients with renal impairment (including ESRD)
and in patients with moderate hepatic impairment. These patients may have an increased bleeding risk.
Therefore, prasugrel should be used with caution in these patients.

Patients should be told that it might take longer than usual to stop bleeding when they take prasugrel
(in combination with ASA), and that they should report any unusual bleeding (site or duration) to their
physician.

Bleeding Risk Associated with Timing of Loading Dose in NSTEMI

In a clinical trial of NSTEMI patients (the ACCOAST study), where patients were scheduled to
undergo coronary angiography within 2 to 48 hours after randomization, a prasugrel loading dose
given on average 4 hours prior to coronary angiography increased the risk of major

and minor peri-procedural bleeding compared with a prasugrel loading dose at the time of

PCI. Therefore, in UA/NSTEMI patients, where coronary angiography is performed within 48 hours
after admission, the loading dose should be given at the time of PCI. (see sections 4.2, 4.8 and 5.1).

Surgery
Patients should be advised to inform physicians and dentists that they are taking prasugrel before any

surgery is scheduled and before any new medicinal product is taken. If a patient is to undergo elective
surgery, and an antiplatelet effect is not desired, Efient should be discontinued at least 7 days prior to
surgery. Increased frequency (3-fold) and severity of bleeding may occur in patients undergoing
CABG surgery within 7 days of discontinuation of prasugrel (see section 4.8). The benefits and risks
of prasugrel should be carefully considered in patients in whom the coronary anatomy has not been
defined and urgent CABG is a possibility.

Hypersensitivity including angioedema

Hypersensitivity reactions including angioedema have been reported in patients receiving prasugrel,
including in patients with a history of hypersensitivity reaction to clopidogrel. Monitoring for signs of
hypersensitivity in patients with a known allergy to thienopyridines is advised (see section 4.8).

Thrombotic Thrombocytopaenic Purpura (TTP)
TTP has been reported with the use of prasugrel. TTP is a serious condition and requires prompt
treatment.

Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-
galactose malabsorption should not take Efient.

4.5 Interaction with other medicinal products and other forms of interaction

Warfarin: Concomitant administration of Efient with coumarin derivatives other than warfarin has not
been studied. Because of the potential for increased risk of bleeding, warfarin (or other coumarin
derivatives) and prasugrel should be co-administered with caution (see section 4.4).

Non-steroidal anti-inflammatory drugs (NSAIDs): Concomitant administration with chronic NSAIDs
has not been studied. Because of the potential for increased risk of bleeding, chronic NSAIDs
(including COX-2 inhibitors) and Efient should be co-administered with caution (see section 4.4).

Efient can be concomitantly administered with medicinal products metabolised by cytochrome P450
enzymes (including statins), or medicinal products that are inducers or inhibitors of cytochrome P450
enzymes. Efient can also be concomitantly administered with ASA, heparin, digoxin, and medicinal
products that elevate gastric pH, including proton pump inhibitors and H, blockers. Although not
studied in specific interaction studies, Efient has been co-administered in the phase 3 clinical trial with
low molecular weight heparin, bivalirudin, and GP IIb/Illa inhibitors (no information available
regarding the type of GP Ilb/llla inhibitor used) without evidence of clinically significant adverse
interactions.



Effects of other medicinal products on Efient

Acetylsalicylic acid: Efient is to be administered concomitantly with acetylsalicylic acid (ASA).
Although a pharmacodynamic interaction with ASA leading to an increased risk of bleeding is
possible, the demonstration of the efficacy and safety of prasugrel comes from patients concomitantly
treated with ASA.

Heparin: A single intravenous bolus dose of unfractionated heparin (100 U/kg) did not significantly
alter the prasugrel-mediated inhibition of platelet aggregation. Likewise, prasugrel did not
significantly alter the effect of heparin on measures of coagulation. Therefore, both medicinal products
can be administered concomitantly. An increased risk of bleeding is possible when Efient is co-
administered with heparin.

Statins: Atorvastatin (80 mg daily) did not alter the pharmacokinetics of prasugrel and its inhibition of
platelet aggregation. Therefore, statins that are substrates of CYP3A are not anticipated to have an
effect on the pharmacokinetics of prasugrel or its inhibition of platelet aggregation.

Medicinal products that elevate gastric pH: Daily co-administration of ranitidine (an H, blocker) or
lansoprazole (a proton pump inhibitor) did not change the prasugrel active metabolite’s AUC and Ty,
but decreased the Cx by 14% and 29%, respectively. In the phase 3 clinical trial, Efient was
administered without regard to co-administration of a proton pump inhibitor or H, blocker.
Administration of the 60 mg prasugrel loading dose without concomitant use of proton pump
inhibitors may provide most rapid onset of action.

Inhibitors of CYP3A: Ketoconazole (400 mg daily), a selective and potent inhibitor of CYP3A4 and
CYP3ADS, did not affect prasugrel-mediated inhibition of platelet aggregation or the prasugrel active
metabolite’s AUC and T, but decreased the C..x by 34% to 46%. Therefore, CYP3A inhibitors such
as azol antifungals, HIV protease inhibitors, clarithromycin, telithromycin, verapamil, diltiazem,
indinavir, ciprofloxacin, and grapefruit juice are not anticipated to have a significant effect on the
pharmacokinetics of the active metabolite.

Inducers of cytochromes P450: Rifampicin (600 mg daily), a potent inducer of CYP3A and CYP2B6,
and an inducer of CYP2C9, CYP2C19, and CYP2C8, did not significantly change the
pharmacokinetics of prasugrel. Therefore, known CYP3A inducers such as rifampicin, carbamazepine,
and other inducers of cytochromes P450 are not anticipated to have significant effect on the
pharmacokinetics of the active metabolite.

Effects of Efient on other medicinal products
Digoxin: Prasugrel has no clinically significant effect on the pharmacokinetics of digoxin.

Medicinal products metabolised by CYP2C9: Prasugrel did not inhibit CYP2C9, as it did not affect the
pharmacokinetics of S-warfarin. Because of the potential for increased risk of bleeding, warfarin and
Efient should be co-administered with caution (see section 4.4).

Medicinal products metabolised by CYP2B6: Prasugrel is a weak inhibitor of CYP2B6. In healthy
subjects, prasugrel decreased exposure to hydroxybupropion, a CYP2B6-mediated metabolite of
bupropion, by 23%. This effect is likely to be of clinical concern only when prasugrel is co-
administered with medicinal products for which CYP2B6 is the only metabolic pathway and have a
narrow therapeutic window (e.g. cyclophosphamide, efavirenz).

4.6  Fertility, pregnancy and lactation
No clinical study has been conducted in pregnant or breast-feeding women.
Pregnancy

Animal studies do not indicate direct harmful effects with respect to pregnancy, embryonal/foetal
development, parturition or postnatal development (see section 5.3). Because animal reproduction



studies are not always predictive of a human response, Efient should be used during pregnancy only if
the potential benefit to the mother justifies the potential risk to the foetus.

Breast-feeding
It is unknown whether prasugrel is excreted in human breast milk. Animal studies have shown
excretion of prasugrel in breast milk. The use of prasugrel during breastfeeding is not recommended.

Fertility
Prasugrel had no effect on fertility of male and female rats at oral doses up to an exposure 240 times
the recommended daily human maintenance dose (based on mg/m?).

4.7  Effects on ability to drive and use machines
Prasugrel is expected to have no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

Safety in patients with acute coronary syndrome undergoing PCI was evaluated in one clopidogrel-
controlled study (TRITON) in which 6741 patients were treated with prasugrel (60 mg loading dose
and 10 mg once daily maintenance dose) for a median of 14.5 months (5802 patients were treated for
over 6 months, 4136 patients were treated for more than 1 year). The rate of study drug
discontinuation due to adverse events was 7.2% for prasugrel and 6.3% for clopidogrel. Of these,
bleeding was the most common adverse reaction for both drugs leading to study drug discontinuation
(2.5% for prasugrel and 1.4% for clopidogrel).

Bleeding
Non-Coronary Artery Bypass Graft (CABG) related bleeding

In TRITON, the frequency of patients experiencing a non-CABG related bleeding event is shown in
Table 1. The incidence of Non-CABG-related TIMI major bleeding, including life-threatening and
fatal, as well as TIMI minor bleeding, was statistically significantly higher in subjects treated with
prasugrel compared to clopidogrel in the UA/NSTEMI and All ACS populations. No significant
difference was seen in the STEMI population. The most common site of spontaneous bleeding was the
gastrointestinal tract (1.7% rate with prasugrel and 1.3% rate with clopidogrel); the most frequent site
of provoked bleeding was the arterial puncture site (1.3% rate with prasugrel and 1.2% with
clopidogrel).

Table 1: Incidence of Non-CABG related bleeding® (% Patients)

Event All ACS UA/NSTEMI STEMI
Prasugrel® | Clopidogrel® | Prasugrel® | Clopidogrel® | Prasugrel® | Clopidogrel®
+ASA +ASA +ASA +ASA +ASA +ASA
(N=6741) | (N=6716) | (N=5001) | (N=4980) | (N=1740) | (N=1736)
TIMI major 2.2 1.7 2.2 1.6 2.2 2.0
bleeding®
Life-threatening® 1.3 0.8 1.3 0.8 1.2 1.0
Fatal 0.3 0.1 0.3 0.1 0.4 0.1
Symptomatic 0.3 0.3 0.3 0.3 0.2 0.2
ICH®
Requiring 0.3 0.1 0.3 0.1 0.3 0.2
inotropes
Requiring 0.3 0.3 0.3 0.3 0.1 0.2
surgical
intervention
Requiring 0.7 0.5 0.6 0.3 0.8 0.8
transfusion (> 4
units)
TIMI minor 24 1.9 2.3 1.6 2.7 2.6
bleeding *




a Centrally adjudicated events defined by the Thrombolysis in Myocardial Infarction (TIMI) Study Group criteria.

b Other standard therapies were used as appropriate.

C Any intracranial haemorrhage or any clinically overt bleeding associated with a fall in haemoglobin >5 g/dL.

d Life-threatening bleeding is a subset of TIMI major bleeding and includes the types indented below. Patients may be
counted in more than one row.

e ICH=intracranial haemorrhage.

f Clinically overt bleeding associated with a fall in haemoglobin of >3 g/dL but <5 g/dL.

Patients > 75 years old
Non-CABG-related TIMI major or minor bleeding rates:

Age

Prasugrel 10 mg

Clopidogrel 75 mg

>75 years (N=1785)* 9.0% (1.0% fatal) 6.9% (0.1% fatal)
<75 years (N=11672)* 3.8% (0.2% fatal) 2.9% (0.1% fatal)
<75 years (N=7180)** 2.0% (0.1% fatal) ? 1.3% (0.1% fatal)
Prasugrel 5 mg Clopidogrel 75 mg

>75 years (N=2060) ** 2.6% (0.3% fatal) 3.0% (0.5% fatal)

*TRITON study in ACS patients undergoing PCI

**TRILOGY-ACS study in patients not undergoing PCI (see 5.1):

# 10 mg prasugrel; 5 mg prasugrel if <60 kg

Patients < 60 kg

Non-CABG-related TIMI major or minor bleeding rates:

Weight

Prasugrel 10 mg

Clopidogrel 75 mg

<60 kg (N=664)*

10.1% (0% fatal)

6.5% (0.3% fatal)

>60 kg (N=12672)*

4.2% (0.3% fatal)

3.3% (0.1% fatal)

>60 kg (N=7845)**

2.2% (0.2% fatal) ?

1.6% (0.2% fatal)

Prasugrel 5 mg

Clopidogrel 75 mg

<60kg (N=1391)**

1.4% (0.1% fatal)

2.2% (0.3% fatal)

*TRITON study in ACS patients undergoing PCI
**TRILOGY-ACS study in patients not undergoing PCI (see 5.1):
8 10 mg prasugrel; 5 mg prasugrel if >75 years of age

Patients >60 kg and age <75 years
In patients >60 kg and age <75 years, non-CABG-related TIMI major or minor bleeding rates were

3.6% for prasugrel and 2.8% for clopidogrel; rates for fatal bleeding were 0.2% for prasugrel and 0.1%
for clopidogrel.

CABG-related bleeding

In the phase 3 clinical trial, 437 patients underwent CABG during the course of the study. Of those
patients, the rate of CABG-related TIMI major or minor bleeding was 14.1% for the prasugrel group
and 4.5% in the clopidogrel group. The higher risk for bleeding events in subjects treated with
prasugrel persisted up to 7 days from the most recent dose of study drug. For patients who received
their thienopyridine within 3 days prior to CABG, the frequencies of TIMI major or minor bleeding
were 26.7% (12 of 45 patients) in the prasugrel group, compared with 5.0% (3 of 60 patients) in the
clopidogrel group. For patients who received their last dose of thienopyridine within 4 to 7 days prior
to CABG, the frequencies decreased to 11.3% (9 of 80 patients) in the prasugrel group and 3.4% (3 of
89 patients) in the clopidogrel group. Beyond 7 days after drug discontinuation, the observed rates of
CABG-related bleeding were similar between treatment groups (see section 4.4).

Bleeding Risk Associated with Timing of Loading Dose in NSTEMI

In a clinical study of NSTEMI patients (the ACCOAST study), where patients were scheduled to
undergo coronary angiography within 2 to 48 hours after randomization, patients given a 30 mg
loading dose on average 4 hours prior to coronary angiography followed by a 30 mg loading dose at
the time of PCI had an increased risk of non-CABG peri-procedural bleeding and no additional benefit
compared to patients receiving a 60 mg loading dose at the time of PCI (see sections 4.2 and 4.4).
Non-CABG- related TIMI bleeding rates through 7 days for patients were as follows:




Prasugrel Prior to Prasugrel At
Adverse Reaction Coronary time of PCI?
Angiography?®
(N=2037) (N=1996)

% %
TIMI Major bleedingD 1.3 0.5
Life-threateningC 0.8 0.2
Fatal 0.1 0.0
Symptomatic ICH® 0.0 0.0
Requiring inotropes 0.3 0.2
Requiring surgical intervention 0.4 0.1
Requiring transfusion (>4 units) 0.3 0.1
TIMI Minor bleedinge 1.7 0.6

80ther standard therapies were used as appropriate. The clinical study protocol provided for all patients to receive
aspirin and a daily maintenance dose of prasugrel.

Any intracranial haemorrhage or any clinically overt bleeding associated with a fall in haemoglobin >5 g/dL.
CLife-threatening is a subset of TIMI Major bleeding and includes the types indented below. Patients may be counted in
more than one row.

ICH=intracranial haemorrhage.
eClinically overt bleeding associated with a fall in haemoglobin of >3 g/dL but <5 g/dL.

Tabulated summary of adverse reactions

Table 2 summarises haemorrhagic and non-haemorrhagic adverse reactions in TRITON, or that were
spontaneously reported, classified by frequency and system organ class. Frequencies are defined as
follows:

Very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1000 to < 1/100);

rare (> 1/10,000 to <1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the
available data).

Table 2: Haemorrhagic and Non-haemorrhagic adverse reactions

System Organ Common Uncommon Rare Not Known
Class
Blood and Anaemia Thrombocytopaenia | Thrombotic
Lymphatic System thrombocytopaenic
disorders purpura (TTP) -see
section 4.4
Immune system Hypersensitivity
disorders including
angioedema
Eye disorders Eye haemorrhage
Vascular Disorders | Haematoma
Respiratory, Epistaxis Haemoptysis
thoracic and
mediastinal
disorders
Gastrointestinal Gastrointestinal Retroperitoneal
disorders haemorrhage haemorrhage
Rectal haemorrhage
Haematochezia
Gingival bleeding
Skin and Rash
subcutaneous tissue | Ecchymosis
disorders
Renal and urinary Haematuria
disorders
General disorders Vessel puncture site




and administration | haematoma
site conditions Puncture site

haemorrhage
Injury, poisoning Contusion Post-procedural Subcutaneous
and procedural haemorrhage haematoma
complications

In patients with or without a history of TIA or stroke, the incidence of stroke in the phase 3 clinical
trial was as follows (see section 4.4):

History of TIA or stroke Prasugrel Clopidogrel
Yes (N=518) 6.5% (2.3% ICH*) 1.2% (0% ICH*)
No (N=13090) 0.9% (0.2% ICH*) 1.0% (0.3% ICH*)

* |CH=intracranial haemorrhage.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Overdose of Efient may lead to prolonged bleeding time and subsequent bleeding complications. No
data are available on the reversal of the pharmacological effect of prasugrel; however, if prompt
correction of prolonged bleeding time is required, platelet transfusion and/or other blood products may
be considered.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Platelet aggregation inhibitors excluding heparin, ATC code: BO1AC22.

Pharmacodynamics

Prasugrel is an inhibitor of platelet activation and aggregation through the irreversible binding of its
active metabolite to the P2Y 1, class of ADP receptors on platelets. Since platelets participate in the
initiation and/or evolution of thrombotic complications of atherosclerotic disease, inhibition of platelet
function can result in the reduction of the rate of cardiovascular events such as death, myocardial
infarction, or stroke.

Following a 60 mg loading dose of prasugrel, inhibition of ADP-induced platelet aggregation occurs at
15 minutes with 5 uM ADP and 30 minutes with 20 uM ADP. The maximum inhibition by prasugrel
of ADP-induced platelet aggregation is 83% with 5 uM ADP and 79% with 20 uM ADP, in both cases
with 89% of healthy subjects and patients with stable atherosclerosis achieving at least 50% inhibition
of platelet aggregation by 1 hour. Prasugrel-mediated inhibition of platelet aggregation exhibits low
between-subject (9%) and within-subject (12%) variability with both 5 uM and 20 uM ADP. Mean
steady-state inhibition of platelet aggregation was 74% and 69% respectively for 5 uM ADP and 20
UM ADP, and was achieved following 3 to 5 days of administration of the 10 mg prasugrel
maintenance dose preceded by a 60 mg loading dose. More than 98% of subjects had > 20% inhibition
of platelet aggregation during maintenance dosing.

Platelet aggregation gradually returned to baseline values after treatment in 7 to 9 days after
administration of a single 60 mg loading dose of prasugrel and in 5 days following discontinuation of
maintenance dosing at steady-state.




Switching data: Following administration of 75 mg clopidogrel once daily for 10 days, 40 healthy
subjects were switched to prasugrel 10 mg once daily with or without a loading dose of 60 mg. Similar
or higher inhibition of platelet aggregation was observed with prasugrel. Switching directly to
prasugrel 60 mg loading dose resulted in the most rapid onset of higher platelet inhibition. Following
administration of a 900 mg loading dose of clopidogrel (with ASA), 56 subjects with ACS were
treated for 14 days with either prasugrel 10 mg once daily or clopidogrel 150 mg once daily, and then
switched to either clopidogrel 150 mg or prasugrel 10 mg for another 14 days. Higher inhibition of
platelet aggregation was observed in patients switched to prasugrel 10 mg compared with those treated
with clopidogrel 150 mg. In a study of 276 ACS patients managed with PCI, switching from an initial
loading dose of 600 mg clopidogrel or placebo administered upon presentation to the hospital prior to
coronary angiography to a 60 mg loading dose of prasugrel administered at the time of percutaneous
coronary intervention, resulted in a similar increased inhibition of platelet aggregation for the 72 hour
duration of the study.

Efficacy and Safety in Acute Coronary Syndrome (ACS)

The phase 3 TRITON study compared Efient (prasugrel) with clopidogrel, both co-administered with
ASA and other standard therapy. TRITON was a 13,608 patient, multicentre international,
randomised, double blind, parallel group study. Patients had ACS with moderate to high risk UA,
NSTEMI, or STEMI and were managed with PCI.

Patients with UA/NSTEMI within 72 hours of symptoms or STEMI between 12 hours to 14 days of
symptoms were randomised after knowledge of coronary anatomy. Patients with STEMI within 12
hours of symptoms and planned for primary PCI could be randomised without knowledge of coronary
anatomy. For all patients, the loading dose could be administered anytime between randomisation and
1 hour after the patient left the catheterisation lab.

Patients randomised to receive prasugrel (60 mg loading dose followed by 10 mg once daily) or
clopidogrel (300 mg loading dose followed by 75 mg once daily) were treated for a median of 14.5
months (maximum of 15 months with a minimum of 6 months follow-up). Patients also received ASA
(75 mg to 325 mg once daily). Use of any thienopyridine within 5 days before enrolment was an
exclusion criterion. Other therapies, such as heparin and GPIIb/Il1a inhibitors, were administered at
the discretion of the physician. Approximately 40% of patients (in each of the treatment groups)
received GPIIb/Illa inhibitors in support of PCI (no information available regarding the type of GP
I1b/111a inhibitor used). Approximately 98% of patients (in each of the treatment groups) received
antithrombins (heparin, low molecular weight heparin, bivalirudin, or other agent) directly in support
of PCI.

The trial’s primary outcome measure was the time to first occurrence of cardiovascular (CV) death,
non-fatal myocardial infarction (MI), or non-fatal stroke. Analysis of the composite endpoint in the All
ACS population (combined UA/NSTEMI and STEMI cohorts) was contingent on showing statistical
superiority of prasugrel versus clopidogrel in the UA/NSTEMI cohort (p < 0.05).

All ACS population: Efient showed superior efficacy compared to clopidogrel in reducing the primary
composite outcome events as well as the pre-specified secondary outcome events, including stent
thrombosis (see Table 3). The benefit of prasugrel was apparent within the first 3 days and it persisted
to the end of study. The superior efficacy was accompanied by an increase in major bleeding (see
sections 4.4 and 4.8). The patient population was 92% Caucasian, 26% female, and 39% > 65 years of
age. The benefits associated with prasugrel were independent of the use of other acute and long-term
cardiovascular therapies, including heparin/low molecular weight heparin, bivalirudin, intravenous
GPIIb/1la inhibitors, lipid-lowering medicinal products, beta-blockers, and angiotensin converting
enzyme inhibitors. The efficacy of prasugrel was independent of the ASA dose (75 mg to 325 mg once
daily). The use of oral anticoagulants, non-study antiplatelet medicinal products and chronic NSAIDs
was not allowed in TRITON. In the All ACS population, prasugrel was associated with a lower
incidence of CV death, non-fatal MI, or non-fatal stroke compared to clopidogrel, regardless of
baseline characteristics such as age, sex, body weight, geographical region, use of GPIIb/Illa
inhibitors, and stent type. The benefit was primarily due to a significant decrease in non-fatal Ml (see

10



Table 3). Subjects with diabetes had significant reductions in the primary and all secondary composite
endpoints.

The observed benefit of prasugrel in patients > 75 years was less than that observed in patients < 75
years. Patients > 75 years were at increased risk of bleeding, including fatal (see sections 4.2, 4.4, and
4.8). Patients > 75 years in whom the benefit with prasugrel was more evident included those with
diabetes, STEMI, higher risk of stent thrombosis, or recurrent events.

Patients with a history of TIA or a history of ischaemic stroke more than 3 months prior to prasugrel
therapy had no reduction in the primary composite endpoint.

Table 3: Patients with Outcome Events in TRITON Primary Analysis

Prasugrel Clopidogrel | Hazard Ratio (HR) | p-value
+ ASA +ASA (95% CI)
Outcome Events
(N =6813) (N =6795)

All ACS % %

Primary Composite Outcome Events 9.4 115 0.812 (0.732,0.902) | <0.001

Cardiovascular (CV) death, non fatal Ml,

or non fatal stroke

Primary Individual Outcome Events
CV death 2.0 2.2 0.886 (0.701, 1.118) 0.307
Nonfatal Ml 7.0 9.1 0.757 (0.672, 0.853) | <0.001
Nonfatal stroke 0.9 0.9 1.016 (0.712, 1.451) 0.930

UA/NSTEMI (N =5044) (N =5030)

Primary Composite Outcome Events % %

CV death, nonfatal MI, or nonfatal stroke 9.3 11.2 0.820 (0.726, 0.927) 0.002
CV death 1.8 1.8 0.979 (0.732,1.309) 0.885
Nonfatal Ml 7.1 9.2 0.761 (0.663,0.873) <0.001
Nonfatal stroke 0.8 0.8 0.979 (0.633,1.513) 0.922

STEMI (N =1769) (N =1765)

Primary Composite Outcome Events % %

CV death, nonfatal MI, or nonfatal stroke 9.8 12.2 0.793 (0.649, 0.968) 0.019
CV death 2.4 3.3 0.738 (0.497,1.094) 0.129
Nonfatal Ml 6.7 8.8 0.746 (0.588,0.948) 0.016
Nonfatal stroke 1.2 1.1 1.097 (0.590,2.040) 0.770

In the All ACS population, analysis of each of the secondary endpoints showed a significant benefit (p
< 0.001) for prasugrel versus clopidogrel. These included definite or probable stent thrombosis at
study end (0.9% vs 1.8%; HR 0.498; C1 0.364, 0.683); CV death, nonfatal MI, or urgent target vessel
revascularisation through 30 days (5.9% vs 7.4%; HR 0.784; Cl 0.688,0.894); all cause death, nonfatal
MI, or nonfatal stroke through study end (10.2% vs 12.1%; HR 0.831; C1 0.751, 0.919); CV death,
nonfatal MI, nonfatal stroke or rehospitalisation for cardiac ischaemic event through study end (11.7%
vs 13.8%; HR 0.838; CI 0.762, 0.921). Analysis of all cause death did not show any significant
difference between prasugrel and clopidogrel in the All ACS population (2.76% vs 2.90%), in the
UA/NSTEMI population (2.58% vs 2.41%), and in the STEMI population (3.28% vs 4.31%).

Prasugrel was associated with a 50% reduction in stent thrombosis through the 15 month follow-up
period. The reduction in stent thrombosis with Efient was observed both early and beyond 30 days for
both bare metal and drug eluting stents.

In an analysis of patients who survived an ischaemic event, prasugrel was associated with a reduction
in the incidence of subsequent primary endpoint events (7.8% for prasugrel vs 11.9% for clopidogrel).

Although bleeding was increased with prasugrel, an analysis of the composite endpoint of death from
any cause, nonfatal myocardial infarction, nonfatal stroke, and non-CABG-related TIMI major
haemorrhage favoured Efient compared to clopidogrel (Hazard ratio, 0.87; 95% CI, 0.79 to 0.95;

p =0.004). In TRITON, for every 1000 patients treated with Efient, there were 22 fewer patients with
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myocardial infarction, and 5 more with non—-CABG-related TIMI major haemorrhages, compared with
patients treated with clopidogrel.

Results of a pharmacodynamic/pharmacogenomic study in 720 Asian ACS PCI patients demonstrated
that higher levels of platelet inhibition are achieved with prasugrel compared to clopidogrel, and that
prasugrel 60-mg loading dose/10-mg maintenance dose is an appropriate dose regimen in Asian
subjects who weigh at least 60 kg and are less than 75 years of age (see section 4.2).

In a 30 month study (TRILOGY-ACS) in 9326 patients with UA/NSTEMI ACS medically managed
without revascularisation (non-licensed indication), prasugrel did not significantly reduce the
frequency of the composite endpoint of CV death, Ml or stroke compared to clopidogrel. Rates of
TIMI major bleeding (including life threatening, fatal and ICH) were similar in prasugrel and
clopidogrel treated patients. Patients >75 years old or those below 60 kg (N=3022) were randomized
to 5 mg prasugrel. As in the < 75 years old and >60 kg patients treated with 10 mg prasugrel, there
was no difference between 5 mg prasugrel and 75 mg clopidogrel in CV outcomes. Rates of major
bleeding were similar in patients treated with 5 mg prasugrel and those treated with 75 mg clopidogrel.
Prasugrel 5 mg provided greater antiplatelet effect than clopidogrel 75 mg. Prasugrel should be used
with caution in patients > 75 years old and in patients weighing <60 kg (see sections 4.2, 4.4 and 4.8).

In a 30-day study (ACCOAST) in 4033 patients with NSTEMI with elevated troponin who were
scheduled for coronary angiography followed by PCI within 2 to 48 hours after randomization,
subjects who received prasugrel 30 mg loading dose on average 4 hours prior to coronary angiography
followed by a 30 mg loading dose at the time of PCI (n=2037) had an increased risk of non-CABG
peri-procedural bleeding and no additional benefit compared to patients receiving a 60 mg loading
dose at the time of PCI (n=1996). Specifically, prasugrel did not significantly reduce the frequency of
the composite endpoint of cardiovascular (CV) death, myocardial infarction (MI), stroke, urgent
revascularization (UR), or glycoprotein (GP) lIb/I1la inhibitor bailout through 7 days from
randomization in subjects receiving prasugrel prior to coronary angiography compared to patients
receiving the full loading dose of prasugrel at the time of PCI, and the rate of the key safety objective
for all TIMI major bleeding (CABG and non-CABG events) through 7 days from randomization in all
treated subjects was significantly higher in subjects receiving prasugrel prior to coronary angiography
versus patients receiving the full loading dose of prasugrel at the time of PCI. Therefore, in
UA/NSTEMI patients, where coronary angiography is performed within 48 hours after admission, the
loading dose should be given at the time of PCI. (See sections 4.2, 4.4, and 4.8)

5.2 Pharmacokinetic properties

Prasugrel is a prodrug and is rapidly metabolised in vivo to an active metabolite and inactive
metabolites. The active metabolite’s exposure (AUC) has moderate to low between-subject (27%) and
within-subject (19%) variability. Prasugrel’s pharmacokinetics are similar in healthy subjects, patients
with stable atherosclerosis, and patients undergoing percutaneous coronary intervention.

Absorption
The absorption and metabolism of prasugrel are rapid, with peak plasma concentration (Cy,x) Of the

active metabolite occurring in approximately 30 minutes. The active metabolite’s exposure (AUC)
increases proportionally over the therapeutic dose range. In a study of healthy subjects, AUC of the
active metabolite was unaffected by a high fat, high calorie meal, but C,,x was decreased by 49% and
the time to reach Cpax (Tmax) Was increased from 0.5 to 1.5 hours. Efient was administered without
regard to food in TRITON. Therefore, Efient can be administered without regard to food; however, the
administration of prasugrel loading dose in the fasted state may provide most rapid onset of action (see
section 4.2).

Distribution
Active metabolite binding to human serum albumin (4% buffered solution) was 98%.

Metabolism
Prasugrel is not detected in plasma following oral administration. It is rapidly hydrolysed in the
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intestine to a thiolactone, which is then converted to the active metabolite by a single step of
cytochrome P450 metabolism, primarily by CYP3A4 and CYP2B6 and to a lesser extent by CYP2C9
and CYP2C19. The active metabolite is further metabolised to two inactive compounds by
S-methylation or conjugation with cysteine.

In healthy subjects, patients with stable atherosclerosis, and patients with ACS receiving Efient, there
was no relevant effect of genetic variation in CYP3AS5, CYP2B6, CYP2C9, or CYP2C19 on the
pharmacokinetics of prasugrel or its inhibition of platelet aggregation.

Elimination

Approximately 68% of the prasugrel dose is excreted in the urine and 27% in the faeces, as inactive
metabolites. The active metabolite has an elimination half-life of about 7.4 hours (range 2 to 15
hours).

Special Populations

Elderly: In a study of healthy subjects between the ages of 20 and 80 years, age had no significant
effect on pharmacokinetics of prasugrel or its inhibition of platelet aggregation. In the large phase 3
clinical trial, the mean estimated exposure (AUC) of the active metabolite was 19% higher in very
elderly patients (> 75 years of age) compared to subjects < 75 years of age. Prasugrel should be used
with caution in patients > 75 years of age due to the potential risk of bleeding in this population (see
sections 4.2 and 4.4). In a study in subjects with stable atherosclerosis, the mean AUC of the active
metabolite in patients >75 years old taking 5 mg prasugrel was approximately half that in patients < 65
years old taking 10 mg prasugrel, and the antiplatelet effect of 5 mg was reduced but was non-inferior
compared to 10 mg.

Hepatic impairment: No dose adjustment is necessary for patients with mild to moderate impaired
hepatic function (Child Pugh Class A and B). Pharmacokinetics of prasugrel and its inhibition of
platelet aggregation were similar in subjects with mild to moderate hepatic impairment compared to
healthy subjects. Pharmacokinetics and pharmacodynamics of prasugrel in patients with severe hepatic
impairment have not been studied. Prasugrel must not be used in patients with severe hepatic
impairment (see section 4. 3).

Renal impairment: No dosage adjustment is necessary for patients with renal impairment, including
patients with end stage renal disease (ESRD). Pharmacokinetics of prasugrel and its inhibition of
platelet aggregation are similar in patients with moderate renal impairment (GFR 30<50
ml/min/1.73m?) and healthy subjects. Prasugrel-mediated inhibition of platelet aggregation was also
similar in patients with ESRD who required haemodialysis compared to healthy subjects, although
Cmax and AUC of the active metabolite decreased 51% and 42%, respectively, in ESRD patients.

Body weight: The mean exposure (AUC) of the active metabolite of prasugrel is approximately 30 to
40% higher in healthy subjects and patients with a body weight of < 60 kg compared to those
weighing > 60 kg. Prasugrel should be used with caution in patients with a body weight of < 60 kg due
to the potential risk of bleeding in this population (see section 4.4). In a study in subjects with stable
atherosclerosis, the mean AUC of the active metabolite in patients <60 kg taking 5 mg prasugrel was
38% lower than in patients >60 kg taking 10 mg prasugrel, and the antiplatelet effect of 5 mg was
similar to 10 mg.

Ethnicity: In clinical pharmacology studies, after adjusting for body weight, the AUC of the active
metabolite was approximately 19% higher in Chinese, Japanese, and Korean subjects compared to that
of Caucasians, predominantly related to higher exposure in Asian subjects < 60 kg. There is no
difference in exposure among Chinese, Japanese, and Korean subjects. Exposure in subjects of African
and Hispanic descent is comparable to that of Caucasians. No dose adjustment is recommended based
on ethnicity alone.

Gender: In healthy subjects and patients, the pharmacokinetics of prasugrel are similar in men and
women.
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Paediatric population: Pharmacokinetics and pharmacodynamics of prasugrel have not been evaluated
in a paediatric population (see section 4.2).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeat-dose toxicity, genotoxicity, carcinogenic potential, or toxicity to reproduction.
Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.

Embryo-foetal developmental toxicology studies in rats and rabbits showed no evidence of
malformations due to prasugrel. At a very high dose (> 240 times the recommended daily human
maintenance dose on a mg/m? basis) that caused effects on maternal body weight and/or food
consumption, there was a slight decrease in offspring body weight (relative to controls). In pre- and
post-natal rat studies, maternal treatment had no effect on the behavioural or reproductive
development of the offspring at doses up to an exposure 240 times the recommended daily human
maintenance dose (based on mg/m?).

No compound-related tumours were observed in a 2-year rat study with prasugrel exposures ranging to
greater than 75 times the recommended therapeutic exposures in humans (based on plasma exposures
to the active and major circulating human metabolites). There was an increased incidence of tumours
(hepatocellular adenomas) in mice exposed for 2 years to high doses (> 75 times human exposure), but
this was considered secondary to prasugrel-induced enzyme-induction. The rodent-specific association
of liver tumours and drug-induced enzyme induction is well documented in the literature. The increase
in liver tumours with prasugrel administration in mice is not considered a relevant human risk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet Core:
Microcrystalline cellulose
Mannitol (E421)
Croscarmellose sodium
Hypromellose (E464)
Magnesium stearate

Film-Coat:

Lactose monohydrate
Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)

Iron oxide yellow (E172)
Talc

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

2 years.

6.4  Special precautions for storage

This medicinal product does not require any special temperature storage conditions. Store in the
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original package to protect from air and moisture.
6.5 Nature and contents of container

Aluminium foil blisters in cartons of 14, 28, 30, 30 (x1), 56, 84, 90 (x1) and 98 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/503/001
EU/1/08/503/002
EU/1/08/503/003
EU/1/08/503/004
EU/1/08/503/005
EU/1/08/503/006
EU/1/08/503/007
EU/1/08/503/015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 25 February 2009
Date of latest renewal: 13 November 2013

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Efient 10 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 10 mg prasugrel (as hydrochloride).
Excipient with known effect: Each tablet contains 2.1 mg lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Beige and double-arrow shaped tablets, debossed with “10 MG” on one side and “4759” on the other.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Efient, co-administered with acetylsalicylic acid (ASA), is indicated for the prevention of
atherothrombotic events in adult patients with acute coronary syndrome (i.e. unstable angina, non-ST
segment elevation myocardial infarction [UA/NSTEMI] or ST segment elevation myocardial
infarction [STEMI]) undergoing primary or delayed percutaneous coronary intervention (PCI).

For further information please refer to section 5.1.

4.2  Posology and method of administration

Posology
Adults

Efient should be initiated with a single 60 mg loading dose and then continued at 10 mg once a day. In
UA/NSTEMI patients, where coronary angiography is performed within 48 hours after admission, the
loading dose should only be given at the time of PCI (see sections 4.4, 4.8 and 5.1). Patients taking
Efient should also take ASA daily (75 mg to 325 mg).

In patients with acute coronary syndrome (ACS) who are managed with PCI, premature
discontinuation of any antiplatelet agent, including Efient, could result in an increased risk of
thrombosis, myocardial infarction or death due to the patient’s underlying disease. A treatment of up
to 12 months is recommended unless the discontinuation of Efient is clinically indicated (see sections
4.4 and 5.1).

Patients > 75 years old

The use of Efient in patients > 75 years of age is generally not recommended. If, after a careful
individual benefit/risk evaluation by the prescribing physician (see section 4.4), treatment is deemed
necessary in the patients age group > 75 years, then following a 60 mg loading dose a reduced
maintenance dose of 5 mg should be prescribed. Patients > 75 years of age have greater sensitivity to
bleeding and higher exposure to the active metabolite of prasugrel (see sections 4.4, 4.8, 5.1 and 5.2).

Patients weighing < 60 kg

Efient should be given as a single 60 mg loading dose and then continued at a 5 mg once daily dose.
The 10 mg maintenance dose is not recommended. This is due to an increase in exposure to the active
metabolite of prasugrel, and an increased risk of bleeding in patients with body weight < 60 kg when
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given a 10 mg once daily dose compared with patients > 60 kg (see sections 4.4, 4.8 and 5.2).

Renal impairment

No dose adjustment is necessary for patients with renal impairment, including patients with end stage
renal disease (see section 5.2). There is limited therapeutic experience in patients with renal
impairment (see section 4.4).

Hepatic impairment

No dose adjustment is necessary in subjects with mild to moderate hepatic impairment (Child Pugh
class A and B) (see section 5.2). There is limited therapeutic experience in patients with mild and
moderate hepatic dysfunction (see section 4.4). Efient is contraindicated in patients with severe
hepatic impairment (Child Pugh class C).

Paediatric population
The safety and efficacy of Efient in children below age 18 has not been established. No data are
available .

Method of administration

For oral use. Efient may be administered with or without food. Administration of the 60 mg prasugrel
loading dose in the fasted state may provide most rapid onset of action (see section 5.2). Do not crush
or break the tablet.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Active pathological bleeding.

History of stroke or transient ischaemic attack (TIA).

Severe hepatic impairment (Child Pugh class C).

4.4  Special warnings and precautions for use

Bleeding risk
In the phase 3 clinical trial (TRITON) key exclusion criteria included an increased risk of bleeding;

anaemia; thrombocytopaenia; a history of pathological intracranial findings. Patients with acute

coronary syndromes undergoing PCI treated with Efient and ASA showed an increased risk of major

and minor bleeding according to the TIMI classification system. Therefore, the use of Efient in

patients at increased risk of bleeding should only be considered when the benefits in terms of

prevention of ischaemic events are deemed to outweigh the risk of serious bleedings. This concern

applies especially to patients:

* > 75 years of age (see below).

« with a propensity to bleed (e.g. due to recent trauma, recent surgery, recent or recurrent
gastrointestinal bleeding, or active peptic ulcer disease)

* with body weight < 60 kg (see sections 4.2 and 4.8). In these patients the 10 mg maintenance dose is
not recommended. A 5 mg maintenance dose should be used.

 with concomitant administration of medicinal products that may increase the risk of bleeding,
including oral anticoagulants, clopidogrel, non-steroidal anti-inflammatory drugs (NSAIDs), and
fibrinolytics.

For patients with active bleeding for whom reversal of the pharmacological effects of Efient is
required, platelet transfusion may be appropriate.

The use of Efient in patients >75 years of age is generally not recommended and should only be
undertaken with caution after a careful individual benefit/risk evaluation by the prescribing physician
indicates that benefits in terms of prevention of ischaemic events outweigh the risk of serious
bleedings. In the phase 3 clinical trial these patients were at greater risk of bleeding, including fatal
bleeding, compared to patients <75 years of age. If prescribed, a lower maintenance dose of 5 mg
should be used; the 10 mg maintenance dose is not recommended (see sections 4.2 and 4.8).
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Therapeutic experience with prasugrel is limited in patients with renal impairment (including ESRD)
and in patients with moderate hepatic impairment. These patients may have an increased bleeding risk.
Therefore, prasugrel should be used with caution in these patients.

Patients should be told that it might take longer than usual to stop bleeding when they take prasugrel
(in combination with ASA), and that they should report any unusual bleeding (site or duration) to their
physician.

Bleeding Risk Associated with Timing of Loading Dose in NSTEMI

In a clinical trial of NSTEMI patients (the ACCOAST study), where patients were scheduled to
undergo coronary angiography within 2 to 48 hours after randomization, a prasugrel loading dose
given on average 4 hours prior to coronary angiography increased the risk of major

and minor peri-procedural bleeding compared with a prasugrel loading dose at the time of

PCI. Therefore, in UA/NSTEMI patients, where coronary angiography is performed within 48 hours
after admission, the loading dose should be given at the time of PCI. (see sections 4.2, 4.8 and 5.1).

Surgery
Patients should be advised to inform physicians and dentists that they are taking prasugrel before any

surgery is scheduled and before any new medicinal product is taken. If a patient is to undergo elective
surgery, and an antiplatelet effect is not desired, Efient should be discontinued at least 7 days prior to
surgery. Increased frequency (3-fold) and severity of bleeding may occur in patients undergoing
CABG surgery within 7 days of discontinuation of prasugrel (see section 4.8). The benefits and risks
of prasugrel should be carefully considered in patients in whom the coronary anatomy has not been
defined and urgent CABG is a possibility.

Hypersensitivity including angioedema

Hypersensitivity reactions including angioedema have been reported in patients receiving prasugrel,
including in patients with a history of hypersensitivity reaction to clopidogrel. Monitoring for signs of
hypersensitivity in patients with a known allergy to thienopyridines is advised (see section 4.8).

Thrombotic Thrombocytopaenic Purpura (TTP)
TTP has been reported with the use of prasugrel. TTP is a serious condition and requires prompt
treatment.

Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-
galactose malabsorption should not take Efient.

4.5 Interaction with other medicinal products and other forms of interaction

Warfarin: Concomitant administration of Efient with coumarin derivatives other than warfarin has not
been studied. Because of the potential for increased risk of bleeding, warfarin (or other coumarin
derivatives) and prasugrel should be co-administered with caution (see section 4.4).

Non-steroidal anti-inflammatory drugs (NSAIDs): Concomitant administration with chronic NSAIDs
has not been studied. Because of the potential for increased risk of bleeding, chronic NSAIDs
(including COX-2 inhibitors) and Efient should be co-administered with caution (see section 4.4).

Efient can be concomitantly administered with medicinal products metabolised by cytochrome P450
enzymes (including statins), or medicinal products that are inducers or inhibitors of cytochrome P450
enzymes. Efient can also be concomitantly administered with ASA, heparin, digoxin, and medicinal
products that elevate gastric pH, including proton pump inhibitors and H, blockers. Although not
studied in specific interaction studies, Efient has been co-administered in the phase 3 clinical trial with
low molecular weight heparin, bivalirudin, and GP IIb/Illa inhibitors (no information available
regarding the type of GP Ilb/llla inhibitor used) without evidence of clinically significant adverse
interactions.
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Effects of other medicinal products on Efient

Acetylsalicylic acid: Efient is to be administered concomitantly with acetylsalicylic acid (ASA).
Although a pharmacodynamic interaction with ASA leading to an increased risk of bleeding is
possible, the demonstration of the efficacy and safety of prasugrel comes from patients concomitantly
treated with ASA.

Heparin: A single intravenous bolus dose of unfractionated heparin (100 U/kg) did not significantly
alter the prasugrel-mediated inhibition of platelet aggregation. Likewise, prasugrel did not
significantly alter the effect of heparin on measures of coagulation. Therefore, both medicinal products
can be administered concomitantly. An increased risk of bleeding is possible when Efient is co-
administered with heparin.

Statins: Atorvastatin (80 mg daily) did not alter the pharmacokinetics of prasugrel and its inhibition of
platelet aggregation. Therefore, statins that are substrates of CYP3A are not anticipated to have an
effect on the pharmacokinetics of prasugrel or its inhibition of platelet aggregation.

Medicinal products that elevate gastric pH: Daily co-administration of ranitidine (an H, blocker) or
lansoprazole (a proton pump inhibitor) did not change the prasugrel active metabolite’s AUC and Ty,
but decreased the Cy.x by 14% and 29%, respectively. In the phase 3 clinical trial, Efient was
administered without regard to co-administration of a proton pump inhibitor or H, blocker.
Administration of the 60 mg prasugrel loading dose without concomitant use of proton pump
inhibitors may provide most rapid onset of action.

Inhibitors of CYP3A: Ketoconazole (400 mg daily), a selective and potent inhibitor of CYP3A4 and
CYP3AD5, did not affect prasugrel-mediated inhibition of platelet aggregation or the prasugrel active
metabolite’s AUC and T, but decreased the C..x by 34% to 46%. Therefore, CYP3A inhibitors such
as azol antifungals, HIV protease inhibitors, clarithromycin, telithromycin, verapamil, diltiazem,
indinavir, ciprofloxacin, and grapefruit juice are not anticipated to have a significant effect on the
pharmacokinetics of the active metabolite.

Inducers of cytochromes P450: Rifampicin (600 mg daily), a potent inducer of CYP3A and CYP2B6,
and an inducer of CYP2C9, CYP2C19, and CYP2C8, did not significantly change the
pharmacokinetics of prasugrel. Therefore, known CYP3A inducers such as rifampicin, carbamazepine,
and other inducers of cytochromes P450 are not anticipated to have significant effect on the
pharmacokinetics of the active metabolite.

Effects of Efient on other medicinal products
Digoxin: Prasugrel has no clinically significant effect on the pharmacokinetics of digoxin.

Medicinal products metabolised by CYP2C9: Prasugrel did not inhibit CYP2C9, as it did not affect the
pharmacokinetics of S-warfarin. Because of the potential for increased risk of bleeding, warfarin and
Efient should be co-administered with caution (see section 4.4).

Medicinal products metabolised by CYP2B6: Prasugrel is a weak inhibitor of CYP2B6. In healthy
subjects, prasugrel decreased exposure to hydroxybupropion, a CYP2B6-mediated metabolite of
bupropion, by 23%. This effect is likely to be of clinical concern only when prasugrel is co-
administered with medicinal products for which CYP2B6 is the only metabolic pathway and have a
narrow therapeutic window (e.g. cyclophosphamide, efavirenz).

4.6  Fertility, pregnancy and lactation
No clinical study has been conducted in pregnant or breast-feeding women.
Pregnancy

Animal studies do not indicate direct harmful effects with respect to pregnancy, embryonal/foetal
development, parturition or postnatal development (see section 5.3). Because animal reproduction

19



studies are not always predictive of a human response, Efient should be used during pregnancy only if
the potential benefit to the mother justifies the potential risk to the foetus.

Breast-feeding
It is unknown whether prasugrel is excreted in human breast milk. Animal studies have shown
excretion of prasugrel in breast milk. The use of prasugrel during breastfeeding is not recommended.

Fertility
Prasugrel had no effect on fertility of male and female rats at oral doses up to an exposure 240 times
the recommended daily human maintenance dose (based on mg/m?).

4.7  Effects on ability to drive and use machines
Prasugrel is expected to have no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

Safety in patients with acute coronary syndrome undergoing PCI was evaluated in one clopidogrel-
controlled study (TRITON) in which 6741 patients were treated with prasugrel (60 mg loading dose
and 10 mg once daily maintenance dose) for a median of 14.5 months (5802 patients were treated for
over 6 months, 4136 patients were treated for more than 1 year). The rate of study drug
discontinuation due to adverse events was 7.2% for prasugrel and 6.3% for clopidogrel. Of these,
bleeding was the most common adverse reaction for both drugs leading to study drug discontinuation
(2.5% for prasugrel and 1.4% for clopidogrel).

Bleeding
Non-Coronary Artery Bypass Graft (CABG) related bleeding

In TRITON, the frequency of patients experiencing a non-CABG related bleeding event is shown in
Table 1. The incidence of Non-CABG-related TIMI major bleeding, including life-threatening and
fatal, as well as TIMI minor bleeding, was statistically significantly higher in subjects treated with
prasugrel compared to clopidogrel in the UA/NSTEMI and All ACS populations. No significant
difference was seen in the STEMI population. The most common site of spontaneous bleeding was the
gastrointestinal tract (1.7% rate with prasugrel and 1.3% rate with clopidogrel); the most frequent site
of provoked bleeding was the arterial puncture site (1.3% rate with prasugrel and 1.2% with
clopidogrel).

Table 1: Incidence of Non-CABG related bleeding® (% Patients)

Event All ACS UA/NSTEMI STEMI
Prasugrel® | Clopidogrel® | Prasugrel® | Clopidogrel® | Prasugrel® | Clopidogrel®
+ASA +ASA +ASA +ASA +ASA +ASA
(N=6741) | (N=6716) | (N=5001) | (N=4980) | (N=1740) | (N=1736)
TIMI major 2.2 1.7 2.2 1.6 2.2 2.0
bleeding®
Life-threatening® 1.3 0.8 1.3 0.8 1.2 1.0
Fatal 0.3 0.1 0.3 0.1 0.4 0.1
Symptomatic 0.3 0.3 0.3 0.3 0.2 0.2
ICH®
Requiring 0.3 0.1 0.3 0.1 0.3 0.2
inotropes
Requiring 0.3 0.3 0.3 0.3 0.1 0.2
surgical
intervention
Requiring 0.7 0.5 0.6 0.3 0.8 0.8
transfusion (> 4
units)
TIMI minor 24 1.9 2.3 1.6 2.7 2.6
bleeding *
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a Centrally adjudicated events defined by the Thrombolysis in Myocardial Infarction (TIMI) Study Group criteria.

b Other standard therapies were used as appropriate.

¢ Any intracranial haemorrhage or any clinically overt bleeding associated with a fall in haemoglobin >5 g/dL.

d Life-threatening bleeding is a subset of TIMI major bleeding and includes the types indented below. Patients may be

counted in more than one row.
e ICH=intracranial haemorrhage.

f Clinically overt bleeding associated with a fall in haemoglobin of >3 g/dL but <5 g/dL.

Patients > 75 years old

Non-CABG-related TIMI major or minor bleeding rates:

Age

Prasugrel 10 mg

Clopidogrel 75 mg

>75 years (N=1785)*

9.0% (1.0% fatal)

6.9% (0.1% fatal)

<75 years (N=11672)*

3.8% (0.2% fatal)

2.9% (0.1% fatal)

<75 years (N=7180)**

2.0% (0.1% fatal) ®

1.3% (0.1% fatal)

Prasugrel 5 mg

Clopidogrel 75 mg

>75 years (N=2060) **

2.6% (0.3% fatal)

3.0% (0.5% fatal)

*TRITON study in ACS patients undergoing PCI

**TRILOGY-ACS study in patients not undergoing PCI (see 5.1):

#10 mg prasugrel; 5 mg prasugrel if <60 kg

Patients < 60 kg

Non-CABG-related TIMI major or minor bleeding rates:

Weight

Prasugrel 10 mg

Clopidogrel 75 mg

<60 kg (N=664)*

10.1% (0% fatal)

6.5% (0.3% fatal)

>60 kg (N=12672)* 4.2% (0.3% fatal) 3.3% (0.1% fatal)

>60 kg (N=7845)** 2.2% (0.2% fatal) 1.6% (0.2% fatal)
Prasugrel 5 mg Clopidogrel 75 mg

<60kg (N=1391)** 1.4% (0.1% fatal) 2.2% (0.3% fatal)

*TRITON study in ACS patients undergoing PCI
**TRILOGY-ACS study in patients not undergoing PCI (see 5.1):
8 10 mg prasugrel; 5 mg prasugrel if >75 years of age

Patients >60 kg and age <75 years
In patients >60 kg and age <75 years, non-CABG-related TIMI major or minor bleeding rates were

3.6% for prasugrel and 2.8% for clopidogrel; rates for fatal bleeding were 0.2% for prasugrel and 0.1%
for clopidogrel.

CABG-related bleeding

In the phase 3 clinical trial, 437 patients underwent CABG during the course of the study. Of those
patients, the rate of CABG-related TIMI major or minor bleeding was 14.1% for the prasugrel group
and 4.5% in the clopidogrel group. The higher risk for bleeding events in subjects treated with
prasugrel persisted up to 7 days from the most recent dose of study drug. For patients who received
their thienopyridine within 3 days prior to CABG, the frequencies of TIMI major or minor bleeding
were 26.7% (12 of 45 patients) in the prasugrel group, compared with 5.0% (3 of 60 patients) in the
clopidogrel group. For patients who received their last dose of thienopyridine within 4 to 7 days prior
to CABG, the frequencies decreased to 11.3% (9 of 80 patients) in the prasugrel group and 3.4% (3 of
89 patients) in the clopidogrel group. Beyond 7 days after drug discontinuation, the observed rates of
CABG-related bleeding were similar between treatment groups (see section 4.4).

Bleeding Risk Associated with Timing of Loading Dose in NSTEMI

In a clinical study of NSTEMI patients (the ACCOAST study), where patients were scheduled to
undergo coronary angiography within 2 to 48 hours after randomization, patients given a 30 mg
loading dose on average 4 hours prior to coronary angiography followed by a 30 mg loading dose at
the time of PCI had an increased risk of non-CABG peri-procedural bleeding and no additional benefit
compared to patients receiving a 60 mg loading dose at the time of PCI (see sections 4.2 and 4.4).
Non-CABG- related TIMI bleeding rates through 7 days for patients were as follows:
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Prasugrel Prior to Prasugrel At
Adverse Reaction Coronary time of PCI?
Angiography?®
(N=2037) (N=1996)

% %
TIMI Major bleedingD 1.3 0.5
Life-threateningC 0.8 0.2
Fatal 0.1 0.0
Symptomatic ICH® 0.0 0.0
Requiring inotropes 0.3 0.2
Requiring surgical intervention 0.4 0.1
Requiring transfusion (>4 units) 0.3 0.1
TIMI Minor bleedinge 1.7 0.6

0ther standard therapies were used as appropriate. The clinical study protocol provided for all patients to receive

aspirin and a daily maintenance dose of prasugrel.
Any intracranial haemorrhage or any clinically overt bleeding associated with a fall in haemoglobin >5 g/dL.

CLife-threatening is a subset of TIMI Major bleeding and includes the types indented below. Patients may be counted in

more than one row.

ICH=intracranial haemorrhage.
eClinically overt bleeding associated with a fall in haemoglobin of >3 g/dL but <5 g/dL.

Tabulated summary of adverse reactions

Table 2 summarises haemorrhagic and non-haemorrhagic adverse reactions in TRITON, or that were
spontaneously reported, classified by frequency and system organ class. Frequencies are defined as

follows:

Very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1000 to < 1/100);
rare (> 1/10,000 to <1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the

available data).

Table 2: Haemorrhagic and Non-haemorrhagic adverse reactions

System Organ Common Uncommon Rare Not Known
Class
Blood and Anaemia Thrombocytopaenia | Thrombotic
Lymphatic System thrombocytopaenic
disorders purpura (TTP) -see
section 4.4
Immune system Hypersensitivity
disorders including
angioedema
Eye disorders Eye haemorrhage
Vascular Disorders | Haematoma
Respiratory, Epistaxis Haemoptysis

thoracic and

mediastinal

disorders

Gastrointestinal Gastrointestinal Retroperitoneal

disorders haemorrhage haemorrhage
Rectal haemorrhage
Haematochezia
Gingival bleeding

Skin and Rash

subcutaneous tissue | Ecchymosis

disorders

Renal and urinary Haematuria

disorders

General disorders
and administration

Vessel puncture site
haematoma
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site conditions Puncture site
haemorrhage

Injury, poisoning Contusion Post-procedural Subcutaneous
and procedural haemorrhage haematoma
complications

In patients with or without a history of TIA or stroke, the incidence of stroke in the phase 3 clinical
trial was as follows (see section 4.4):

History of TIA or stroke Prasugrel Clopidogrel
Yes (N=518) 6.5% (2.3% ICH*) 1.2% (0% ICH*)
No (N=13090) 0.9% (0.2% ICH*) 1.0% (0.3% ICH*)

* |CH=intracranial haemorrhage.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

49 Overdose

Overdose of Efient may lead to prolonged bleeding time and subsequent bleeding complications. No
data are available on the reversal of the pharmacological effect of prasugrel; however, if prompt
correction of prolonged bleeding time is required, platelet transfusion and/or other blood products may
be considered.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Platelet aggregation inhibitors excluding heparin, ATC code: BO1AC22.

Pharmacodynamics

Prasugrel is an inhibitor of platelet activation and aggregation through the irreversible binding of its
active metabolite to the P2Y, class of ADP receptors on platelets. Since platelets participate in the
initiation and/or evolution of thrombotic complications of atherosclerotic disease, inhibition of platelet
function can result in the reduction of the rate of cardiovascular events such as death, myocardial
infarction, or stroke.

Following a 60 mg loading dose of prasugrel, inhibition of ADP-induced platelet aggregation occurs at
15 minutes with 5 uM ADP and 30 minutes with 20 pM ADP. The maximum inhibition by prasugrel
of ADP-induced platelet aggregation is 83% with 5 uM ADP and 79% with 20 pM ADP, in both cases
with 89% of healthy subjects and patients with stable atherosclerosis achieving at least 50% inhibition
of platelet aggregation by 1 hour. Prasugrel-mediated inhibition of platelet aggregation exhibits low
between-subject (9%) and within-subject (12%) variability with both 5 uM and 20 uM ADP. Mean
steady-state inhibition of platelet aggregation was 74% and 69% respectively for 5 UM ADP and 20
MM ADP, and was achieved following 3 to 5 days of administration of the 10 mg prasugrel
maintenance dose preceded by a 60 mg loading dose. More than 98% of subjects had > 20% inhibition
of platelet aggregation during maintenance dosing.

Platelet aggregation gradually returned to baseline values after treatment in 7 to 9 days after

administration of a single 60 mg loading dose of prasugrel and in 5 days following discontinuation of
maintenance dosing at steady-state.
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Switching data: Following administration of 75 mg clopidogrel once daily for 10 days, 40 healthy
subjects were switched to prasugrel 10 mg once daily with or without a loading dose of 60 mg. Similar
or higher inhibition of platelet aggregation was observed with prasugrel. Switching directly to
prasugrel 60 mg loading dose resulted in the most rapid onset of higher platelet inhibition. Following
administration of a 900 mg loading dose of clopidogrel (with ASA), 56 subjects with ACS were
treated for 14 days with either prasugrel 10 mg once daily or clopidogrel 150 mg once daily, and then
switched to either clopidogrel 150 mg or prasugrel 10 mg for another 14 days. Higher inhibition of
platelet aggregation was observed in patients switched to prasugrel 10 mg compared with those treated
with clopidogrel 150 mg. In a study of 276 ACS patients managed with PCI, switching from an initial
loading dose of 600 mg clopidogrel or placebo administered upon presentation to the hospital prior to
coronary angiography to a 60 mg loading dose of prasugrel administered at the time of percutaneous
coronary intervention, resulted in a similar increased inhibition of platelet aggregation for the 72 hour
duration of the study.

Efficacy and Safety in Acute Coronary Syndrome (ACS)

The phase 3 TRITON study compared Efient (prasugrel) with clopidogrel, both co-administered with
ASA and other standard therapy. TRITON was a 13,608 patient, multicentre international,
randomised, double blind, parallel group study. Patients had ACS with moderate to high risk UA,
NSTEMI, or STEMI and were managed with PCI.

Patients with UA/NSTEMI within 72 hours of symptoms or STEMI between 12 hours to 14 days of
symptoms were randomised after knowledge of coronary anatomy. Patients with STEMI within 12
hours of symptoms and planned for primary PCI could be randomised without knowledge of coronary
anatomy. For all patients, the loading dose could be administered anytime between randomisation and
1 hour after the patient left the catheterisation lab.

Patients randomised to receive prasugrel (60 mg loading dose followed by 10 mg once daily) or
clopidogrel (300 mg loading dose followed by 75 mg once daily) were treated for a median of 14.5
months (maximum of 15 months with a minimum of 6 months follow-up). Patients also received ASA
(75 mg to 325 mg once daily). Use of any thienopyridine within 5 days before enrolment was an
exclusion criterion. Other therapies, such as heparin and GPIIb/Illa inhibitors, were administered at
the discretion of the physician. Approximately 40% of patients (in each of the treatment groups)
received GPIIb/Illa inhibitors in support of PCI (no information available regarding the type of GP
I1b/111a inhibitor used). Approximately 98% of patients (in each of the treatment groups) received
antithrombins (heparin, low molecular weight heparin, bivalirudin, or other agent) directly in support
of PCI.

The trial’s primary outcome measure was the time to first occurrence of cardiovascular (CV) death,
non-fatal myocardial infarction (MI), or non-fatal stroke. Analysis of the composite endpoint in the All
ACS population (combined UA/NSTEMI and STEMI cohorts) was contingent on showing statistical
superiority of prasugrel versus clopidogrel in the UA/NSTEMI cohort (p < 0.05).

All ACS population: Efient showed superior efficacy compared to clopidogrel in reducing the primary
composite outcome events as well as the pre-specified secondary outcome events, including stent
thrombosis (see Table 3). The benefit of prasugrel was apparent within the first 3 days and it persisted
to the end of study. The superior efficacy was accompanied by an increase in major bleeding (see
sections 4.4 and 4.8). The patient population was 92% Caucasian, 26% female, and 39% > 65 years of
age. The benefits associated with prasugrel were independent of the use of other acute and long-term
cardiovascular therapies, including heparin/low molecular weight heparin, bivalirudin, intravenous
GPIIb/1lla inhibitors, lipid-lowering medicinal products, beta-blockers, and angiotensin converting
enzyme inhibitors. The efficacy of prasugrel was independent of the ASA dose (75 mg to 325 mg once
daily). The use of oral anticoagulants, non-study antiplatelet medicinal products and chronic NSAIDs
was not allowed in TRITON. In the All ACS population, prasugrel was associated with a lower
incidence of CV death, non-fatal MI, or non-fatal stroke compared to clopidogrel, regardless of
baseline characteristics such as age, sex, body weight, geographical region, use of GPIIb/Illa
inhibitors, and stent type. The benefit was primarily due to a significant decrease in non-fatal Ml (see
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Table 3). Subjects with diabetes had significant reductions in the primary and all secondary composite
endpoints.

The observed benefit of prasugrel in patients > 75 years was less than that observed in patients < 75
years. Patients > 75 years were at increased risk of bleeding, including fatal (see sections 4.2, 4.4, and
4.8). Patients > 75 years in whom the benefit with prasugrel was more evident included those with
diabetes, STEMI, higher risk of stent thrombosis, or recurrent events.

Patients with a history of TIA or a history of ischaemic stroke more than 3 months prior to prasugrel
therapy had no reduction in the primary composite endpoint.

Table 3: Patients with Outcome Events in TRITON Primary Analysis

Prasugrel Clopidogrel | Hazard Ratio (HR) | p-value
+ ASA +ASA (95% CI)
Outcome Events
(N =6813) (N =6795)

All ACS % %

Primary Composite Outcome Events 9.4 115 0.812 (0.732,0.902) | <0.001

Cardiovascular (CV) death, non fatal Ml,

or non fatal stroke

Primary Individual Outcome Events
CV death 2.0 2.2 0.886 (0.701, 1.118) 0.307
Nonfatal Ml 7.0 9.1 0.757 (0.672, 0.853) | <0.001
Nonfatal stroke 0.9 0.9 1.016 (0.712, 1.451) 0.930

UA/NSTEMI (N =5044) (N =5030)

Primary Composite Outcome Events % %

CV death, nonfatal MI, or nonfatal stroke 9.3 11.2 0.820 (0.726, 0.927) 0.002
CV death 1.8 1.8 0.979 (0.732,1.309) 0.885
Nonfatal Ml 7.1 9.2 0.761 (0.663,0.873) <0.001
Nonfatal stroke 0.8 0.8 0.979 (0.633,1.513) 0.922

STEMI (N =1769) (N =1765)

Primary Composite Outcome Events % %

CV death, nonfatal MI, or nonfatal stroke 9.8 12.2 0.793 (0.649, 0.968) 0.019
CV death 2.4 3.3 0.738 (0.497,1.094) 0.129
Nonfatal Ml 6.7 8.8 0.746 (0.588,0.948) 0.016
Nonfatal stroke 1.2 1.1 1.097 (0.590,2.040) 0.770

In the All ACS population, analysis of each of the secondary endpoints showed a significant benefit (p
< 0.001) for prasugrel versus clopidogrel. These included definite or probable stent thrombosis at
study end (0.9% vs 1.8%; HR 0.498; C1 0.364, 0.683); CV death, nonfatal MI, or urgent target vessel
revascularisation through 30 days (5.9% vs 7.4%; HR 0.784; Cl 0.688,0.894); all cause death, nonfatal
MI, or nonfatal stroke through study end (10.2% vs 12.1%; HR 0.831; C1 0.751, 0.919); CV death,
nonfatal MI, nonfatal stroke or rehospitalisation for cardiac ischaemic event through study end (11.7%
vs 13.8%; HR 0.838; CI 0.762, 0.921). Analysis of all cause death did not show any significant
difference between prasugrel and clopidogrel in the All ACS population (2.76% vs 2.90%), in the
UA/NSTEMI population (2.58% vs 2.41%), and in the STEMI population (3.28% vs 4.31%).

Prasugrel was associated with a 50% reduction in stent thrombosis through the 15 month follow-up
period. The reduction in stent thrombosis with Efient was observed both early and beyond 30 days for
both bare metal and drug eluting stents.

In an analysis of patients who survived an ischaemic event, prasugrel was associated with a reduction
in the incidence of subsequent primary endpoint events (7.8% for prasugrel vs 11.9% for clopidogrel).

Although bleeding was increased with prasugrel, an analysis of the composite endpoint of death from
any cause, nonfatal myocardial infarction, nonfatal stroke, and non-CABG-related TIMI major
haemorrhage favoured Efient compared to clopidogrel (Hazard ratio, 0.87; 95% CI, 0.79 to 0.95;

p =0.004). In TRITON, for every 1000 patients treated with Efient, there were 22 fewer patients with
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myocardial infarction, and 5 more with non—-CABG-related TIMI major haemorrhages, compared with
patients treated with clopidogrel.

Results of a pharmacodynamic/pharmacogenomic study in 720 Asian ACS PCI patients demonstrated
that higher levels of platelet inhibition are achieved with prasugrel compared to clopidogrel, and that
prasugrel 60-mg loading dose/10-mg maintenance dose is an appropriate dose regimen in Asian
subjects who weigh at least 60 kg and are less than 75 years of age (see section 4.2).

In a 30 month study (TRILOGY-ACS) in 9326 patients with UA/NSTEMI ACS medically managed
without revascularisation (non-licensed indication), prasugrel did not significantly reduce the
frequency of the composite endpoint of CV death, Ml or stroke compared to clopidogrel. Rates of
TIMI major bleeding (including life threatening, fatal and ICH) were similar in prasugrel and
clopidogrel treated patients. Patients >75 years old or those below 60 kg (N=3022) were randomized
to 5 mg prasugrel. As in the < 75 years old and >60 kg patients treated with 10 mg prasugrel, there
was no difference between 5 mg prasugrel and 75 mg clopidogrel in CV outcomes. Rates of major
bleeding were similar in patients treated with 5 mg prasugrel and those treated with 75 mg clopidogrel.
Prasugrel 5 mg provided greater antiplatelet effect than clopidogrel 75 mg. Prasugrel should be used
with caution in patients > 75 years old and in patients weighing <60 kg (see sections 4.2, 4.4 and 4.8).

In a 30-day study (ACCOAST) in 4033 patients with NSTEMI with elevated troponin who were
scheduled for coronary angiography followed by PCI within 2 to 48 hours after randomization,
subjects who received prasugrel 30 mg loading dose on average 4 hours prior to coronary angiography
followed by a 30 mg loading dose at the time of PCI (n=2037) had an increased risk of non-CABG
peri-procedural bleeding and no additional benefit compared to patients receiving a 60 mg loading
dose at the time of PCI (n=1996). Specifically, prasugrel did not significantly reduce the frequency of
the composite endpoint of cardiovascular (CV) death, myocardial infarction (MI), stroke, urgent
revascularization (UR), or glycoprotein (GP) lIb/I1la inhibitor bailout through 7 days from
randomization in subjects receiving prasugrel prior to coronary angiography compared to patients
receiving the full loading dose of prasugrel at the time of PCI, and the rate of the key safety objective
for all TIMI major bleeding (CABG and non-CABG events) through 7 days from randomization in all
treated subjects was significantly higher in subjects receiving prasugrel prior to coronary angiography
versus patients receiving the full loading dose of prasugrel at the time of PCI. Therefore, in
UA/NSTEMI patients, where coronary angiography is performed within 48 hours after admission, the
loading dose should be given at the time of PCI. (See sections 4.2, 4.4, and 4.8)

5.2 Pharmacokinetic properties

Prasugrel is a prodrug and is rapidly metabolised in vivo to an active metabolite and inactive
metabolites. The active metabolite’s exposure (AUC) has moderate to low between-subject (27%) and
within-subject (19%) variability. Prasugrel’s pharmacokinetics are similar in healthy subjects, patients
with stable atherosclerosis, and patients undergoing percutaneous coronary intervention.

Absorption
The absorption and metabolism of prasugrel are rapid, with peak plasma concentration (Cy,x) Of the

active metabolite occurring in approximately 30 minutes. The active metabolite’s exposure (AUC)
increases proportionally over the therapeutic dose range. In a study of healthy subjects, AUC of the
active metabolite was unaffected by a high fat, high calorie meal, but C,,x was decreased by 49% and
the time to reach Cpax (Tmax) Was increased from 0.5 to 1.5 hours. Efient was administered without
regard to food in TRITON. Therefore, Efient can be administered without regard to food; however, the
administration of prasugrel loading dose in the fasted state may provide most rapid onset of action (see
section 4.2).

Distribution
Active metabolite binding to human serum albumin (4% buffered solution) was 98%.

Metabolism
Prasugrel is not detected in plasma following oral administration. It is rapidly hydrolysed in the
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intestine to a thiolactone, which is then converted to the active metabolite by a single step of
cytochrome P450 metabolism, primarily by CYP3A4 and CYP2B6 and to a lesser extent by CYP2C9
and CYP2C19. The active metabolite is further metabolised to two inactive compounds by
S-methylation or conjugation with cysteine.

In healthy subjects, patients with stable atherosclerosis, and patients with ACS receiving Efient, there
was no relevant effect of genetic variation in CYP3AS5, CYP2B6, CYP2C9, or CYP2C19 on the
pharmacokinetics of prasugrel or its inhibition of platelet aggregation.

Elimination

Approximately 68% of the prasugrel dose is excreted in the urine and 27% in the faeces, as inactive
metabolites. The active metabolite has an elimination half-life of about 7.4 hours (range 2 to 15
hours).

Special Populations

Elderly: In a study of healthy subjects between the ages of 20 and 80 years, age had no significant
effect on pharmacokinetics of prasugrel or its inhibition of platelet aggregation. In the large phase 3
clinical trial, the mean estimated exposure (AUC) of the active metabolite was 19% higher in very
elderly patients (> 75 years of age) compared to subjects < 75 years of age. Prasugrel should be used
with caution in patients > 75 years of age due to the potential risk of bleeding in this population (see
sections 4.2 and 4.4). In a study in subjects with stable atherosclerosis, the mean AUC of the active
metabolite in patients >75 years old taking 5 mg prasugrel was approximately half that in patients < 65
years old taking 10 mg prasugrel, and the antiplatelet effect of 5 mg was reduced but was non-inferior
compared to 10 mg.

Hepatic impairment: No dose adjustment is necessary for patients with mild to moderate impaired
hepatic function (Child Pugh Class A and B). Pharmacokinetics of prasugrel and its inhibition of
platelet aggregation were similar in subjects with mild to moderate hepatic impairment compared to
healthy subjects. Pharmacokinetics and pharmacodynamics of prasugrel in patients with severe hepatic
impairment have not been studied. Prasugrel must not be used in patients with severe hepatic
impairment (see section 4. 3).

Renal impairment: No dosage adjustment is necessary for patients with renal impairment, including
patients with end stage renal disease (ESRD). Pharmacokinetics of prasugrel and its inhibition of
platelet aggregation are similar in patients with moderate renal impairment

(GFR 30 - < 50 ml/min/1.73m?) and healthy subjects. Prasugrel-mediated inhibition of platelet
aggregation was also similar in patients with ESRD who required haemodialysis compared to healthy
subjects, although C,,x and AUC of the active metabolite decreased 51% and 42%, respectively, in
ESRD patients.

Body weight: The mean exposure (AUC) of the active metabolite of prasugrel is approximately 30 to
40% higher in healthy subjects and patients with a body weight of < 60 kg compared to those
weighing > 60 kg. Prasugrel should be used with caution in patients with a body weight of < 60 kg due
to the potential risk of bleeding in this population (see section 4.4). In a study in subjects with stable
atherosclerosis, the mean AUC of the active metabolite in patients <60 kg taking 5 mg prasugrel was
38% lower than in patients >60 kg taking 10 mg prasugrel, and the antiplatelet effect of 5 mg was
similar to 10 mg.

Ethnicity: In clinical pharmacology studies, after adjusting for body weight, the AUC of the active
metabolite was approximately 19% higher in Chinese, Japanese, and Korean subjects compared to that
of Caucasians, predominantly related to higher exposure in Asian subjects < 60 kg. There is no
difference in exposure among Chinese, Japanese, and Korean subjects. Exposure in subjects of African
and Hispanic descent is comparable to that of Caucasians. No dose adjustment is recommended based
on ethnicity alone.

Gender: In healthy subjects and patients, the pharmacokinetics of prasugrel are similar in men and
women.
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Paediatric population: Pharmacokinetics and pharmacodynamics of prasugrel have not been evaluated
in a paediatric population (see section 4.2).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeat-dose toxicity, genotoxicity, carcinogenic potential, or toxicity to reproduction.
Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.

Embryo-foetal developmental toxicology studies in rats and rabbits showed no evidence of
malformations due to prasugrel. At a very high dose (> 240 times the recommended daily human
maintenance dose on a mg/m? basis) that caused effects on maternal body weight and/or food
consumption, there was a slight decrease in offspring body weight (relative to controls). In pre- and
post-natal rat studies, maternal treatment had no effect on the behavioural or reproductive
development of the offspring at doses up to an exposure 240 times the recommended daily human
maintenance dose (based on mg/m?).

No compound-related tumours were observed in a 2-year rat study with prasugrel exposures ranging to
greater than 75 times the recommended therapeutic exposures in humans (based on plasma exposures
to the active and major circulating human metabolites). There was an increased incidence of tumours
(hepatocellular adenomas) in mice exposed for 2 years to high doses (> 75 times human exposure), but
this was considered secondary to prasugrel-induced enzyme-induction. The rodent-specific association
of liver tumours and drug-induced enzyme induction is well documented in the literature. The increase
in liver tumours with prasugrel administration in mice is not considered a relevant human risk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet Core:
Microcrystalline cellulose
Mannitol (E421)
Croscarmellose sodium
Hypromellose (E464)
Magnesium stearate

Film-Coat:

Lactose monohydrate
Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)

Iron oxide red (E172)
Iron oxide yellow (E172)
Talc

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

2 years.

6.4  Special precautions for storage
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This medicinal product does not require any special temperature storage conditions. Store in the
original package to protect from air and moisture.

6.5 Nature and contents of container

Aluminium foil blisters in cartons of 14, 28, 30, 30 (x1), 56, 84, 90 (x1) and 98 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/503/008
EU/1/08/503/009
EU/1/08/503/010
EU/1/08/503/011
EU/1/08/503/012
EU/1/08/503/013
EU/1/08/503/014
EU/1/08/503/016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 25 February 2009
Date of latest renewal: 13 November 2013

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Lilly S.A.

Avda de la Industria 30
E-28108 Alcobendas (Madrid)
Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE
Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product
in accordance with the requirements set out in the list of Union reference dates (EURD list)
provided for under Article 107c(7) of Directive 2001/83/EC and published on the European
medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in
the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed
subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or as
the result of an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.

. Additional risk minimisation measures

The MAH should provide educational material to all physicians who may be involved in treating
patients with prasugrel. The format and means of dissemination, of this material should be discussed
with the appropriate learned societies. The results of the discussion, and where appropriate the
material, should be agreed with the national competent authority and be available prior to launch in
each member state.

The educational material should include:
e A copy of the SPC
e Emphasis that:
0 Severe haemorrhagic events are more frequent in patients > 75 years of age (including
fatal events) or those weighing < 60 kg
0 Treatment with prasugrel is generally not recommended for patients of > 75 years of
age.
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If, after a careful individual benefit/risk evaluation by the prescribing physician,
treatment is deemed necessary in the > 75 years age group then following a loading
dose of 60 mg, a reduced maintenance dose of 5mg should be prescribed.

Patients weighing < 60 kg should have a reduced maintenance dose of 5mg
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF 5mg FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Efient 5 mg film-coated tablets
prasugrel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 5 mg prasugrel (as hydrochloride)

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablet
56 film-coated tablets
84 film-coated tablets
90x1 film-coated tablet
98 film-coated tablets
30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in the original package to protect from air and moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/503/001 14 film-coated tablets
EU/1/08/503/002 28 film-coated tablets
EU/1/08/503/003 30x1 film-coated tablet
EU/1/08/503/004 56 film-coated tablets
EU/1/08/503/005 84 film-coated tablets
EU/1/08/503/006 90x1 film-coated tablet
EU/1/08/503/007 98 film-coated tablets
EU/1/08/503/015 30 film-coated tablets

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Efient 5 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER OF 5 mg FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Efient 5 mg film-coated tablets
prasugrel

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER

<MON, TUE, WED, THU, FRI, SAT, SUN>
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF 10 mg FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Efient 10 mg film-coated tablets
prasugrel

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 10 mg prasugrel (as hydrochloride)

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablet
56 film-coated tablets
84 film-coated tablets
90x1 film-coated tablet
98 film-coated tablets
30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in the original package to protect from air and moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/503/008 14 film-coated tablets
EU/1/08/503/009 28 film-coated tablets
EU/1/08/503/010 30x1 film-coated tablet
EU/1/08/503/011 56 film-coated tablets
EU/1/08/503/012 84 film-coated tablets
EU/1/08/503/013 90x1 film-coated tablet
EU/1/08/503/014 98 film-coated tablets
EU/1/08/503/016 30 film-coated tablets

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 16. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Efient 10 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER OF 10 mg FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Efient 10 mg film-coated tablets
prasugrel

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot:

|5.  OTHER

<MON, TUE, WED, THU, FRI, SAT, SUN>
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Efient 10 mg film-coated tablets
Efient 5 mg film-coated tablets
Prasugrel

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet.

What is in this leaflet

What Efient is and what it is used for

What you need to know before you take Efient
How to take Efient

Possible side effects

How to store Efient

Contents of the pack and other information

o E

1. What Efient is and what it is used for

Efient, which contains the active substance prasugrel, belongs to a group of medicines called anti-
platelet agents. Platelets are very small cell particles that circulate in the blood. When a blood vessel is
damaged, for example if it is cut, platelets clump together to help form a blood clot (thrombus).
Therefore, platelets are essential to help stop bleeding. If clots form within a hardened blood vessel
such as an artery they can be very dangerous as they can cut off the blood supply, causing a heart attack
(myocardial infarction), stroke or death. Clots in arteries supplying blood to the heart may also reduce
the blood supply, causing unstable angina (a severe chest pain).

Efient inhibits the clumping of platelets and so reduces the chance of a blood clot forming.

You have been prescribed Efient because you have already had a heart attack or unstable angina and
you have been treated with a procedure to open blocked arteries in the heart. You may also have had
one or more stents placed to keep open a blocked or narrowed artery supplying blood to the heart.
Efient reduces the chances of you having a further heart attack or stroke or of dying from one of these
atherothrombotic events. Your doctor will also give you acetylsalicylic acid (e.g. aspirin), another anti-
platelet agent.

2. What you need to know before you take Efient

Do not take Efient

- If you are allergic (hypersensitive) to prasugrel or any of the other ingredients of Efient. An
allergic reaction may be recognised as a rash, itching, a swollen face, swollen lips or shortness of
breath. If this has happened to you, tell your doctor immediately.

- If you have a medical condition that is currently causing bleeding, such as bleeding from your
stomach or intestines.

- If you have ever had a stroke or a transient ischaemic attack (TIA).

- If you have severe liver disease.
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Warnings and precautions
You should tell your doctor before taking Efient if any of the situations mentioned below apply to you:
e If you have an increased risk of bleeding such as:
- age of 75 years or older. Your doctor should prescribe a daily dose of 5 mg as there is a
greater risk of bleeding in patients older than 75 years
- arecent serious injury
- recent surgery (including some dental procedures)
- recent or recurrent bleeding from the stomach or intestines (e.g. a stomach ulcer or colon
polyps)
- body weight of less than 60 kg. Your doctor should prescribe a daily dose of 5 mg of Efient
if you weigh less than 60 kg
- renal (kidney) disease or moderate liver problems
- taking certain types of medicines (see ‘Taking other medicines’ below)
- planned surgery (including some dental procedures) in the next seven days. Your doctor
may wish you to stop taking Efient temporarily due to the increased risk of bleeding
e If you have had allergic reactions (hypersensitivity) to clopidogrel or any other anti-platelet
agent please tell your doctor before starting treatment with Efient. If you then take Efient and
experience allergic reactions that may be recognised as a rash, itching, a swollen face, swollen
lips or shortness of breath you need to tell your doctor immediately.

e While you are taking Efient:
You should tell your doctor immediately if you develop a medical condition called Thrombotic
Thrombocytopaenic Purpura (or TTP) that includes fever and bruising under the skin that may appear
as red pinpoint dots, with or without unexplained extreme tiredness, confusion, yellowing of the skin
or eyes (jaundice) (see section 4 ‘Possible side effects”).

Children and adolescents
Efient should not be used in children and adolescents below 18 years of age.

Other medicines and Efient

Tell your doctor if you are taking, have recently taken or might take any other medicines, including
medicines obtained without a prescription, dietary supplements and herbal remedies. It is particularly
important to tell your doctor if you are being treated with clopidogrel (an anti-platelet agent), warfarin
(an anti-coagulant), or “non steroidal anti inflammatory drugs” for pain and fever (such as ibuprofen,
naproxen, etoricoxib). If given together with Efient these medicines may increase the risk of bleeding

Only take other medicines while you are on Efient if your doctor tells you that you can.

Pregnancy and breast-feeding

Tell your doctor if you become pregnant or are trying to become pregnant while you are taking Efient.
You should use Efient only after discussing with your doctor the potential benefits and any potential
risks to your unborn child.

If you are breast-feeding, ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines
Efient is unlikely to affect your ability to drive or use machines.

Efient contains lactose.

If you have been told by a doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

3. How to take Efient

Always take Efient exactly as your doctor has told you. You should check with your doctor or

pharmacist if you are not sure.
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The usual dose of Efient is 10 mg per day. You will start the treatment with a single dose of 60 mg.
If you weigh less than 60 kg or are more than 75 years of age, the dose is 5 mg Efient per day.
Your doctor will also tell you to take acetylsalicylic acid- (s)he will tell you the exact dose to take
(usually between 75 mg and 325 mg daily).

You may take Efient with or without food. Take your dose at around the same time every day. Do not
break or crush the tablet.

It is important that you tell your doctor, dentist and pharmacist, that you are taking Efient.

If you take more Efient than you should
Contact your doctor or hospital straight away, as you may be at risk of excessive bleeding. You should
show the doctor your pack of Efient.

If you forget to take Efient

If you miss your scheduled daily dose, take Efient when you remember. If you forget your dose for an
entire day, just resume taking Efient at its usual dose the next day. Do not take two doses in one day.
For the 14, 28, 56 84 and 98 tablet pack sizes, you can check the day on which you last took a tablet of
Efient by referring to the calendar printed on the blister.

If you stop taking Efient
Do not stop taking Efient without consulting your doctor; if you stop taking Efient too soon, your risk
of a heart attack may be higher.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, Efient can cause side effects, although not everybody gets them.

Contact your doctor immediately if you notice any of the following:

e  Sudden numbness or weakness of the arm, leg or face, especially if only on one side of the

body

e  sudden confusion, difficulty speaking or understanding others

e  sudden difficulty in walking or loss of balance or co-ordination

e  sudden dizziness or sudden severe headache with no known cause
All of the above may be signs of a stroke. Stroke is an uncommon side effect of Efient in patients who
have never had a stroke or transient ischaemic attack (TIA).

Also contact your doctor immediately if you notice any of the following:

o fever and bruising under the skin that may appear as red pinpoint dots, with or without
unexplained extreme tiredness, confusion, yellowing of the skin or eyes (jaundice). (see
section 2 “What you need to know before you take Efient’)

e Arrash, itching, or a swollen face, swollen lips/tongue, or shortness of breath. These may be
signs of a severe allergic reaction (see section 2 “What you need to know before you take
Efient’)

Tell your doctor promptly if you notice any of the following:
e Blood in your urine
e  Bleeding from your rectum, blood in your stools or black stools

e Uncontrollable bleeding, for example from a cut

All of the above may be signs of bleeding, the most common side effect with Efient. Although
uncommon, severe bleeding can be life-threatening.
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Common side effects (may affect up to 1 in 10 people)
e Bleeding in the stomach or bowels
Bleeding from a needle puncture site
Nose bleeds
Skin rash
Small red bruises on the skin (ecchymoses)
Blood in urine
Haematoma (bleeding under the skin at the site of an injection, or into a muscle, causing
swelling)
e Low haemoglobin or red blood cell count (anaemia)
e  Bruising

Uncommon side effects (may affect up to 1 in 100 people)
e  Allergic reaction (rash, itching, swollen lips/tongue, or shortness of breath)
Spontaneous bleeding from the eye, rectum, gums or in the abdomen around the internal organs
Bleeding after surgery
Coughing up blood
Blood in stools

Rare side effects (may affect up to 1 in 1,000 people)
e Low blood platelet count
e  Subcutaneous haematoma (bleeding under the skin causing a swelling)

Reporting of side effects

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell you doctor or pharmacist. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Efient

Keep out of the sight and reach of children.

Do not use Efient after the expiry date, which is stated on the blister and carton after EXP. The expiry
date refers to the last day of that month.

Store in the original package to protect from air and moisture.
Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.
6. Contents of the pack and other information
What Efient contains
- The active substance is prasugrel.
Efient 10 mg: Each tablet contains 10 mg of prasugrel (as hydrochloride).
Efient 5 mg: Each tablet contains 5 mg of prasugrel (as hydrochloride).
- The other ingredients are microcrystalline cellulose, mannitol (E421), croscarmellose sodium,

hypromellose (E464) magnesium stearate, lactose monohydrate, titanium dioxide (E171),
triacetin (E1518), iron oxide red (10 mg tablets only) (E172), iron oxide yellow (E172) and talc.
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What Efient looks like and contents of the pack
Efient 10 mg: The tablets are beige and double-arrow shaped, with ”10 MG” debossed on one side and
“4759” on the other.

Efient 5 mg: The tablets are yellow and double-arrow-shaped, with “5 MG” debossed on one side and
“4760” on the other.

Efient is available in packs of 14, 28, 30, 56, 84, 90 and 98 tablets.
Not all pack sizes may be marketed.

Marketing Authorisation Holder
Eli Lilly Nederland BV

Grootslag 1 -5

NL-3991 RA, Houten

The Netherlands.

Manufacturer:

Lilly S.A.

Avda. de la Industria 30
28108 Alcobendas
Madrid

Spain.

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder.

Belgique/Belgié/Belgien Luxembourg/Luxemburg
Daiichi Sankyo Belgium N.V.-S.A Daiichi Sankyo Belgium N.V.-S.A
Tél/Tel: +32 (0) 10 48 95 95 Tél/Tel: +32 (0) 10 48 95 95
Boarapus Magyarorszag

TII "Enu JIumu Henepnaun" b.B. - bearapus Lilly Hungéria Kft.

ten. +359 2 491 41 40 Tel: + 36 1 328 5100

Ceska republika Malta

ELILILLY CR, s.r.o. Charles de Giorgio Ltd.

Tel: +420 234 664 111 Tel: +356 25600 500
Danmark Nederland

Eli Lilly Danmark A/S Daiichi Sankyo Nederland B.V.
TIf: +45 45 26 60 00 Tel: +31 (0) 204 07 20 72
Deutschland Norge

Daiichi Sankyo Deutschland GmbH Eli Lilly Norge A.S.

Tel. +49 (0) 6172-273-2222 TIf: +47 22 88 18 00

Eesti Osterreich

Eli Lilly Holdings Limited Eesti filiaal Daiichi Sankyo Austria GmbH
Tel: +372 6 817 280 Tel: +43 (0) 1 481 06 45
E)\ada Polska

OAPMAXYEPB-AIAAY A.E.B.E.

Trh: 430 210 629 4600 Eli Lilly Polska Sp. z 0.0.

Tel. +48 (0) 22 440 33 00

Espafia Portugal
Daiichi Sankyo Espafa, S.A. Daiichi Sankyo Portugal, Lda.
Tel: +34 (0) 91 539 99 11 Tel: +351 21 4232010
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France
Daiichi Sankyo France SAS
Tél: +33 (0) 1 5562 14 60

Hrvatska

Eli Lilly Hrvatska d.o0.0.

Tel: +385 1 2350 999

Ireland

Eli Lilly and Co (lIreland) Limited
Tel: 00 353 (0) 1 661 43 77
island

Icepharma hf.

Simi: +354 540 8000

Italia

Daiichi Sankyo lItalia S.p.A.

Tel: +39 (0) 06 85 2551

Kvmpog

Phadisco Ltd

TnA: +357 22 715000

Latvija

Eli Lilly Holdings Limited parstavnieciba Latvija
Tel: +371 67364000

Lietuva

Eli Lilly Holdings Limited atstovybé
Tel. +370 (5) 2649600

This leaflet was revised in {MM/YYYY}.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu
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Romaéania
Eli Lilly Roméania S.R.L.
Tel: +40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenské republika

Eli Lilly Slovakia, s.r.o.

Tel: +421 220 663 111
Suomi/Finland

Oy Eli Lilly Finland Ab
Puh/Tel: +358-(0) 9 85 45 250
Sverige

Eli Lilly Sweden AB

Tel: + 46 (0) 8 7378800
United Kingdom

Daiichi Sankyo UK Ltd

Tel: +44 (0) 1753 893 600
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TIMI #ED /N H 2.4 1.9 23 1.6 2.7 2.6
J]jl f

a DFFRZEDMFEIEME (TIMI) #5520 70— 7 DHHEIZ J 0 50 S, FIES =41~ |k,

b BN U T OFEHERE I 2 FH U7,

¢ BAZEPHINKIZ~F 21 £ 5 g/dL LILEDJAD 21 5 BaKAIZ BT 5 7572 H 1

d A 209 HiiE TIMI ZEO KD —ETH D, FIZA 7> b IW -z &, B
I1FEEDIT TR S D FTRETEDS 8 5,

e ICH = BAZE N i

[T EY 3g/dL LLE~5 g/dL K DA 2 1F 5 BRRAGIZ B & 7572 Hiili

75 il Lo ER
CABG (2B L 72\ TIMI ZEYED K I SO/ MM OB ERR T, LLFo LB ThoT-,

e 77 A7 1LV 10 mg 7t R7 LI 75mg
75 L (N=1785) * 9.0% (BN 1.0%) 6.9% (EXFEME 0.1%)
75 AT (N=11672) * 3.8% (50 0.2%) 2.9% (30 0.1%)
75 A (N =7180) ** 2.0% (EFEME 0.1%) ° 1.3% (BEPE 0.1%)

7T AT L)V 5 mg sut K7 L)L T5mg

75 WL (N =2060) ** 2.6% (BHHE 0.3%) 3.0% (FsErk 0.5%)

*PCI 2 Ji{T L 7= ACS /B5 123515 5 TRITON #k
**pCI ZMifT L2 VEBEHEIZEH1T 5 TRILOGY-ACS #k -
a 7T AL 10mg, 7272 UAKHE 60 kg Rl DGE1L 77 % 27" L/ 5 mg,

60 kg Kii D HEE

CABG [ZBHHE L 722\ TIMI FE#E Kl 3/ Mo BRI, LT LB THho7z,
[LEE 75 A7 L 10 mg Jut K7LV 75mg

60 kg A7t (N =664) * 10.1% (F 5 0%) 6.5% (HFEM: 0.3%)

60kg L (N=12672) * 4.2% (B3t 0.3%) 3.3% (M 0.1%)

7




60 kg LL | (N =7845) ** 2.2% (EFEME 0.2%) *© 1.6% (F5EPE 0.2%)

7T AT LIV 5mg sut K7 L)L T5mg

60 kg AR (N=1391) ** 1.4% (%t 0.1%) 2.2% (FErE 0.3%)

*PCI 2 Ji{T L 7= ACS /B5 123515 5 TRITON # 5k
**pCI Z W17 L2 VEBEIZEH1T 5 TRILOGY-ACS #k:
a TRV 10mg, 7275 LD 75 A E DB AT T T 2 27 LL 5 mg,

60 kg LA L 75 sl DB

REEDS 60 kg LA THEHRAS 75 sl DB TlX, CABG IZBF#E L 720 TIMI A HED K H ifn S i30)s
i OFRBLZRIL, 7T AT VAEET3.6%, 7B E R LILEET28% Th Y, BEMH o FILHE
X7 TATVAHET02%, 7R E R LAET01%THo7,

JEBIR A N Xl (CABG) (B4 5 Hiif
5 1 AHERIRBBR Tld, 437 4 O BEPRBMIF 2 CABG {7 L7z, 2D 5 6, CABG (B
T2% TIMI ORI/ OREE=RIT, 7T A7 VLT 141%, 70 R7LARET
4.5% Th-olz, T AT L AEGHERE L, KA <> FOE Y A7 BEITOHERIEE 505 i
7 HRHE L7=, CABG I3 HUNIZTF =/ B'Y VU &5 L BE TO, TIMI EHED K H
SAT/MHIIM ORI, 7T AT LARET26.7% (454 124) TholeDIZx L, 7rE KT
LIVEETIZ 5.0% (60491 344) Thol-, CABGRi4~7 HLNICTF T ) vV D r kb L
TERETORIRIL, TTATVARETI13% 804 94) 12 L, 7Y K7 LAEET 3.4%
(89 4 3 4) (2D Lz, A HIL%E 7 B A B2 725615, CABG (ZBET 5 Hi DO 8
RIIRGHECREE Ch-7- d4THESR) |

NSTEMI BF 123517 2 FIa1E (i 5 D $ G- 12 B9~ 5 i D J 2 2~

NSTEMI #BE DK RE (ACCOAST i) Tk, MIEALE 2—48 R LINIC HEINRE S 21T
5L L LTEY., PCLHATHIC 7T X 7 LLORIATH & 60 mg 285 L- BT~ i
BRI B O -2 4 FERIRTIZ 30 mg & O PCI ff THREIC 30 mg &2 Afif# 5 L7 H83F Tk, CABG (2
HLZRWEMROMMY 27 RNEEY, SORIAVMETRO N2 o7 G2HEN44HE
Z M), CABG (ZBH L 72\ TIMI D I | $5-BR1A1% 7 A OFBRIZILL T D@ TH 5 -

EERGERRNC T Z | PCLIETRIC T T
ARy b ATV NERE LT ATV IVERE
Hae" L7=BmA "
(N=2037) (N=1996)
% %
TIMUEHED K Hi 1. 13 0.5
At 2 g M 0.8 0.2
HOEMEH M 0.1 0.0




siEfEdE 1cHY 0.0 0.0
SRV B 73 1. 0.3 0.2
SR A3 7 i 0.4 0.1
Wi @ HALLL ) 2337 H i 0.3 0.1
TIMIE:YE D /] Hi i © 1.7 06

a HHIZE U THDEEEREZ O e, TRBREMGHEE Tld, 2EFICT A R FZR 7L
HEFF B2 5595 2 5 BUE L Tz,

b BRENMHUN X 1Z~F 277 &5 g/dL LI_LEDJgiA 2 1F 5 BaARIIIZ B & 7372 Hif

c EmEZ T HIIE TIMI FEEDO KL O—ETh 0, TIiZA 27> IRtz &, BE1E
B DIT CTRH SN D ATREVEDR B 5,

d ICH = BRIl

e ~NEZ B 3g/dL Ll E~5 g/dL AKiili DI E 1 9 BFIRHIIZ B & 7372 M ifl

BIfEA DB EZ

TRITON TR bLiviz, T H EICHE S i dE & OFEH it ORIER 2. REBUERE & O
FRERIRFERNCEK 2 ICEKT D, HEIFLLTO X I ITERT D,

FEFITZ N (1710 LLE) | Uy (17100 BLE 1710 #&ii) . %< 720y (171000 LA L 17100 K5) . %
AU (1/10000 LA_E 1/1000 i) . MiedCTEA (1/10000 Ki) . K OARH (b7 —# Tidik
flicE ) .

2 HilntE R O3 M D RIVER

AERZEH £20 %<0 Fi A
1% 5 LY >3 | &lfl. Anaemia M/ NI SiE A /s
FIEZE Blood and Thrombocytopaenia | {442 BF 55
lymphatic system Thrombotic
disorders thrombocytopaenic
purpura (TTP) —
4.4 Ha 2,
SR W EIE
Immune system Hypersensitivity (I
disorders f s N
angioedema % 7
ie)
IRFES Eye AR HiIf Eye
disorders haemorrhage

I EEE Vascular
disorders

Mf#E Haematoma

IER 2%, HE8Es &
e R 2
Respiratory,
thoracic and
mediastinal
disorders

& il Epistaxis

WZ 1l Haemoptysis

B G
Gastrointestinal

s taf

Gastrointestinal

TR RS H i

Retroperitoneal

9




disorders

haemorrhage

haemorrhage

B M Rectal
haemorrhage

i A5 B
Haematochezia

g A H 1. Gingival
bleeding

S35 O R
wkFEE Skin and
subcutaneous tissue
disorders

%95 Rash
B HH fn.

Ecchymosis

B L OREEES | LR Haematuria
Renal and urinary

disorders

—AR - pHEET | M SR E
J OB I Dk | Vessel puncture site
HE General haematoma
disorders and LEAIERAL H 1
administration site | Puncture site
conditions haemorrhage

GE. tELLD
E A OHE Injury,
poisoning and
procedural
complications

445 Contusion

RILTE % H if
Post-procedural
haemorrhage

FZ T i fE
Subcutaneous
haematoma

TIA XITMM2EF OB RED & 5 BE K OB ERE DO 70 W BE Tk, & LR RBRIC B 1T A Mz h
DORBRIILUTOLEBY THol- BA4THESH),

TIA 3 AR D BEFE

PTG AT L)L

=0 < /¥

HH (N=518)

6.5% (ICH* 2.3%)

1.2% (ICH* 0%)

2L (N=13090)

0.9% (ICH* 0.2%)

1.0% (ICH* 0.3%)

* JCH = BHZEP/Hiin

AIEH 75 5E DA S IEB| DR

AR DAGR R ICEWEA R BN DG 2 ME T 5 Z LITHETH D,
4> bSURINT U ADHKGEINIRE =2 ) T alRie & T 5, EFRIEHEHEIL, MRICEH IS
TWBEBIOHE AT LML Y | BWERANBEDNDIER Z2HRET 52 &,

49 BEHRE

ZiUE, EIESHONSRT

Efient ZiHE# G425 &, MMM ER L, £ ORHIMIES OHEDS BT 5 TR H 5, 7

T AT VIVOFEBEROFFNIET 57 — X 13561 TWHh7Ru,

LU, iR 2 E 512

FEIET 20BN H DG EE, Mg & O 3O miE A OE R 2Z 895 2 L,

10
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Prasugrel hydrochloride: Core Data Sheet

2 ~12 HITAR/E




) 1.7 AERMR—EXR
TSR UIIEEE IJ«IT2 E375mg. 5mg

1.7 RERMSA—ER

FFEFE & LT, 778y 7 ABE25mg,/ 77 By 7 AFET5 mg, /3T /LY U FE 100 mg
ST Y HRL 10% DN RE XTI R, FER O &, EH LodER E%2, KAl 5t L
TH 1.7-1 ITRT,



1.7 AR R—ER

Cl

TSR LIVIEERE IJ4«I> MEE3.75mg. 5mg
®1.7-1 RERDA—EX (1/11)
— B 4 B 7T AT VRIS 7 a v R LIVEERYE Frm ey e
R 52 4 | =7 4= ME3TSmg Smg 7T ¥y 7 AHE 25mg,75mg 3PV b 100mg, KL 10%
EE R A b Rt O S A Bt 7 A B 7 A
KA AR | — 200641 A 23 H 1981456 A 4 0 (§B). 198942 A 23 H (HikL)
WAL AR A [ — — —
HEAESA |- — 1989 45 1 A
oA X [ AERS, M7 AR IR IR AEIRS (XL U BE 100mg, 23T LY AL
10%<1g 43/8.5h>)
JBIE, AT AL (T LT IR 10%<100g T13%
h>)
5
O s
0 H N “HCI
o K ; N
P%C—( N)\\”/Zl HY COCH;
o— | - HClI a HaSO4
S

o RUSSERNEE

0

#HE - & &

TN a—TF 4 T
1EEFIZT T A7 LVIEREYE 412 mg XX 549 mg (77
A7 Ll LT 3.75mg XL 5mg) &8

T ba—T 4 T
1EEFIZZ B E R LV 25mg XL 75mg (7 v B K7 L
JVRREEHE & LT 32.63mg X1 97.88mg) &4

TN —T 4 T 1 BEPICHRF /oYU
Mgt 100mg &4

I—F 4 UTHRL : 1g PICHRTZ v v R
100mg & &

2hHe 3% R

PR HEEIRIZRI (PCD 25 S5 TRl DM

DR
MEEGERE (RLEPOE, I ST LA LptiZE,
ST 5L HiEZE)
ZEERE, BRIF L AT S

OME MR M B (DEPEMZRIE 2 R <) % OHHE

il
Ot B REBNREAS (PCD 23 S 42 FRLo M .
PR

SRR (R EPOE, IF ST LA L%,
ST 5L iEsE)
LEEPE, BRIAVE L8 2E
OFRMBIREBIZI1T D AL - ZERRTE R OHIH]

O I8 T L OMIBARIMEER (Z4E 5 AR - ZE4e DIEHR
7o B N LIRS E o

OB MEBIIREAZERE (£F 5 V85, FEIRE L OV 7R & O
M PEREREIR O S

O MR f R (— @Ik MEE IR E (TIA) | AMiEZE)
WZRE S ffs - ZERR DTRIR

O T H A4 o0 B 1 4 4 i 12 5 e 58 oot
=

=

e L% B
(B B
A EorE

PCI 233 1€ O B e DR BB E ~ DO 51X [ iEThH
%o EERERIZ LD | RIFTEE S 2 Wk A
PRI S, PCL & L2 WEAITIE, Do
BehaEz bk,

O EBIRTERAT (PCD A3 A &5 HE i Ok
BoOBE

PCI 2855 Fl ¥ € O ik DR BB E ~ DB 5 T EE T
b5, BEERERICL D | RIFIER S 5 \WITEE R
PN XZHFAGEIR S 3, PCT 23 LW aicid,
o3 5 L,




TSR UIVIERIE

1.7 AR R—ER

IJ4ITY RE3.75mg. 5mg

#1711 REERMSE—EX (2/11)

— & " 4 BR 7T AT VOV R 7 a v R LIVEERYE Fra vV
MER O & | @ AR RGBT T XA 7 Ll LT 20 mg | O MMM R (OIRMEMIERIE 2 R <) #%oms | O Fik L CMIRESMEER (1 5 i - e OTRHK
Z1A1ERO#EE L, 20%, #EEHAEE LTI | MHoSs 72 b NCLFEREEOLEICIL, FI/RED ViEHIE -
5] 3.75 mg Z#% N 535, WEL, RACIE, 7 RS E LT Tsmga 1 B LT, @EAMA 1 A 200~300mg (5 : 2~3 EE /1%
1 B O 59525, 4Fif, KE, ERICEY 7 et #ki2~3g) & 2~3 BT TRBICROBEET 5,
FZ Ll LTC50mg % 1 B 1EFROEST 5, OB MEBINREAZERE ([ 1F 5 135, I L OVa R & O ff.
ORFEREHBINRE AT (PCD 238 A SN2 EMmME0%E | miEEROSEICE, FOOESUIERIE L LT,
BOLE HEFRLA 1 H 300~600mg (§E : 3~6 $EF 72 ITHIRL :

WE L RACIE, BEEBIBRBIC /7 e R LA E LT 3~6g) % 2~3ENI/HiT CREBICRAEET 5,
300mg 2 1 A 1 EREA#E L, 20%, #EEREE U O MMM & EEICHE S ik - BlRoBRICE, 7
1 B 18] 75mg & O#5T 5, OESUEEELS LT, @EA 1 B 200~300mg
OXMBNRE RIS 5 Mt - R OM O%E (BE : 2~3 BEET2ITHIKL : 2~3g) % 2~3 AT T T
WE. AN, 7 RZ7LALE LT Timgx 1 H| BEBEICROEET S, 723, 1 A 200mg (5 : 2 SEE
1 BN E3 5, ToITMIKL - 2g) OHAIIT I ENCERE T2 LT
%o
O 7 BT HY MR 1% 00 b L8 45 12 A 5 b b 35 D g
BIE, FORESUIERRE L LT, @EKA 1 A
300mg (B : 3 HEFE FZITMRL : 3g) % 3 [T TR
BlIZRARE3 5,

7Rk, AR, ERIC &0 EE T B,
HABELKOHE (1. 7TAE D Y (81~100 mg/ A, 72 BHIEIAGES Tid | ZZHERF O GI138ET 2 2 A E Ly (EWNE THERR [ 1. 856 % 2 » AME. FAlE LT a2 @Ms%
(R 5 Al 324mg £TC) EOATHI L, RBRICB O THREBHRGRICHLIIERAZ DR T AFT5 28, [RANC X 5 ERREIERZE5ET 5
A EoEE |2 A7 v MEBBE ORI GRS ERER | D) 7o, BEZRPES W, EM A MIRIR A 2 FE M

DR LEELTEBRTEZ L,

3. PCIMEAT RN AT 3.75 mg & 5 HREFREHRE STV
%4, PIEARERYS (&5 EIC 20 mg 2 &5
THI L) FRAETIEAR, (RANS L 5 i/ Mok
PHIERIT 5 AR CERRBICET S Z M EES
ns)

4. ZEIERE O HIIWET D 2 E N E L (W TR
LHaR<), (T3RmEhRE). THRRmE) OHEBH)

O MMM M F EE (DRMEMEREZBRS) BOFR

Tl OB

Hif 289 5B Th i’ dh 5 0T, FrcHifEm, Z

DORRNOBH 5 BHZEIZOVTIE, 50mg 1 A 1ENS

Behynz b, [MM. EEERS) OHEBH]

O REBNRIEAN (PCD 231 A &5 B ik %

BOLE

1. 7AEY > (81~100mg/H) ELHFHTBZ L,

2. AT v MHEEE ~OARFIR GRS IER% 2 =R

OB X EBEZVLTBRT DL,

3. PCIEifTRIICZ v & RZ L L 75mg 4 7e< &b 4
AKE SN TWDEHE, v—T 14 7 R—X#
5 (#5BtABIC 300mg 23545 L) 1TMAE
TR,

LRENRD D, [BE] OmESE]

2. BitoOHZAIIE, HiLZHEET 2820 nH 5D T,
10~14 HENZHGE2FIET D2 &, 2720, MR
HEREDOMBIER N RO 5N D55 %2R, [[EFEHE
] oESR]




T5RY LILIEEE

1.7 AR R—ER

IJ4ITY RE3.75mg. 5mg

= 1.7-1

— B 4

VA A% N3

7 m e R VVIRERE,

Ak = R Y131 )

ik e
= =

migEm/A D EEBR (TTP) . \EBRIRE, T8

BEEEOEALEMERNEICERSRKBE 2 n AU

RIZHEBEL. BTICESFIH/ESATND, [TEXHE

BlEA] DIESHE]

1. % 5RtR% 2 » AR, I EEREEROMHAGERK
DHRBIC+HEBEL. RAEIE LT 2812 1 B, mBk
HE (BOEPEZEED). FHEREZTL. LR
EMERDOEBRMNEO SNTIHGEICIK. EbICERE
it L. #UGREETS C &, AFIZREDIE.
EHMICMAEREZTV., LEBMERORRITEE
T5IL,

2. KEIZ S, BFHORED S MR/ MR D HELE
BIfE. BAIEKEL. FEEORBEENGEONI-EHE
IZI&, 5%t L, HEICH L TORES LIE
FFHEEREEZERE L. BULBLEFTS Z L,

3. RFDHFEIZHI=->TIE., HohLHLERMERN
KETIEBANHIEERBHICHATLELD
12, FTRICOWTEEZRET S L,

(1) B E5RR%2 » BEIIEHPNICIEREETON
ENHLDOT, REIELT 282 1H. ERT S
Zé&,

(2) BMEAZERET ZERDHSEONIBEEIZIE. =
EHICERFISERK L. BRICES 2 &,

4. HB5ER% 2 » AKX, REIE LT 102 BN %
WHEFBZ &,

I LT B (AR, BREENHIMm, THALE H

i, JRESHIM, Wi, RIS [Hiz k9
LBRENRH D, ]

- ABN DR LIBEUEDBEEE D & 2 B4

—

I LTS (AR, BRI, THALE

i, PRESHIM, Wi, RIS [HihzBhikd
LDRENNDHD,]

- KRB DR LIBBEUEDBEEE D & 2 B4

L L TW AR (A, BAE KETE. Wk
EIEEE, JREEHIM, wEI, YA nSE) [ikf 23w
WEZ/R D LN TREND, ]

2. MERFEEDH HHBE FEENILIZELT S
BENnH 5, ]

3. AMERBANED BFE [(ARFORIEM & LT HImEk
DIEMRE SN TNAOT, K EEERICRD
BENnH 5, ]

4, FU 0 YU X D A BRI E O BEEE O
bHEE [HEEICLY AMERBAEZ R - 352
nnH 5,1

5. F 7 v vy BB VIRBUE OBEERE O & 5 B

#

—_

IS Do 5 B IFEESET 28NN H 5, ]




TSR UIVIERIE

1.7 AR R—ER

IJ4ITY RE3.75mg. 5mg

*1.7-1 EERMDR—EXR 4/11)
— %1 4 B 7T AT LV 7 a v K7 LIVifiERE /A= S =3
A EorE | (1) HiiEn Rk OZOEROH HBE EEENHMOBE| (1) ROEBE TIIHMOGERESEL R8T 8H 5 | (1) ARMBEToEE [ARLAENT28Z8H

CEEERS

FobHsEE) (HzEL2BZNRH D, ]

(2) BEOHHEEEREEDH 2 HF [EREIN T 0 EAEME
TLTWDZEnH 20T, HilOfBBRER KT 5
BENWDRH D, ]

(3) BEOEKEREDH 2 BE [HILO GBI A
THERBENRD D, ]

4) BMEARRE L T2 8RE (TEEREARNER] O
HZ )

(5) mlinE [HILOERIENEKT 288 H5 (I
i ~Dih) OEBH). ]

6) IMAEDHRE [HiLOERESHE KT 28211 H
%, 7%, IRE S0kg LA T OBETIL, i, BHEAE
HOMOMIMY A7 KTk OMAREA <> hOFEH
URAY &ML EC O MEIDR U CHERFFE 1 B 1
[\12.5mg ~DOEHBZET 52 & (TERAARE DI
ZH), ]

(7) MR ZE ST —BPEMEE AR (TIA) OBEREED &
% BFE DMK R T, FIEIARH & 60 mg, #ER
A& 10mg/ AHETT 2 v EBEM LA,
HifL OFERRPESBER LTz & OHER D 5, ]

1) AH QKRN EIIYIEAR T E 20 mg, #HFHE
3.75mg/ HTH D,

®) thoFx ) v U PURHEH (Fue RTLILEE)
*t UMBHUE OBEEE O 3 5 B [AAIHE 5% 1 g
W % & T UE DB E ATV D, ]

OTHEBEICRESTHZ L, P, BILERMLERSE (O
JRPEMMSERRIE 2 BR <) HOBERMHOELAL, S0mg 1
H1EEEREEZEBETLZ L,

1) MR &R OEORRO S 5 BHE

2) EERHEEDH DB

3) HEREEREOD LBHE

4) FMEAFREE L TV D ERE

5) g

6) IRfAEOBE

) thoF= ) vl PURER (7 vy U iRRE)
V2 LIBBUE OBEAL R D & 5 [

5.1

(2) i 7 BN ZDFEROH 5 BE i %85
THBENRD D, ]

(3) MEEOHEREDH 5 EHF HEELETHEN
N5, ]

4) AMmBERBAEDOBIERO H 5 84 [ AmERBEZ
BEodBZzhnd b, ]

6) miEDREHE (HhzEodBZznnd s, ]

6) FilizTELCWAEE(BERVAZICEET S
FRLOEE) OHEBH]

(7) minE [[ERE~DOHRE OHEEM]

8) thoF= /) PURIEH (7 v v KT LIRS
W2k U BoE OB O & % BE




TSR UIVIERIE

1.7 AR R—ER

IJ4ITY RE3.75mg. 5mg

*1.71 REERMSE—ERX (5/11)
— %1 4 B 7T AT LV 7 a v K7 LIVifiERE /A= S =3
R EOEE | (1) WIEAGMELEEROT AE Y e PRI X > THIfL | (1) @A i OB PESREEF (TTP) . MERERIERE, & | (1) AFEFHICRESRMBT 256, At/ MK
C WERIER DIVAIPNEEDLAREMENH D L2+ HBET D | BRHEEEOERREWEANBIT L2035 | BOMEEN (TTP) . MERERNE, HERIFRES
ESFEcY=Y e, DT, HERB% 2 » AMIZ. 2EEIC | ERECH| OBEKRAZBEANTICELSRE® 2 » AUNICH S

(2) EBIREZ AN R AR5 21T 5 Haik, RAIO
M/ MREEEMGIERIC L B IO U 27 BNEE DD
T, BREBALEN D OHMICHAERET D L, [FF
ST L5 Dt mHE & 5t 5 & U 7= S R Bk
(ACCOAST #&B&) 2B\ T, WEEHHAE 60 mg
% PCI A THEIC B EHe 5. U 7= 454012 bl U | et h ik
Al CE¥5 4 BERTRT) 12 30 mg KO PCI MifTHEIC
30 mg & EFRE LT2BEIT. S 62 AT
BT PCT MifTICBEE L7 ER 2 i U 2 7 23K
LIz DHRERDH D, ]

1) AFI O EITEATTHE 20 mg, HEFFH &
3.75mg/ A Th D,

(3) AFNC & D M/ MREERIHI S & 72 2 & 5 72 F4lF
DFEITIE. 14 ALLERNCR G 29135 2 L
F LW (THRREURE) OHBH), 72388, T8Ik
BlARIT 22 ENTERVEEITERZ MM Y 2
INREEDLZENRESNTNEOTHIICEET
52k, Fio, BEPIEHIE T O MARESIERED )
A7 OEVIESITIX, WU RFREMHR A C 2 2
L PHIBICARN O FEE G R LERG AT, B
PMOIEMEZHRLTHLHERTL L,

(4) BIMEAFHE T 5 BE SO ITEEICITV), A
g taiemEay ha—LE2i75 2 &,

(5) BOPURRERF, 7 AV  RORFE AT 256
Wik Lo Y 27 3EE B FTREMEN B B O Tk
P B R

(6) MLz Z FERIERFE W E B 2 LA,
IR EEET D 2 L, £, MLz RET 5 BRHRE
WRBRBEDONTZEA I, B HICIMERE EEOmE )M
EEEHTLHZE (TREM] OB,

(7) BEIITEF L0 b LT <252 L&
L, B e A8 S - 5 AT ERMICEE 3 5
KOMET LI L, Fio, bt (R 2Z27 25
W AFIERAL TV D BEEEMICLTEAD LD
BEICHRET 2L,

WREFEOEMZ BT DL, [[4. BIER) O
Z ]

Q) Mt REBEERRE L TARAZ#EAT2I12H7z-
Tk, v—7 1 7 F—X¥ 5 (8584 H 2 300mg
ERETAZL) HOTAEY L EOfRICE o TH
MY AT NEEDARERSHD Z &2 HoBET
52k, [[BRRAHE] DHS]

(3) AHNZ & 2 i/ MREEBIHIAFE L 72 5 X 5 e FilF
OBFAITIX, 14 BLLERTICRG2F 145 2 R
F LW, 2B, Ho7e kKR 25T 2 2 & kR
WA ITERARHMO Y A7 BNEED 2 L nHs S
NTWDDOTHFIBIET D L, o, HhHIEH
[ O MARIERCFEARAED U A 7 D MERI T, # )
TR RFERIHIR 25 U5 2 &, FINZ AR OFE G2
BRI, FAERALO IR M A R L Ths S FBY
T2 2L, [[ERRAHE]. [EHEE] OESR]

4) fho> i D fE Rt 2 H9I0 & 8 % A5 L OB
ICHEET 5 & &b, mIMES RS 5 BE ~0& b
TIEEIITV ARSIy R imEo 3y ke —
NETHZ L, (M. EERS), 13, HEER 0OHE
]

(5) T3 fis [ o i MR A 1 A B AR IS B W
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1.8 HAXE ()

TSR UIIEEE IJ«IT2 E375mg. 5mg

BEE—%&

s gL TnZpnREL () gL CTnZpnREL (7)
ACS acute coronary syndrome A R
ADP adenosine 5’-diphosphate TFE)Vr ) U
CABG coronary artery bypass grafting SEEIR S A 2 2B
CI confidential interval (ELEESD
CYP cytochrome P450 F 7 va— L P450
EM extensive metabolizer T RTFUUT « AXRT AP —
M intermediate metabolizer AV BE—=ATFT 4 — K« AZRT AP —
IPA inhibition of platelet aggregation 1L/ INREREE I =R
PCI percutaneous coronary intervention R HBIRA > 2 — g v
PM poor metabolizer TT c ABRTA Y —
PRI platelet reactivity index —
PRU P2Y, reaction unit —
TIA transient ischemic attack — PR A
VASP vasodilator-stimulated phosphoprotein & PESR R - RIE U R b E B E

— YT ORRLAL



1.8 FAXE ()
TSR UIIEEE IJ«IT2 E375mg. 5mg

1. HRXE ()
LIRS, I3cE (%) 2md,

IR CE (R) 1IFEEREO LD TH Y,
A DOBM LEESZRT D52 L,

T IRGEIE WA B R (SRR



20144 A {ER (55 1 kR

WA CE (R) IFEEBEHEOLOTHY 00
BHEORMNXEEZSRBTH L,

H ABE M i i o 3R 5
[ B3
{HEFRRARR | 3 . RO IR $%£3.75mg $25mg
PICERTAZ L, L /R % B & 5
MM IR | AL RO | 45 HE SRR
e
E BB & 20094F 2 A

I74I/F33.75mg

I74X/F35mg

EFIENT° TABLETS

TS AT VIV S

MEB—EMEONSLALCSIVERTEIL

[BR] CROBEICIBSELEVWZ E)

1. LT v 2 B (i, SR, 5405 i,
PREGHML, WEIL, AP iz BhET A5 Eh
b ]

2 ARH| DR U EGE O B D & A JBH

W 5 4 )% w8
75 A5 LIViERS | FUMKIE, #Stro—X,|
412mg EE#REL Fox>Fo ¥
L (FEAZLVELT|EVE=Z, EFOF T SO
Iéss/h 3.75mg) Eltnva—R, RAF7) R
/Smg RTARYTA, eSO AO— R,
BibkFrsy v, vy, ==
[L31%:3
75 2 7 L Vet | OB, fRtra— 2,
549mg EEREL FOFy 7oL
(5 ARFLLVELT|EVE=A, EFOFT T O
I7g§5/l\ 5;;g) Elena—2R, AFT R
me TRV A, eFOAO—A,
mibF s>, y L2, #n
| - 3
2 B OMR
o ®
WmEE| A E | & | kas | mEx | &
(mm) | (mm) | (mg)
7Tk | 7V [—
s Tome | 7T 178 | R
TOME L () T3ED | oo | 01075
5.1(4%%) - e
IoqIoh | 7VE %5)
Ml e L
€ | (s - ) 87E® [ oo [ 401075
47(51%) ’ e
[%h BE /)|

HE B2 Y TRE BRI AT (PCT) A58 & 115 T id  HEfi PO -
BEEAE B (R L EROIE, ST LR HBE%E, ST LR
LA ZE)

RRESAE,  BEIE O 28
(KHRE « ZHRICBEY 2 A LOZERED
PCIA%#E ¥ & O MLt O BB ENOEGE TS 5.

EIIREEIC & 0 RERERD 5 WIETIR, S 7S AHTASER
&N, PCIZEH LW EIZIE, UBRokS5 2252,

® X FREEE

[A & A B2]
WL A, BEHBHICS I AL E LT20megx 1 H
1REEOHS L. 20k, HFFHRE LT1H1R3.75mg?
O S5T 5,

(A& - AECEET 2FEALOER

1.7AE1) ¥ (81~100mg/ H. 7 340 A $%5 Tlk324mg
ITC) LT AL,

2 A7 v PREBENORANE GRS RS ORA
KR LTBHET LI L,

3 .PCIHifTHi ( A#3.75mg#% 5 HE RS- I hTw a4,
DA RS G 58 H I220me 535 2 &) ST
e (RANC & A H/MEESEIIHITE R 5 H B TEWIREIC
ETAZENHESINS, )

4 ZCRE OGN A Z EATE T L (WS 2.
(TS BYTE |, [HERRAE O IHB )

f#F A £ o x &)

| HEERES(ROBECIIESICHETEIL)

(1) i & ¢ OFRO B A B3 (5 & I o BE A0
HAHBE) (MIMEELLBENYH 5, ]

(2)E DR H 0D 5 BE BEHENFOEAMETLT
WaABZ ENHLDT, HILDGEHEEIE AT ABEFND
Hhbo ]

(3)EEOFEEREDH L BH MO GEHEH KT 2
BENDEDH B, ]

(4) B MEA SR LT A B3 (RS 2 EANEE OEBH)

(5)EEE MM OGEREIH KT ABZENED 5 ([HiE
O |OHB) ]

(6)EMAERDBEHMOMEREESH KT LABENED S,
%EB, EES50kgh F O BE TIX. EES. FRES oMo
i) A 7 @F ROt 4 XY s 05BL) R 7 % iF i
L7z BT, L0 UTHEFRHA 1 H 1 BI25mg Dt d
ERTHZ L (THEEEEOHBH), ]

(7 ) it 2 30— i ok B i 58 18 (TTA) O BEERE 0 B 5 B
i Ah i R 5B <, 0l 440 B i 60mg,  #EFFFH R 10mg/
HEGT7AE ) Y e L2610, o b tEss
MALZEDHEND A, ]

) AH) AR F L EIIE B4 4 20mg, MEFEE E375me/ B Th %o

()b F = ) EY Iy REA(ZOE FZLIVE) AL
W EE DIEAERE D d B B [AH I 572 M5 708 2 &
WIEE DFEBAHE X Twb, ]

2 BELEXREE
(BRAMGESERETAEY Y EOHHICE > THILD
VAZDBEEANENHAZ L2 SEETAZ L,

(2) BRI AT I B 3 5 24T 9 M A& AH| o1/ IMK
BEMDRERIC & 2o R 2 258 £ 50T, GlllEpirss
5D HERET A2 & [FEST ER-LIGHEZERE %
& & L7z il A4 R 3R (ACCOASTREE ) iI2 B W T,
A4 F R60mg % PCIRE TR ML 5 L 2= 35 ST HeBe L
SEE Tl AR 3 5 Wi CF 3979 4 BRI 1230mg 2 OFPCTHEST B (2
30mg& G- L2Eais. &5k IZED S
PCIHEATICBY M L =K Z i) A 2 A K L 7= & oy
Db, ]

) A%H) AR A B HIIE 40 20mg, MEFEE R3.75me/ B Th B o



(3) AFNZ & AM/IMIEEIIHI A E & 2 5 & 9 B FR OB &
1Z1&, A PLERNCE S 2k d 5 2 LA E L (T RE
DEBM) . B, +oeERENM 23T A EBTERN
WEBRERZBIMD) 27 EF 52 EAMEERTWS
DTHMWET A &, 72 5N P omeiER
FERIED ) A7 OFEF TIE. 880 & E I o %
WU DL FMRICAH DI GHLELYE T,
FREOIMZHERE L THSHET AL,

(4) B IMEAFHET 5 BENOEGIEEIITV, A2F#ES
FidtaailEa Yy ba—L2i7H 2 &,

(5)FOFEREA, 7AEY Y ROKHF 2 6HT 2858121,
WD) 2 7558 % A etk H 5 OTHMEET A &,

(6) iM%k FEEENAEVwEEZL bRBHEITIE, Pk
HRERTHI L. T HilLERET AEEERD
b =Y4a10, BB ISR ES5E DM Y] 2 et % Eh
TAZE (RIEH IDESE)

(7)BHEICEF LI DO HMLRT L AT 2L, 2
MM ASFED SN AR EMICEET 5 XD iR
THIE, T fbE(bF) 22T A KAz
JRALTWwARZEMIICLTEL S &) BHEICRET A
halp 8

(8 ) i A P i /N AR 368, A P S8 B (T'TP) % o0 K 70\l 4 A%
BBTHIENDLDOT, BHMMEHE 2 » AR, 280
(21 oM ERESOEmEZERT A2 & (TREI1EA]

DIHEH) o
3 .#EEA
HRTE(BRICEETS L)
A% BRERAER-HEEB A& - -eRAT
LR E IS OEH & o | HEIHUmARER
) %7k ) RAVAU M 5 =1 A Sl DR o [ I - i <
IRFHN O a2 K|PEILRS,
M/ MRRENGIER | 282D 5.
EFRTHEH AT YA,
TAEY V& BEDOREZ 45
Mg EREE [ 1= R e
vad—E, HEETAZL,
FNTTTF—E5%
FERFOA RS
$HfRH
IsE ) hy A v by LN
Frudb %
4 .BIER

[E P4 MAHER AR SRER (2 BT, #AERI1,05561 48761 (46.2%)
(CRIWER (RSN 2 &) 2B S iz, ERRIER
. BT 10961 (10.3%) #7241 (6.8%) \ 1L FR 58
(55%) 1L 45 25 i 3B o7 1. B 441 (4.2%) B OF Bz °F 1L fi 41 51

(39%) %:Tdh o 7= UKiERE)
(1)EXLEIER
1) W : S GO RER ¢ B, O - MEM,

Bty FORRRESE) o LAt O PN S I 5 o 1 I

(12%) D3 bbb s Z LHHHDT, lEE T5ITITV,

REFRDOONLYEICREGZHhIL L., #Y) % LE
%ﬁ:) : o

2 ) 2t i /ARG D SR B (TTP) (U AB™) @ TTP
(O E AR © 8 R RACRR. FRBESE o M 4K,
KRB S AE R - AR, MM, BRI ER
DOWMBLZ 2 MR, FE2, FFRGER E55) 2
RBOLNIYEITE, BHIHES ZHhIEL, Mk
(WA MER, WREARMIRDOMEEL SE) ZEBL, LE
(e LIS 0@ ) 2 M2 17H 2 &.

3 ) @HUE BUEAY®) @ % FE %2 SO BED’ D 5 b
NBILAHEDT, MBEZHHITTV, REHED
ShEicdS ek L, #URREZITI 2 &,

(2) EXLEIEA (%)

e d Bl /A T T OERZEEHP#RE STV S

DT, MEZTHITATV REFZBOOLNLYEICR

WY RMEEITH T L,

1) frifaeRE . &E

2)EFRIE. BETRMERAM 2 &AM IE

-2-

(3) ZDibDEIEH
TROREA D bbb LXHEDT, REVED
SNTYE LB CE 2 REZIT) 2 &

1 %Ll E 0.1~ 1 %k
m % |#&m MR BGRB8
BN, AimEkEeR
HmER | Bz F i (10.3%) . | Wi, BRI, R H i,
S, o BR, [ in, B ER Y AL AF A,
MAFLHERALMAR, | IR I, # 5 — 5 v
Bz F O AR, 2 of ARSI, SKBE BT
EBAE M L, o B | AR i, i B A SR
MUE & A W, | F SR AL A i, AR
PR, AR, | AL, O A AR K
SR, AL,
A48 Hh 1L
B B | FBRREREE y-GTP L%, ALPL#.,
ALT (GPT) L5
AST(GOT) k4t
¥ W AR Al
HHmER FEIED %
b3S TR, FEAA, L - MER,
RS PUR e O LT TR
BEEBAELR, T %%
BEE | %5 KB
Z Dt PREE 5 RANME IR, T
S, I A 25 o A B
ML PR B ) AR OV B 8
Iy FCE
E) B WTRED N TWAEIEH O =D HEAH,
5 . SEADERS

— R ERETRAERBESMETLTWADT, BEO
REZMBE L2V OME IR T AT &,
6 . IEIR. EiR. BILBEADIES
(1)t SR LT 2T it 0 B A i AZiE. A Eo
HIEWmAEEE %2 Ll A EHE A FIZOARS
TAHIE, [HRERPOHGICHT 2RI LT
Wi, BWER(T v ) TRENORITED 5T
w5, ]
(2)BAPOE AN EAAREG P IIRL LT EEET &,
(B FEEE (5 v b)) TAFHICBITT A LD LNT
w5, ]
7 . NREADKS
AT IS, Fra e, FUE, BRI/ A% et
WEHE S LT (I EERA 2 W) o
8 .BAERS
AH OB EEGICE ) HMLAE L2 BEFNDDH 5, LA
L hYE, BYLRLEEZITIZE, B, RN
REAIZI SN TV AEVWD T, BRABEHSLE LG
/iR Z ZET 52 &,
9 EALEMDIE
ERZEE  PTPRZEOHEANIPTPY — 2L KL T
AT 2L ET AL, PTPY— POREKIZE Y, B
BLA BB A~ AL, HITIZHILE B LCHEKE
RSO RE L EHIELERT A EMEERTWS, )

10. ZDBDER

<7 A2 2ERMBEOPRE LR T, i~ 2AD300mge/kg/
HLLE, #i~ 2 D100mg/ke/H LA 0¥ 58T, FFE#E O
HHMMATEDSONTWAE, —H, T v M 2EMKED
5 L2 T RAEILTEZD ShTwin,

[ L) B #E]
| . R
TIAFVVIERORSBIERLHICRBP S NS 720, 1
CAF O RZLFITHRM S, EEAER-138727 o i 4 h
WEEE L.
(1)fRmERAZ
REHERALI, 5 1HEIWKTI A7 L V20mgk %52 ~7
BEHIWCTSSAZ L V37mg# 1 B 1 EEOHREGL-EED
WA IR-138727 DML AF i FEHERE R USRI EIRE /85 A — &
ZRDEBY THoT,



5. BEOME
MR ABHICT T 2 7L Vv20mg & RO S L7- & & ok
RHPIR-13872TOIEME E X, ZEEF TIXABHZG LB LT
CmaxAI3MEITIEIN L 7225 AUCICHE L E RO Sk ol
6 . EMBEER
TR VIVEHEEE ECYPIAAMER TH A, baF v —vz
PR G L 725 a8 0E A R-138727TO R BE X, 75 R
7 L OVIEEEE MR S5 & el L CCmax A #I[E £175F A & (60mg)
100 5 5-85 TH946% % UHERE A (15mg) ¥ 5 B THI34%IET L7225
AUCoonNDFBIZBD b h otz F 72, M/MEEEIIH =
%0 (20uM ADPER) i 90 £177 i & B Ol R S o wh b
rrarV—VvolRICEsEEEZ T hdh ok, CYP3A4D
BEATHD) 77 V¥ ORi#k513, RISTZTOBE I\HE*
RZE b ot
Ta by RYTFTHERTH AT YV TF = IVEFRLEES
RUHZ A EETAITH L7 =F IV EHRALEE, 79X

20mgi SR (5 | A B) OEMEABMR-138727 0 MR

(ng/mL)
300

250 |-
200 [

150

BREBARE

0 N PN - -

0 2 4 6 8 12 24
B¢ 18 (hr)

3.75mg# 58 (%5 7 B B) OEMEAE MR- 138727 0 M R RS

(ng/mL)

0 7V OVH R B 5 X Holt L CR-1387270Cmax A7 5 A 7 LV
_ 60mg#t 5B TH14—20%K T L 7245, AUCNOEBRIED Hh
aof Bdotze Fhz, M/MTESEIIHER (i MOEHEL o¥H) &
il wl BEHIC X AHBEZ T hh o506, HEAF—%)
iﬁ T ) AA O A 1 9)0E 476 Lt 20me, MEFFFTR3.75me/ B Th Bo
i k
¥ - [ES 173 159 %]
wlf I\ 1 . EIPQBEER A 48
(1) BMBEESE (R EH.0E, FESTER LM, STER
01 2 i s 3 LB
B (b PCIAGE A & 15 F & 0 BT BB (RREHAE, JEST
. . _ RS, ST ERCAELE) B#13850 2R & LzERN
’m"‘”"’”g"38727”’f”m*§’;;’c‘ —% o0 IR SRR 51 2 B 5 24 8 3 T EBLMAFL <> b
max max last t1/2 Y 3 s -
BEE 0| onD) | (o) |ghomD)| () PRAERROEBY THoR
20mg PCLE FE D 8N TR (RRERUE. JEST LA DEHEE.
(x5 1A @) |P[1771£%3] 06202 11812665 49+58 STERDLEHEE) BEICH 3 5208%F COTELNE
rt 7 nE) | 23] 2025155 | 06=04 | 263402 | 09+04 3 ) ’ T Tk
mean £SD TRV |TACRTVVEE | oo emimm)
(2)BHEEEREY B (150 | 9.3%(64/685) | 11.8%(80/678) | 0.773(0.557,1.074)

AR R L R (F LT F = 2 ) T F ¥ A30~50mL/
min) I27 5 A7 L v60mgZ HEFOHRE Lz & 2 0iFH
FCHHIR-138727 DI BHRE (X, MEMERR A & B L T2 D
BB hoiz, BN ELEL T HRTFRERERE T,
fERERR A & Hlig LTt A T R-138727 D AUCH I 31—47%
B U Cmaxh #120~52%KTF L 72, ABEANT—%)
(3)FFigEREEBE Y

o 45 B 4 AR B 22 SR (Child-Pugh#8iB) 12, #%5 1 HHIC
TIAZVIVOmghk UHkS 2~ 6 HHICT S A7 LVv10mg#
1 B 1 BRI S- U7z & & O ARSHIR-138727 DI BHRE 1
MR A E B L TERRBD Aol AEATF—%)
(4)SEmE2

e (75 A E) 1, %5 1 BHIZT I 2 7 L v20mghk U5
2~T7HHICTSIAF LIV3Bmg#x 1 B 1 AEORS L&D
WEHEACH I R-138727 DI BHRE (X, FEiEh s & B L T2
BOoNhhhoiz,

2.5

2 (LR

Ty MIUC- TS A7 LIV EBERORS LEe, Mk
B 132  OMRE TR G | MBI REEE R L, .
N, PR, BB R O RE Tl & Y b VRS REIR E 2
Bz, THhOWITMA, &5 728 M TIXHFREE R O KBIR T
LM &Y DEVEGREREZRBD 2, ook Tid,
M & RRBENZNUT THo e T, KERS LEE.
#5140 B IIGMBENO S H AT IZERREIE L2,
KB

BO%S SN 75 A7 VIVHEREE X, NBHERTE A VE
FIUNVIAFT—HIZE ) ERHICRISIBIAHH E L, &5
IS e OSHFRR D SR ARSI BE SR F b 2 0 — AP450(CYP) 12 & b 44
S, EERHEW THARI3BT2THER T 5. in vitroiREEH» 5
R-138727~DALHI21d, CYP3ARUSCYP2B6ASE 2 AREH# E LT
MEF 5 EARBENRTVS,

HE Mt

REHER A B IC4C T 5 2 7L V1bmgx BEBZ %S L= B4E.
520 I LI e 0 BAHER SRI395% DL HIE L, BUitiED
FI68%ARF N S, R27%H b H SR S hize WHERIAF—%)

dﬁmﬁﬁ‘#ﬁ%ﬁb%ﬁgﬁvxﬁﬁﬁmmﬁm$¢oﬁﬁlVF

BRI

b) 7 AEY ¥81~100mg/HZHHA L, 77 A5 Vv % MEFF i 20mg,
My A3 75mg/ H

T AEY ¥81~100mg/H MM L, 7 2 ¥ F& L % wE f4f A it
300mg, #EFFHRTSme/ H

TEEAR /S A 7S A4 (CABG) 12 L2 v, KL K OV o

HEHEIX, TIA S VIVEETET%(39/6856)), 2u¥ Fs L

WEET4.3%(29/678%) TH o720 DA b, PCIOSEFED

FHEE, TR VIVEET28%(19/6856), 70 ¥ F7 L

IVEET1.8%(12/678%1) THh o 72

CABGIZHM L v, K, /i f OCRER B ICEE X

Hifl OFHTIX, 75 A7 L IVEETI6%(66/6856]), 27 0¥ F

7 L IVEETI6% (65/678%)) THo 7z b, HH5RTHI4H

LI ICCABGH HEAT S h 7z BE T, KM, /i O

BRI EE S MM, 79 A7 LVETIOfF OMIZ, 7o

EFZUVIVEETOFH 7 HCEIL 2.

BB, MEARSERE. BRERES THo 7.

(2) REBDE. BRIBMEDEHERS

REME. BRSO BZTTAP 2R L LERN

o MAHRERR SRER V2BV 4% 5-240 %  TOEZELIMEF A X b

DEBRIRDEBY TH o2,

REFDE. BRI DHEERE CH 1 2/520BHETD

FEOME M N> M ORERE(ERE THEEFRR)

TIATVIVEED Zae R LIVEED

FEHE (FIED) 4.1%(15/370) 6.7%(25/372)

a) Lo 5 FE, FEBIEME LG 28 B O FEBFEME IR iR B oA T v F
#1b

b) 7 A ¥ 1) »¥81~100mg/H 2 L, 77 AZ L v Z @47 H #20mg,
MEFF A A 3.75mg/ H 3L ) [l f 4 5437 1S M i 3.75me/ B

) 7TAEY ¥81~100mg/H ZHH L, 72 ¥ F& L2 wE f 6 A&

300mg, #iFF A TSme/ B 33 A E ST B 52 sk A T5me /B
DBEL LTRELALHTH Y, #atwil LR TRV,

CABGIZH M L 2o v, AW, /o f OB BR A 1 B &
ML DOZRHEIZ, T5 A7V IVEET54%(20/37081), Za¥ F
7V IWVEET62% (23/3720)) THo 2. b, HHRTHI14H
PIHNICCABGH AT S Mz BE To, K, /i f O°




BRI ICEE MM, 79 A7 VVEET 3 Bld 3 flic,
0¥ FZUVVEET L 1 BNCRBL 72,
LB, MEARRSZRE, RAESRKRSTHo 7,

3 7=, EP T AEER PR SRERIC BT % i (75 DL L) Sk E
GOkgPAF) o BHE TR 128% T TOELELMEF S X b
(LT, FFFEHOHHE, FEIOEHMED, HAREZET S
U B I B OSLAT PR R DA T~ R A ¥ b)) o RJ L,
75 A 5V v2bmghE? T54%(2/37H1), 75 A # L V3T5mg
Y T108% (4 /37H)), 7 0¥ F&7 LIV T11.1%( 4 /366)) T
50?:0
CABGIZHE L v, KM E O/l B EX, 75 A
7 L v25mgEET 0% (0/378), 75 A L Iv3Tomght T2.7%
(1/378), 70 ¥ FZLVEET28%(1/368) Th- 72,
a)7 AE) ¥81~100mg/HZ ML, 77 A7 Vv % wE S A #20mg,
#ed¥ H#25mg/ H
b)7 A¥ ) ¥81~100mg/H #HH L, 75 AZ L %9 f14f 5 #&20mg,
#EFE 3. 5mg/ B
OF A ¥81~100mg/H 2B L, 2 0¥ F2 Lo % @ f 4 it
300mg, #eFFRIR75mg/H
ABEL LTRELLETH Y, Mtz L RETiRE v,
2 . BHERERAR AR
PCIASEH & 5 F & 0 DM E Bl (R e 0iE,. JEST ER
RESE, ST RRLHHESE) BE136106 %2 14 & L 7=k 45 I
KRR RERIC BT 2 FELMF A XY PORBEAKIIRDEBY T
$)O f:o
PCEEAFEN RMBEGER (RLXERLE. ESTERELH
BE STERUHER)EEICHSFITELOEIANL MO
IR (7558 I ABER FRRUER)

SEHE (IR _
TIRTA | el | o
a7 LIVEE
9.44%(643/6,813) 0812
REEAERE 2 11.49%(781/6,795) | (0.732,0.902) p<0001
R, | 930%(469/5044) | 0820 0002
FEST EALHHBETE |11.23% (565/5,030) | (0.726,0927) p=0
. 9.84%(174/1,769) 0.739 _
STLRLARE 1224%(216/1.765) | (0:6490968) | P=0019

a) LM AFFE, FEBIEHE L2 R B oM E Y FRA Y b

b) 7 AE ) »T5~325mg/HZHMA L. 77 A7 L ZmE ] Aike0mg, HHF
Hift10mg/H#% 6 ~15» Hilx5 Lz,

)7 AEY) ¥75~325mg/H &AL, 7o ¥ F7Lv%wE f i 300mg,
HMEFF A T5meg/H %2 6 ~15» 45 L7z

d) Gehan-Wilcoxon#iie, He#Z AL EPLIE/FEST Lot Lo 28 B 20 HL &
LT 2 £ L, 79 A7 LV OBEREINGEE S R A1, ST EROH
HEBHEEOLINTORMEEERESS 2L L2 LTI L
kL

CABGIZB# L 2w, K KO/ lofEBFEE, 79 A
7 VIVEETA5%(303/6741) . 7 1 ¥ F 27 L IVEET34%(231/67164)
ThHotzo %P, CABGHMT S - BE TORMMOFEHE
X, 79 RS VIVEETIL3%(24/2136)), 7 o ¥ FZLIVEET
3.6% (8 /224%) TH - 72,

) AH| AR A\ E S8 R 20mg, MEFRRE375mg/ H Th b,

(® = %X #H

| . ERfREE-19
TIRAZVNVEBHEIZTO RS v 7 Th Y, EENTHEEARSHED
W K s, M/ o ADPZ S AP2Y 12% BIRA 2o
JEM WA ES A & THL/MEERSE 2 W6 3 5,

2 i/ MRPER 2101310
ZMEBEY (5 v b, 4R, FV)IEOEES LTI AZ LIV
&, ADPIC & b &2 & A I/ MREE 2308 L 72,
MR AN MEEHARE LTSS 27 L IV20mgZE#MA I
5L, A»SHEFHEI Mg/ BE 6 MRS L L &,
M /MESEIPHIE R L, B SRS 1 B A S5 B
L7z0 20mgo@EIHEHEICL Y, 0/MUEEIPH FIE, wmE
5 1 REM #0234%, S REMI 2 IC R HES2% %R L, #ER
HEFSHEPX IR ETHER L,

3 . IMmig e
7 v MEFR Y ¥ v b AR 7OV R UYE SRS & B BYAR ke
EFVICBWT, TR LIVIREORSICEY, BRIKE
LR EH L2, T v FEFFR Y v >~ PILREF VI
BIFBTI A7V IVvoRmefEfik. 7TAEY YEDfFHIZEY
W I hiz,

4 FREEETFIVICH (T BERBD
T v MMBEEEETFVIZBWT, 79 A7 VIVHEEE % RO#kS
ThHE, LHEESY A IHhRY Lz, 77X 7V VidEORS
&Y. Ty btk kU ER MR JEE 7V I3 T IRHE g
FA X 2WMAEE, 7y P FAEEBIREAEEE T VICBWTT
DIREMATZIPHI L 72

(3BT 2 EB{bFRAmER]

—#k% . T A7 L IVHEEENE (Prasugrel Hydrochloride)

{t% % : 5-[ (1RS)-2-Cyclopropyl-1-(2-fluorophenyl) -2-oxoethyl]-
456,7-tetrahydrothieno[3,2-c]pyridin-2-yl acetate
monohydrochloride

- F3K  CoHxFNOsS - HCI

41 © 409.90

A

in)
0 H )
HyC 4 y N&(A
o | “ HCI
S

0 R U Rk

AT AROKRIEHEMEORKTH S,
KIZRREITRT LN, N-VAFIVANVLAT I FRU
Iy = (95) IR REITITL v,
bIENCBREBEETH S,

Al E: 178~179C (4+8)

SEeAREL © log D(HPLCE) ; 3.23(pH45)

[ a3 # ]
I7 4 I h§E3.75mg
(&) 1008 5008
(PTP) 1008 14088 500%% 7008
(14%¢ % 10) (148 % 50)
I7«I>h§E5mg
(PTP) 1008
(= = X k]
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1.8 FAXE ()
TSR UIIEEE IJ«IT2 E375mg. 5mg

2. AAXE (F) ORERHL
21 #Ee - MR (B) RUZDORERRL
211 e - DR ()

( = 8 - = R ]

TR R ET (PCD 23NE ] S 405 FREd i R

SVEREGRRE (RZEPOIE, I ST LAVDAEZE, ST LA-LiHiEZE)

LEPLIE, BRIBVE L R 2E

<#hee - HRICEHETIHERLDIE>

PCI 233 T E D MM OB BE ~DREITARETH 2, JENRERIC XY | RIFTE
Wt & 2 WITTEBNIR A /S A ANEIR S 41, PCL 21 L722WGEITIE, DB 212
5T &,

Xt

2.1.2 BE - IR (F) DOFREIRN

AFNOZNEE « WL, WS CHM L - BEREBERE RS (RLESGDE, FF ST EALAR
FEZE, ST LF-LfH%E) Zxtg s Liziish ACS 26 I AHEER [5.3.5.14] #5235 L LT,
NCHENE L 7o BMoEERERE (RLESE, FF ST BALAFEZE, ST LA LHFIE) %
%Gl U755 I F ACS-PCI %15kl [5.3.5.1-2], M OMHHER) PCI faf TARE (LLEPEIME,
BRIEVE DA ZE) 2 xtg & U755 T AR PCT 3t 8Bk [5.3.5.1-3] Oz S 3% e
L7,

S

N

2.1.2.1 SMBEEHEE (FREHROE. EST LFOHEE, ST LROHERE) 1°x
THEMMNE

5 ACS 45 AR O 1L ACS-PCI X4 DA 2 = SERFAIE H O S 3ik &
# 1.82.1-1 1217,

MEsh ACS 55 I ARRRER C, A b0 FERHIEH Th 2 0 MAESE, IEBFEIEOfEZE, &
OFEESEME AR OB G = RARA - FOFEBIFRIL, CS-747S BET 9.44% (643/6813), 7 1
B R LVEET 11.49% (781/6795) . /4 — KEb (95%(E#EX[H) 13 0.812 (0.732~0.902) T
HY ., CS-TATS BECTHEITIK L . CS-747S DAMITEIEGEREI 4 2 A MENEE S -

(Gehan-Wilcoxon f#7E: P < 0.001),

[El N T30 L 7= 55 T #H ACS-PCI x5kl Clk, EERHMEEE Th 5 .0IMEIE, FEESENE

OFEZE, M OFEESEMEE MMM 2 O A= KR4 hOFBLIZIL, CS-747S BT 9.3%

(64/685), 7 v & K7 L LHET 11.8% (80/678) . /~H— NIk (95%(E#X M) 1% 0.773 (0.557
~1.074) THY, 7B K7 LIVEEL [l LT CS-747S BECHRIRMEL . /2, HERT
TEE L Fo P — RO SHEEE2 1 2 FElo72, ZiuD ORI ACS 55 1 HHRER & 1
ERBROBEM TH Y . AARANOGMIEIEGEREE X LT CS-747S DFENERFT LD Z
EIHERR S LT,
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x 18211 AMEOEFEFHEBDHRE
(5 ACS % Il 1BEER B U5 1l 48 ACS-PCI R ER)

CS-747S VA=R =l N/ % Hazard ratio
- PR R FEBLR PG FEBHE I . . P1fHE
P BB O BEL BEH Hacy i P
HESh ACS %5 I AHFRBR 6813 643 944 6795 781 1149 0812 0.732~0.902 <0.001

% 118 ACS-PCI xt&eake 685 64 93 678 80 11.8 0773 0.557~1.074 NC
NC: BHH#9

2122  FHEMPCIETESE (XTEHLOE. FBIBEOHEE) (CXT 58U

o5 T FRFFRERY PCI % G2k BR M OVES 1T FH ACS-PCI 56 5388k O A3 2hE o> T BAEAHIE H D3 5
FhF 1.82.121277,

[E PN T30 L 7= 55 T AHAFRERY PCIL xSk ¢id, FEAHMIEE b 2 L& se, FEHSE
PR AR ZE, e OFEBEEMERE MMM AR OEE = RARA & P OFRBIERIL . CS-7T47SHET 4.1%

(15/370), 7 v & RZ LARET 6.7% (25/372) Th o7z, CS-T4ISHORBLIFRD /7 n e K7
LOVEEIC RT3 DA 721, %5 111 FH ACS-PCI %588k (CS-747S BT 9.3%, 7 ut' K7
LVEET 11.8%) CIFEFRETH Y, BARANDOLEROERE ., BRIBYEOIHEIERF I L
TH, AMEIEERERE L [FERIC CS-T4TS 1A Th D L EZ BT,

£ 18212 HADMHEOETEFTMER DHKIFEER
(55 1l FEEH PCI R R EER R UE Il #8 ACS-PCI it R E&)

CS-747S =Rl NV Hazard ratio
oy MY T B R BLE S e B R . . P A
P BB B0 BER BEH Facy i P
% 1 FEF5RERY PCI *f &3kl 370 15 41 372 25 6.7 NC NC NC

%5 I AH ACS-PCI %[5 685 64 93 678 80 11.8 0.773  0.557~1.074 NC
NC: HHET

2123 RAUTEEREEE (FREPE. JFST LR OHEE, ST LR DOHEE) (¢
THREM

%5 1L #H ACS-PCI xR TOA FEF R OFBIRIL, CS-747S HET 89.8% (615/685), 7 1
B RZ LVHET 88.5% (600/678) Td o7z, 16EREE L ORIREABABIED W LHE SN A
EEBOBBIRIL, CS-747S FET 47.7% (327/685), 7 v ¥ K7 LLEET 39.5% (268/678)
Tholz, CSTAISHEL 7 v B R LA CHEFGORIRIZRE BN o T,

FELIE CS-747S BET 1.2% (8/685), 7 BB K7 LIVEET 1.0% (7/678) 2@ biliz, If
B & ORISR E & U OIFE T OFRBLIERIL, CS-747S BT 0.3% (2/685), 7 mE K7 L
NEET0.4% (3/678) THY . TOWRRIL, CS-747S BETIIMMER M, LIENHIMAE 14,
7 a e R VABETILLENHIN 24, LEMEIN | 4 Thotz, LSO EERAE
T CS-747S BET 26.4% (181/685) . 7 1 &° K27 L LEET 24.5% (166/678) IZFBL LT,
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TRERIE & ORREIR N [BIE & V) | DFE T LIS O FEFE 247 5 53 CS-747S BT 4.2% (29/685) |
Ja e RTLIAEET 5.2% (35/678) (ZHH L7=,

CABG (2B LZgW e A 2 b OFEHELAR T CS-747S FET 49.8% (341/685), 7 n &
K7 U VRET 36.4% (247/678) ToH 0, CS-TAIS BETR -T2, SMAUEER  (PCI A OHES)
ZRED IR WA IMYEA X N OB T, CS-747S BET 16.8% (115/685), 7 v & K7 L /LEE
T152% (103/678) Toh v, W CRIRE CTH T,

CABG (2B U Zg W R H i fe OV N i DFEE =R 13 CS-747S BET 5.7% (39/685), 7 m '
TUAEET 43% (29/678) ThV, 7o RT LR LI LT CS-747S BE TR -T2, &
DH b, HER (PCILOGHHEZRE, LUFRER) 72 LKL K& OV i o R BRI 0
TRRRETH o7, £z, MR H Y ORI & OV LTI, PCI DG PHEDFBLHIT,
CS-747S BET 2.8% (19/685), 7 B R LVEET 1.8% (12/678) ThHV, Zut' K7L
BE & LElE L C CS-747S BE TR Mo T2,

CABG (2B L 22V K I O S BLHRIL, CS-747S BE T 1.9% (13/685), 7 v & R L VREET
2.2% (15/678) TH VY, WEETRRE CH-7Tm, AN ERZ LDV (FMOERZ L)
RHMLOFE T, CS-747 #£T 0.6% (4/685), 7 m & K7 LVEET 0.9% (6/678) TH Y |
WL CRIFRE Th 72, CABGIZEE LAWK HImD 5 5, Az &0+ i o RERIT
CS-747S BET 0.6% (4/685), 7 m & R LAEET 1.0% (7/678) . EFERY7: Hiif O FE B =%
CS-747S BT 0.3% (2/678), 7 BB R LAEET0.1% (1/678) TH YV, Wb HifE Tl
BETH-o7z, £z, SANER LDV GMYERZR L) Ama i, &K OESER
i S WA CRIfRE Th o 72,

Pbolib | BMiEGERES (REEROE, FE ST EFLAFIZE, ST EF-LAHFIZE)
WK% CS-747S D22 MR LTk, KR L OVNHLOFEN 7 v B R 7 L VBRI
HARTEZWH DD, 2D M PCIEIHEEDHNERZMED DO THY | SER L LD
KL OV ML O R B #IE CS-747S & 7 1 ¥ R 7 L URRERIE CIRIFLEE CTdh - 7=, PCI fafT
Re7e CAMER BN 5 & /MM ORBICEE T2 2 & T, ER#EA LR efEx
N EEZ BT,

2124 M PCIETEE (XEHROE. FHEMOHEE) [CXT 552

55 11 FHAFEERY PCL X8R COR FFROIBIZIL, CS-747S BET 82.2% (304/370), 7
B E R LIVEET 78.5% (292/372) Th-olz, R L ORERERIEESL Y &HIE Sz
BEFRROFBRIL, CS-747S BET 43.2% (160/370), 7 v & K7 L VRET 39.8% (148/372)
Tholz, CSTAISHEL 7 v B R LA CHEFGORIRIZRE BN o Tz,

FELIE CS-747S BHECRMELFEZE 1 4 (03%). 7 v R7 LA CTRMERER 14 (0.3%)
IZRO bNTe, LTSN OEELRAEFZOREBERIL, CS-747S BET 20.5% (76/370), 7 1
ERZLARET20.7% (77/372) ToH Y, 168 L ORIREGRY EEDH Y | OFETLS D
FERAEFGORIRIL CS-747S BET 3.8% (14/370), 7 v & K7 L ARET 4.3% (16/372)
ThHol,

10
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CABG (2B L7\ EA 2 b OFEEERIL, CS-747 BT 27.8% (103/370), 7wt
N7 UABET 26.1% (97/372) Toh V|, WL CRRE CTh o7z, SR (PCl A PHES) &
bt A X b DOIEEERIT, CS-747 BET 15.7% (58/370), 7 0 & K7 LARET
14.8% (55/372) TH V. WM CTHBRE TH -7,

CABG (2B U 72\ R H i M OV i D FEEL=R:1F CS-747S #ET 1.6% (6/370), 7 m & R
LIVEET 3.0% (11/372) ThoTz, £D 95 b SARYER 72 LD K H I K OV I D FE =1
CS-747S BT 0.5% (2/370), 7 v E RZ LAEET 1.9% (7/372) ThoT-,

CABG IZBIHE L 72 WM ORHRIZ, 7 o v K7 LVEET 2.2% (8/372) Th U . CS-747S
BECITRHL L 2o 7,

UbDEBY | ZEPRERE . BB LHBIZERE 3T 5 CS-747S OLeMEc, 7.
B R LOVERBEE T B~ TR A IR B O MBI B e o Tz,

2125 | REEXF—EMKEONEREZBREZEIIEZEORTUM LTSN

W4 ACS 25 T ARFRER Tl —MEAME M /E (transient ischemic attack: TIA) X 3Kz~
DOEEE AT 2858F T, CS-747S B (WllalE i H & 60 mg, HEFFHE 10mg, H) @ CABG
(B U 22 R H I R VN L O S BRER I, TIA XUIMAE T OB 2 & 22O 12 e
TEVMER TH -7, —FH, EEHMEEE (DML, FEESEE LTI, & OJEBSEMEN
EROBET Y FRA b)) ORBRIL, TIA XIIMEEF OB Z AT 5 48R#E T CS-747S
BEX 7 B & R LIVBRIZ R CTREDN o 72, CABG (ZBIE L 72V K H i % OV N I O 58 B3R 1%
TIA XUIAMZE T ORERE 2§ 5 45 T CS-747S BET 7.78% (201257), 7 & R LARET
3.97% (10/252) , /~H— R (95% (58X H]) 1% 2.082 (0.972~4.456) . TIA 32+ DBE
EEH I WHBRE T CS-747S BE T 4.36%(283/6484) . 7 1 &5 K7 L VEEC 3.42% (221/6464) |
NP — R (95%(E4EX M) (% 1.282 (1.076~1.529) Th -7z, TFEFAHIEH ORHERIL,
TIA SUIZEF OB 26 3 D5 Tlx, CS-747S BEC 17.94% (47/262), 7 v & R 7 L)L
BET 13.67% (35/256) . /W — KEuIE 1.375 (0.886~2.132) TH YV, BEEEA S WS
TlE, CS-747S BET 9.10% (596/6551), 7 v &¥° K7 LIVEET 11.41% (746/6539), ¥ — K
LeiE 0.787 (0.707~0.877) Tholz, ZNOHDOAEEEE 2. KEOHRMCETIE TIA X
MZEr R OB AT 52 BE IR L SR TW5,

A A CHENE L7255 T R0 PCT x5l Cld, MMFFZERIE 6 » H LIN DB 75 mkLL
EoBE | R OGIEE LN LB BE RO T M ZE OB 2 AT D9 E x5 E o,
F 72 TIA OB EZ AT DR RGN ZE 2 & 0F L 728 2 2123 0 THOIMEK
DL 2R R LTz, A0 FEFHEEE Th 2 LM E, EBSErEOmEZE, KO
FEVERE ARG AS P OB G T RARA S ORBIRZ | 7o 22MOFEEE & LTtk
Ry hOFEHRE, HEOEFEOHE, TIA OBEOAE, M OEEGEIEMIEZEOBEDOA
RN LTz,

HIWED EEFE H Cd 50108 58, FEBSEM O IE K OFEBEEMME MR A= X,
CS-747S Bf (WIlal1 1R £ 20 mg, MERFF & 3.75 mg, /" B) ORMEZED IR 2 A3 2 48E (14)

11
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EKONTIA OFEFEZ AT 285E 3) TRE LR -o7-, MEMREIEMEZEZ S0 L TV D8
B Tlx, CS-747S BET 20 41 2 4 GEBSEMELFEZE, FEBIEMEE MRz, & 1),
su e R7UARET294H 24 GEBSEME ORI 2) IZHBL LT,

CABG (2B L7V KX, CS-747S BEONMIEZE DOBEIYE 2 A+ 2465 (14) . TIA ORE
HEHET LS 3). ROEIEGEMERMIEIEZ S0 L T 2888 (20) TIXRBL L7220
72 CABG (ZBJHE LZe v NH I L, SEGEMEMEEZE 2 5 0F L T2 BRE T 204 1 41
FEBL LT LISMTIR, INEEZE DB E 2 A3 o 8kE (14) KON TIA OB EZ AT 2 85#E (3)
DWFITHIIL LR oT,

BRI B 72 L1, CS-747S BEDRMAEZEDREE 2B DA 14 4 24 TRE LT,
ZONFITHEELM 1 4, IR 14 THY, WFRBAIHEC L 2L TH -7, MBI
FIREICERD DRI TH 0 . BERBOEIIC L D Z L AVRIR S iz, FREITIRE T
HOELEO N oTo, MRIZT 4 7V T OHRBIETH Y, FREITRRE CRIME L7,

PLbEoi@bv, HARTIN L =5 UL AREHEN PCL 5B ¢, D EBEBRE OMaciid 5
H DD, CS-747S FEDOIMAHZEDREE 2 H T 288 #F (14) KO TIA OB L2 A 285%#E (3)
TOMME A R MIRBET, E2HM Y A7 28 £ DHAITRD SR -z, BEEfEE
it % A 0F LI geBRTE (20) Tl DlEA X2 B LIZ, 7 e E K7 LVERICH
NTHRBEENEDVEIIFES DT, MY 27 BNEE ISR bvehroT-, L
oo T, ENTIE, TIA UIMATOBEZH T 5 BH Ik LT, i) 2 7220 TiE
BYENLER OO, T AT VVEBEAZFER LS50 LB 2 b,

12
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22 RiE-HA=E () RUZDOHRTEIERL
221 Hix-HBE ()

( A& - A 2 1]

W AT, GBS BIC T T A7 L LT20mg &2 1 H 1 EREOEE L, T,

HEFFHEE LTI A 1R3.75Smg 2R 0&E59 5,
<HA&ZE- -AEICHETHSIERLEDIE>

. 7AEU Y B1~100mg/H, 72BHEAMEE TIX324mg £T) LOHTHZ L,
2. ATV MNEBEBEE ORI GRIIIRCS EFESR ORI CE L LT BRI 52 &,
3. PCUMEATRIICAHKIZ.75 mgZa S HHIRRER G- ST\ D54, FlllAfs (GG A

1220 mgZ & 535 2 &) ITMETITZRY, ORFNS X 2 i/ IMREEEMHIERIZS A/ T

EFIREICET D Z N EEEIND,)
4. ZEIERFOREITET S5 Z ENEE Ly (WIEAMEREZERS), (I3EWEhRe) . TERRRK
I DIESH)

222 R&E-HE (F) OFERTEER

ML - MEE, BN THEM L7258 I ERERBR [53.5.1-1], 5 I8 ACS-PCI x4
B [5.3.5.1-2], KOV I FAF5RERY PCI #F55kBk [5.3.5.1-3] OREICESERE LT, H 1
FIA BB CORE I, EWN TEM L7-FHE0 PCT TSGR IR [5.3.4.2-1] &
OIS CFf S VI ZEW T 7 v — LB REE(L B 2 k5 & U 72 BRR SR E AR
(H7T-EW-TAAD #Br) D OBt R4 25 o) nlAn &4 20 mg, #EFE &2 @ 2R
% 5mg, KHERE% 3.75mg L% E LT,

2.2.2.1 FNHHAERERBRTOREEDHRTERRL

FEREIY) PCI x5 B R SR B M ONEANV LS E T 7 v — AN B IRAE A L 2 o R Bl PR SE BRI ©
O I IMREEEIIR SR O el 2 3% 1.8.2.2-1 12”7,

55 1B B ERBR e D AR TIHNE L7, A PCI i 7/ 32 CS-747S % 29 H[H
B b U TR PCL e SRR IR FEFEER C ., Pl A mi& b 4 Fffil# D ADP 20 uM 1Z%F 4% IPA
%, FIEASRT AR 10 mg T 12.3%., 15 mg T 20.9%. 20 mg T 29.8%., 7 1 t’ K7 L LAkt
(B ST & 300 mg) T 8.43% Th o7z, #4528 H HD ADP 20 uM (253 5 IPA (X, #
FRH & 2.5 mg T 21.5%, 3.75mg T 32.1%, Smg T37.7%., 7 vt K7 LIUhiEstE GiERe A
&#:75mg) T21.7%ThH o7z, Z0 9 B/ MBS O SOSHEMEV (IPA 25 10%K
i) WEBRFE L, 2.5 mg T 22% (4/18), 5mg T 6% (1/16), 7 1 ¥ K7 L /URilgHE T 16% (3/19)
_Mw%ﬂ/3%mgf TR LN ol (529 H B TR,

PEAEES TR, TR 30T TRRAICEZE 2 i (2 Sh D &9 kA
i%%iw#ﬂ@ﬁf% RO BT, HEDOHMMEAEFEFS L LT PCLICH O EEIIRZEFLIC
KD 0DEANMMO 14 (15375 mg #f) 253 HEETICRILTZOAT, WTInokh
BECTHHMMEAEEZORBARIIZ o€ R VKRB FRRETHY . DERMIIREFTH

13
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ofio

WSO ZEM T 7 v — AEIRIE LB 255 & L BREBRBRIC s T2 7 A8 Y U OFH
B 5T D CS-747S Hal &t F & 60 mg % 5- 4 B4 12 TPA 13 68.4% CTH V. &5 7 H B O
FIH & 10 mg % E1ZIT 622% Th o7, HARNDRFHERY PCL e S i R FE TR O 5 51 1 8 C
& B )l Efr B & 20 mg K ONHERFH & S mg TO IPA 13, TN H IR TNSWETH - 72,

F 1.8.2.2-1 FHM PCI HREREEABRE VBN ETEH 7 T O—LBIRE/LESE
W RERREE AR TOM/NRESEINFIZE (PA, 20 uM) DLHLE

~ E=bin
FEHEHY PCT 5t B PR SRR MIEASES #5528 HH
4 BFE1%
10/2.5 mg 12.3% 21.5%
15/3.75 mg 20.9% 32.1%
20/5 mg 29.8% 37.7%
7ua e K7 1L 300/75 mg 8.43% 21.7%
AT 7 1 — SBIREAL P .
HR R B B KR AR 4 WS %
CS-747S 60/10 mg 68.4% 62.2%

TFFHERY PCI % G i R SR FE R BA: CS0747S-B-J107 35k
o 22/ T T v — NTHAREEA L BBk G2 i PR SR F A BR: H7T-EW-TAAD 58k 1

IO ORFRICEESE | B A ERERBROBE RS CORGEIX, AARATOIM/N
BB IIHIER Z481E & LT, o, oo OstEE2 R L, DA <> Mk LT
FATHETH S 7 v B K7 LIVERERE 300/75 mg K 0 HENIZINHEIZI R S, Hil Y &
7 EDONT U RTEE LT E GRS LTSN O AR E L Y HAKV 20/3.75 mg X 20/5 mg
EE LT,

2222  ZF I tHACS-PCI ®HRHEETODHEEDREIRH

%5 1L #H ACS-PCI x5 D CS-747S Ot &%, & WA &R ERBR TOZ M, A
ik, KOS ORAEN S . B RE CIXgE AR AR 20 mg, #HERFAEIX 3.75 T
5 mg DEEINATHE &5 2 5 AV72,20/3.75 mg BECH 3 72 M/ MREEEIHIZI R 2 R LI 2 &b,
MEFFR RT3 7S mg 2 BINT 2 2 EREFE LWV EE X, £, & - IRIKEYRRE TIL,
20/2.5 mg B XV % 20/3.75 mg B T A i/ IMREEEMGIIR 2R LI Z &b CS-747S O
ERARHERE 213, T OBETE I U Cllal A & #ERs & & LT 20/3.75 mg 2341
THZENRLEE LW EB R T, RERLELLTIORT,

i)  TEME
1A ER% ERBR T CS-747S & 5-RETIX, mwHErRE . & - (MAEERE & b,
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‘ 1.8 RIXE (F)
TSR UIIEEE IJ44 T ME375mg. 5mg

K MSCIRER O I > 7= HIPEA EHER TR SR> 7o, iz /MmO BT,
CS-747S B GREOBHHERE . &l - ARAREERE & b2, TR EhEREERICH &%
FRO LN o, TATOHMEREFFS (R, i, FRAICEZEZR NN, £
OO ) OFBLEIL, WT OB E T HIRA R GEFHEERE  203.75 mg BE, &
fn - IAREMERE - 2025 mg BE) LR U Ca R GEEBRE  20/5 mg BE, & - K
IREYERE : 20/3.75 mg #E) TROREMN 272 b OO, @ &R CRBWERE I 516
SR8 D=L T, &, JRPmprE GRIEMESE) . iR, & OR T mE<cH
D . ZRLISME CS-747S OF G EHINAE > TRIILBRE LA NG D HEEILFRD S e h

277,

iy A

CS-747S B HEHED G RNEA N2 FRIOWNFRIZ, BEPEERE D 20/3.75 mg FETRIET (L
B DMK 14, FEBSEM D AEZE 3 4, 20/5 mg BECTASTE 0 4, FEESEMELAREE
FE 13 4. i - AR E AR D 20/2.5 mg BECRIET 0 4 FEBSEM O ARFIZE 2 44, 20/3.75 mg
BECRIELT 04, FEBSEMOMMEIE3 4, HAREZET H.00EM 14 THY . AhEA X
¥ N DOREFIIEBFEIE O FHEZE Th o 7o, IFBSEMELAEZE DR B 2 | PCI i 714 48
RefHI AN (PCLIZ B L 72 OB ZE) & PCI A 7% 48 Rl (B ARFIED.LAEZE) 1T01)
TR U7 5, @ E AR D 20/5 mg BED 1 4 D728 PCL Jiif 74 48 BEF LI CTH
0. FRLSMINTAL S PCL T T 48 REFILAINICHEBL L7 LliEZE T - 72, CS-747S O
RO EIEAA HRIL 20 mg THE— ST Y, PCHIZEE L2 Lz, #< & bl
AR GEHBAURNICEB L TS Z Lnb, CS-747S DIEEIIKF LI b O TIE v &
Ez bz,

i)  Eh

55 AR Bk i BRI LR HE S B A 22 FRIE L L TR 2 B CERE L7272,
WS e — T — DB OV A R b 2 BIREEmIE B SR E LTz,

T ORER, ) F~ — T — Dl MREEERE (VerifyNow system: PRU B, %inhibition, VASP:
PRIff) OE#hiX, &5 4, 5 1L b2, CS-747S HHBETITWTLOMREETH
B 5 BATHRAT U= i/ MREEE RN R RO b, —J7, 7 v & R LVEEO i/ MREEE
P RIL, W OHEREfE T CS-747S 5O itk - IRIKEREYEERE D 20/2.5 mg £ &
RIFEECTH-o T,

T/, B I AHAEREHER CILOHEED A X FONRE L= fRIAR G OREDO D 5
RN T ) 7o~ — I — 2 PE Lo 7205, F#HRY PCL TS B R 3EPREABR  (CS0747S-B-1107
AR TIX, PIEARTT & 20 mg OG- 6 FFEfE, 51 A BIZ30 TRy i/ MR EEEE #]
ER %R LT,

7 a ¥ K7 LIV DUV TR, AN R 2 RS HEDME G f e O BB DR T
BOARETH D ZENRE SN PP TND Z b M/MREEEMFID R & Ll A~ b
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1.8 FAXE ()
TSR UIIEEE IJ«IT2 E375mg. 5mg

DFRBUC—EDRERMERH L EEZX BN TND,

L7y o T, 2 N ARRRER O 3 5 5308 5 HBRE I3 A H & 20 mg, HERFH & 3.75
LN 5 mg OIS AEE & B 2 S T3, 20/3.75 mg BE T4 72 1L/ IMREEESNH D 2 7R L7z
ZEND, MEFFHEIZ3 TS mg ZBRIRTHZENHEELWEE X, Fo, @i - RIKEY
BRF ClX, 2025 mg L D b 20/3.75 mg #ECTH o 72 i/ IMREEEIRI IR AR LI Z &0 b
CS-747S OEFIRHERE T &1L, N CToOBEBITH L THlEAm & HRHE s LT
203.75mg ZBINTHZ ENHEFE LWV EB X T,

2223 FBNHERREEZEEA-AL - AEOHRTERL
2.2.2.3.1 SAMEERBEEE (FRERE. JEST LRULHEE, ST LROHEE)
TORE - A=

5 T #H ACS-PCI XI5k C oo, A0 FEFHGTE B OFH MBI BIHE 2 £ 1.82.2-2
W2,

CS-747S O W)alEf & 20 mg M OERF A8 3.75 mg,/ H CTHEfii L 7= Ak EERERE (R
LEPOIE, FE ST LA L%, ST ER-DAFEZE) A X%t5 L L7-5 1147 ACS-PCI xf5ak
BT, AMED TEFHEE B CTd HIRRIEE GBI M O & G5 HLA% 24 B E T, FELME
AR (DMAESE, FEBSEIEOIEZE, R OFEBSEEE MM ) ORBRIL, /e

N7 VBRSO LT CS-747S BECIR o7z, 7z, BB TIE Lo — o SHEE
EIX 1 2 TR,

W AR EE% 3 HA £ TOFEELME A X FORBERIL, 7ut” R LAREE L
T CS-747S BETIRL . A B THE L7 — REEOSHEEME X 1 2 FlEl- 72,

LM A S M, CST4TS BER U 1 B R 27 LABEOWF T b IRBREE 5 HIiA %K
ABETICELS B LN, BERZIZ7 o RIVARTEL . TOEEFE-T-F R 5H
MR 24 M E THER LT, T O, 1R G-5A4G 24 LI 2 5 0 7o IR BB 4A B
MHIBEMETHE CTOMBTHRERCH o7, T ORERICIE, WA ACS 2 1T FHFRER &
FIEFREROBE R TR HITE Y | CS-747S OFIEIEA R & 20 mg J OER: & 3.75 mg A
Z HARND PCIHEIT T E DM eIEMRE A 12 24~48 WA G- Lz & & 72 AohiEn
Bohd BN,

* 18222 AYUHEOETEHHIEEDHIRE (5 11l 18 ACS-PCI X REAER)
CS-747S Juav K7L Hazard ratio

AP FEELHE JEBLE BRI JE T EHL
BB BIREIL B (%) A BREE HE %)

BERBNSG3AEET 685 36 53 678 56 8.3 0.626  0.412~0.951
BEHENG 30 HEET 685 52 7.6 678 69 102 0.732 0.510~1.049
BEENG 90 HEET 685 60 8.8 678 73 10.8  0.796 0.566~1.121
PR 24 B ET 685 64 93 678 80 11.8 0773 0.557~1.074

FEAT Estimate  [95% CI]
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TSR LIVIERIE

1.8 R/fIXE ()
IJ4« I FEE3.75mg. 5mg

BRI

CS-747S =0 V¥ Hazard ratio

AP B FEELHE JEBLE REm e JE T EHL

B RS O %) BREN BB Ela(y umae  [95%Cl]

BB SIBBME T £ T

685 74 10.8 678 84 12.4 0.849  0.621~1.161

17



1.8 RIXE (F)
TSR UIIEEE IJ44 T ME375mg. 5mg

LEVEIZOWTIEL, T _RTOHMMEA R FORBERIT CS-747S BT/ n v K7 LAREL
O o T3 R, /NI, R OVEEPRAOIC B 272 (1 il O S B Ll CRIFRE CTh o 7=,
2 DA X NFFTHD L NI, ZOMOHIMOREZRN CS-7471S BT/ rnE K7 L
AR D @EVWERIFRD DI, BEBEENZWHIMOIE E A E1X PCIOEPHEIZ L 5 H
MTHY, ZFEAERBREDELD Th o7, FEIFITOWTIL, CS-747S BRIV B AR 5
(2 & o THLT M/ IMREEEIIHIRI R 2R L, EHMAZBL T/ e 7 VARELY &n
M/ MREEEIRI S R 2R LT, £7-. 7 0 v R 7 L VB MM 20 513 CYP2C19
® EM, IM, PM DNRIZAK < 72 DA 23588 B AL A3, CS-747S HED i/ IMREEE I ZhRI1L,
CYP2C19 OFRHAZ X HFRRE TH - 7=,

PLEDFERMNS . CS-747S OAIEIE TR & 20 mg & OHERF & 3.75 mg,/ H #5013,
CYP2C19 OFRBANZ X 53, B H5WIR 28 L T Ze f/ IMrEEEMHI R A2~ L, BEMEE
b2, HARAND PCI TV EDBMEIEFEREZ ICHFHTH L LB 2 b,

22232 TEFDE. R OHEECORE - HE

55 1 FEAF Y PCL SRR C o G 2D EEFHM T B OFEM M BIRBlE A2 & 1.8.2.2-3
W29,

CS-747S OH)ElEff & 20 mg K OMERF A & 3.75 mg,/ H CT3EhE L 7=, £ PCI i TR
(RERME, BRIAMECIEZE) 2 xt8 & U5 I ARFHEAY PCT xS <Id, F 2L
HHTH L EELIEA N b (LIESE, IEBSErELAEZE, & OFEBBEMERE MMM A< 1)
DI |T, CS-747S BET 4.1% (15/370) . 7 B ¥ K7 L VEET 6.7% (25/372) T ¥ . CS-747S
BEOFRBLHLEO 7 v v K7 L VEECKTT 2% 72 E1%, 26 1143 ACS-PCI %155k & 12 TR
HThot,

WIRER G543 B H £ TOTIELME A X2 b ORBIRIL, CS-7T47S BET3.3%(12/361) .
7 R UARET 54% (19/349) Tholz, FELME A R NI, CS-747S FEL OV 1
E R VABEOWT VT HIRBRIER GBRMGE A % £ TICE S BB L7, BEROZEE R -
7ok F RG24 B E THER Lo, 2o, 1nBR3ER 554G 24 B %2 5 0 7o 165k
HEERRMGHA DB T HE COMBTHLREThH -7, 2 HORFIL. 5 1L
ACS-PCI %5580 S FIEREOMETH Y . CS-747S O WIEIEA L H & 20 mg M OHERE FH &
3.75mg,/ H % B AR AN DR PCI i THE 1 24~48 BRI G- Lz & &, +o7e ot nits:
bivd EEZ LI,
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1.8 FAXE ()
TSR UIIEEE IJ«IT2 E375mg. 5mg

* 1.822-3 FHHHEOFEITMEBDHKIRE (5 Il AFHH PCl It RHER)
CS-747S A =0 /¥ Hazard ratio
ML R FEBLE PG FEBE B

AL BREEBE 0 %) BB BB ) Doimate  [95%CL
BRGNS 3 HAET 361 12 33 349 19 5.4 NC NC
BRGNS 30 HEET 361 13 3.6 349 20 5.7 NC NC
BHRSGENS 90 HEET 361 13 3.6 349 21 6.0 NC NC
5B S 24 AL E T 370 15 41 372 25 6.7 NC NC
WEBMBNSBMETET 370 17 46 372 28 7.5 NC NC
NC: FH#7

HEVEZOWTIX, T _XTOHIMMEA X FORBEFR, KM, I, & OEEEICE
T ORBIFIL, CS-7T47SHEL /7 v B R LARECRIRE Ch o7z, flHlx DA X2 My
¥ CHDE, AL, ZOMOHMOREEZEN CS-7T47ISEFET/Z v B K7 LAREL D b Thic
B TN, AAERZY Lo/, F oMo il OFBERIL CS-747S L 7 u B K7 Lv
FECRREETH - T,

FESFITONTIL, CS-747S BEIIMIEI A& 512 K o THSHNT M/ MBI R A 7R
L, #E5HMABELTYZ v RZLAREL D @i/ MROEBEEMHINI R 2R Lz, FEIAR#
B U7pino 7o & PCLERIN IR IMREEEIIHIZI R 2~ L, H&EWIMZE L TUZFE—E
WHERE LT, £72 B 54D 7 1 v R 27 LOLVEED i/ MRIEEEEINHIZ) 13 CYP2C19 @ EM,
IM, PM DJIEIZAE S 72 2B 23588 D723, CS-747S BED i/ MIEEEIHIZI R 1L, CYP2C19
DORBIIZLOTREE TH T,

PLEDOFERN S CS-747S O )[E1EfT & 20 mg K& OHERFH & 3.75 mg, H % 513,
CYP2C19 OFEHANC & 53, #5WIM & L T+ e i/ MrEEEMHII R 2R L, BEMEE
RHOD, HARANDOFHEN PCIIEITEETICHAHATH DL LB 2 BT,

2224 R - HEICEET SFERALDEE
2.2.2.4.1 FAE) D EDBAIZDONT

HATERIFRICL D [EBREEBICI T DT8R - Hll/IWEEIZBET 214 RT 4
(2009 4EELETHR) @) T, PCIOMATICER L, T ALY »BEETARAWEAICIZT ALY
81~330mg,/ H Z# 5 L, MATHENZICT A Y » 81~162mg/ H &Mk 5925 = &N
RSN CWb, 72, PCIRETRE~OT T/ BY UV ROFUL/IMEEDHERIZT A &Y
EOPFREES L LTHER S TWD, CS-747S b T A Y T A Z & Tl T =
v PR OPU MR & FREO R NIRRT E H70 0, 5 AR &R, 5 18
ACS-PCI %t 45kl K O I AR PCL KT GBR O WT N O TH, 7 AE Y &
EOFR LI e, TRV T EE Lz, ks, BIELETSR TS 7T AY
VoOHfT, 7AEY 100 mg BEDO WS LETIX LR 300mg £ T, £72, 7AE YU 81 mg
FEOUAT CETIZ LR 324mg ETEREINTEY AT 7 U 2330 8IIFETHHDD,

19



1.8 RIXE (F)
TSR UIIEEE IJ44 T ME375mg. 5mg

PR BRI TR T2 2 38T D AR « AR OIHI OB 72T, BRI
324 mg LERIE LT,

22242 ATV MDRRAXEEZVTESRTHILIZDONNT

THEHRA T > b OB SCEOEE O A EoEEIC, AT v MEEEOFUL/ Mk
T 2EENTHEINTWDToD, AT v M EBE ~ORFHE G R ITRY EFR R OUR
MXEEAVLTSRT L L ERE L,

22243 PEIEFRIEENTEGIZEEIZTDONT

BIEDERERERELBET D L BALZE L R2WAER PCLIETTIX, MR 5- 2508 [TV,
43 2 i MR EEEEIHITER NS DT D, PCL EMiIfTT 2358 L H 5720, 5 I ARHER
PCI #f4:5BR Cld, ERFERICAI LG HIELE LT, glEAmE S 2 1Th TR &N D
BltAT D HIE L ATREE Lz, T OMER, FELMAE A X2~ ORBET, wlalAr#5-5 46
BETIX CS-747S BET 4.1% (11/269), 7 o B K7 LILVEET 6.8% (18/266) , HEFRFH mBAMAEET
1% CS-747S BET 4.0% (4/101), Z7 B R LARET 6.6% (7/106) TV, HalA ik 5B
MERE L HERF I EBAMGEE CRIBR Ch o7, — 77, aMEIZ DWW TIE, CS-747S BETIE, K
(XA [E A AR G BRAATE M OSHER B BHAARE O W T HERD b, /NH LT #)a A i 5
BRAERET 1.5% (4/269) . HEFEHEBIMARET 2.0% (2/101) . BRI BT 72 i (X9 B fRr &%
HBMGEET 4.1% (11/269) . HEFFH EBIAAEE T 3.0% (3/101), Z Ofthod HifiE CS-747S BED
PRI R $ 5-BIAATE T 37.2% (100/269) | R A EBRAAEE T 29.7% (30/101) TH Y | HIEIE
Tt 5-BRAAHE CZ OO HIMA L b DO ZNDSMTIEIEZ 2ITE8 O BT, HlE AR
5 BRAAEE & MERE A BPHAAHE CL AT R E R ZITRD b o Tz,

CS-747S |2 33T 2 HllalEfaf & 20mg $ 5-IRF & ffERF ] & 3.75 mg % 5- TiE (b L 72 IFf > ADP
20uM (X5 IPA IE, ENZEH 29.8%, 32.1% Th -7, & 1 FHIKE G RER TIX, 2.5 mg,
Smg B TIE, 55 HRIZIIFEEFREBIZEL WA=, 3.75mg THLHEE- 5 HBICE
FIRBBICEST 2B N, LLeds, BRIETHL 7 vt N7 LN ERIRIEICE
T2 DIZHERIMNRHTH Y . 509 PCL ISR HABR T, AR 5 O RN
FEAERWEE 14 B Ol MRESEFLEEN & #4528 H B O i/ MREEEFLE/EH 23 FfE
ETH o=z HIEARES OF I D O35 14 H M T/ MREEEREIER 23 & H#R
REIZ72 D &35 2, 5 1 FHAFHERY PCL X4 ikR ClIIMERs I &0 S BsA T 2 58121X, PCIL £ T
14 Af#&E Lic, FELMAE A X2 b OFBIRIL, CS-747S BETOMERF A EBHAATE T 4.0%
(4/101), 7 v &' K7 LVRETOMERFHEBIAAHE T 6.6% (7/106) TH Y, EAETORR L [F
HThot,

CS-747S M EFARBIZET 572 0I21E 5 BB GP NI TH 5205, iR PCL kIR 3E
FRERBA T, ZORETIZ T TICZ B B R 27 LIV OEFIREEDS R4 M EESE I 2 5 2 LA
STV, BIHAKERGRBROERERLZHANCYIalb—var Lzl s, BE53HET
Ja b RTUVILVOEFIREBERRE L 0D LHESIND Z LD, CS-747S3.75 mg,/ H %/
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1.8 FAXE ()
TSR UIIEEE IJ«IT2 E375mg. 5mg

< ey 3 HMEZRGT R, 7 et K7 LAOEFIRER O M/ MWOEEEIHI R 2 ~T L&
b,

PLEXD, Hnmﬁm CS-747S 3.75 mg % 5 HRREHE G I TV D56, YIEIAR KRS
(B¢ 5-BRtE A ﬂmg&ﬁﬁé &)i%ﬁf&w(ﬁﬁuiémmW%%M%wmisa
M CEFIREBICET 2 ZENHESND) LRELT,

22244 TEREOEREIETSHZEIZDLT

5 111 FH ACS-PCI #5505k J OVEF 11 FEAFH&AY PCT kT GeakB < i, HMEREA &I 3R], % i
B Uiz, WIRARAEC SV TR, FICAMEEFEIBE DR CIIBRALZET L0
MRS &S 2:5 PCL £ TOMPEL . MENICEFEZ BT 2 2 ENREEEE 2, W)
AR A EERGICE L CUXBRFORELR T RN & & LT,

DL b, 5 A ARREBR COFME 2B E 2, ZEIERFO G138 5 Z EREE LW (FIEE
Wi G- 2 BR<) LRRE LT,

23 FALDOIFE () RUZTOHRTERERL

# 1.823-1 ITAKIDOMEH LokE () KOEORERME =T,

ARIOBH EOREE () 1% TERAERNRMN SCEORMEFEIC OV T) CERK 9 4 4
H 25 HEFEEF 606 5) . [EH IS IRA SCE ORI EHEIZ OV T CER 9 4F 4 H 25 HEE
255 59 ) . TEHRAEKSOMH EOREETLEEFICOWT) (R 944 H 25 B3RS
607 5) . KO TEHRAEKSORMCERO MER EOWEE) SEfEHED Q&A 122 T )
(CFRE 9 4F 6 A 30 HHEuis JEAE HH M2 it 3l E A I HEE =) | RO TR A 1=
OB SCE R O A EOEE R EED Q&A IZOWT (20 2)) CEK 1247 A 4 B
HEHAE B ERL 2R ERRGR) (CHIY | FEERAR R K O R RBR S, S OFEEE D
BWEBBITRE LT,

*® 18231 FALDIE () RUZDOHRERRN

BTES BERHL

[ (ROBFITITHEEG LRV )]

1.mmbfw5$%(mﬁr GHEEPN L, YA ARFNIHUI/AHITHY . Hifl LTS
PREZ M., vEfL, B AR [(HhzBhET 282 %%Kﬁﬂ%&ﬁbt%ém\%@%%
b5, ] . FOHMEBRET 3B EARTH S

2. REIORA 3 UIREE OBEFEE D & % B hé EMBRIE LT,

2. REIOH RS T OV NS5 S UE O
WAEED 3 5 BF TR L LT,

—

21



1.8 HAXE ()

T RYJ LIVIEEIE

IJ4IT2 EE3.75mg. 5mg

=3
H

F

=10

M

BERHL

(ERLEDIEE]
1.

HERE (ROBEFIZIFEEICKRET S L)

1) H Mg & O DFER O B 5 B (TEZEN I OB
DOHBHEFE) [HEzAELIBENARH D, ]

2) EEOHEREREE O & 5 BE DEE R OEANME T
LTWADZENHDDOT, HlLOMERIENHERT 58
EnndH b, ]

3) EEOBEEREE O & 5 B [Hi O a3 K9
BEENEDH D, ]

4) BIMENRHE L TWAEE (TEEREANEE] ©
HE M)

5) mimE [HioEBRESEAKT2BENRHE (IF
fE~0ks ) OHEER), ]

6) IKIREDBE [HOBERMENE KT I2BEANH
%, 728, IRE 50 kg LA FOBE T, Fiin, B
OO Y R 7 KT KOs A <~ O%
WY A7 BFH L7z BT, MBS U CHERF A& 1
HA1E25mg ~DEELBET 52 & (THRKRRHT
DHZM), ]

7) REZE ST BRI IR AE (TIA) OMEEROH 5
B [MAMERRER T, #IEIAR A& 60 mg, HERF
MAE10mg,/ A5 TT 2 ) v LB L7HEIT.,
W OBERRMERER L EO®RERDH S, ]

) AFNOAGA BT B SR 20 mg, HERFH &
3.75mg/ HTh D,

8) fhdF =/ B U PURIEH (F mE NS LILVE) TR
LiBBUE OB O & 5 BE [ARFIB 51512 &
i %5 T MBUE DI BLME ST\ 5, ]

1) AFNIPL/ A TH Y |, Hifld 5 "l EE
PEDS VBB IIARAN 2 B 5 LT85 A1,
HE2NCHMEAELD2BZENALNRH S Z
LB ERE LT,

2) & JE DR HE RS B Tl g E R D pE
AEMMET L, Wil faftEas k35 wf
REMENH D20, AFIERE5THHAIC
WIS SR LR HIEEICH ST
LDUENHD LB ZHBE L,

3) EEOBEER TE ~O LGRS 720
7o, ARl E BT 55 T+
SEBE LR OEEICRSGT2LERD
HEEZRELE,

4y mIERFE L TV ABRETIIHLOME
BRPERHE RS 2 Al REMEDS B B 728D AH
ZRGT AR OEE LR
DOEEICEETZ20LERH D & B
E LT,

5) —fRICHEEE TITnEIC L BREE S
DABMRENME T T 256082, Bk
HEIR T ClaH MO fE 38 K35 7]
REMEN S D, BRI HARENCHEM L7
ACS-PCI JEA TR % kB C O K H i
AN, R ONER AR B9 B 72 H if D FE B
LKL, FFIC 75 UL Lo EEgERE cE
ST EMBERE L,

6) HAEMN TEMi L7~ ACS-PCI fifTHEE %t
GEBRCoOXRMIM, /ML, & OEGRE
WCEER M ORBAIT, FFIZ 50 kg BL
TOWBRE TEmroT-Z EPHREL
776

7) HESCHEME L A EREERE A RSl L
ToERIRRRERC, IMAEZE S TIA OBEED
B 2 BE TITKH MR OV O3 BL=R
NEESTZZEMLLRELE,

8) WA CTHIRAIZ, thoFx= /v TRk
AN U CREUE DBERED & 5 BHE I
WRBWTARAIE 5% I B IE %2 & i
BUEDRBENPE SN TND T ENDHE
E L7,
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1.8 HAXE ()

T RYJ LIVIEEIE

IJ4IT2 EE3.75mg. 5mg

=3
H

F

=10

M

BERHL

2.
(M

)

@)

(4)
®)

(6)

()

(8)

BELERNIE

WEARHRG KT A v P HIC L » THifLo
VR BEEDAREENH D Z B +0BETH L,
FEERIE AT IR AR 5 21T 2 JA 1, AFofm/
WEEIHEERIC L 2 Lo U 2 27 B3 EE 20T, 24l
AL S ORI HEET 2 2 & [ ST EHLR
FREE R 25t g & U2 Woh R B (ACCOAST 35%)
IR\ T, FIEA R & 60 mg & PCI FEf T HE 85
Lizimaictii U, mlhfiRiEiat (CF5EK 4 Refan) 12
30 mg & % PCI i THFIC 30mg & 4yl 5 L= A1,
57 B AMEITERS LT PCHETTICBE L= E A7
HiY A7 B3R L7 EOHRERH S, ]

) AHNOAGRA BT B AR R 20 mg, HERFH &
3.75mg/ HTh D,

AFHNC X D M/ MREEEIRI S HE & 72 5 X 5 P o
LA, 14 UL ERNICE G 2R IET 2 2 ERLEE LN
(THERRRE) OB, 7ok, +o 7RSI 2 5% 1)
DT ENTERWGEEIFERBRHLO Y A7 BEE D
EPHRESNTNDIOTHGICHERT DL L, £z,
e 5w 1R IR O AR FECIERIE D U A 7 D\ ME B
TiE, WY RIEIGIR 2 U5 2 &, FIRRICER D
&G PLERGEAEICE, FNTENLO LM A2 fER L TH
LTI &,

EMEN RS 2 BE~O R SIXEEI TV, AKIEE
Py efiEay ba— L a2f7H 2 L,
BOPLEEF], 7AEY VR OARFIZIFAT 2HE(C
X, LD U 27 BNEE D REMER H D O THAEET
HZ &,

HUfL 2 2 fEBRIER E WV & 2 SR ABEAITIE, Tk
LREBEETDL L, Fin, HLERET SRR 8
OITGEITIE, BB M ERE B0 # ) 72 i % K
T2 (TRER) OHEBR),

BEICITET LD LHM LT 2D 2 E2HHAL, &
eI AFRS SN A IILEMICEST 5 L O
B HZ L, o, ki (R 2=ZT58I0E, K
FlzRHALTWEEEXEMIILTIEZD L) EEICH
WYL L,

AP SR PSR BES (TTP) F OB KRALENERN
BT L ENHLOT, BHFBE 2 » ARIZ, 2
R 1 ERREOMIEMESOEEE ZET 52 (15
EFH) OIEEMR),

(1)
)

@)

(4)

®)

(6)

()

(8)

] PR D B R AR AR L 2 D R LT

ST LRDIEERE 2R L L1
SMEERFBR BT, YIEA R & 60
mg Z B GE % ICHER S L2 5E
W U, EEREEmi®RICEh TR
30 mg &5 LI-HAIL, BRENCEND
@ PCIATIC B L= M) & 7 234
KLTEEEDOWEN D HT-0OFRE LT
[5.3.5.1-6].
AFNIHUM RHFNTH O | AH % B G-
R U 723580 %, SEBR P9 i 2 2
EToBENR’H 5, #5 P EHEFO
MEBFERLERIED Y 27 2R L. +4>
TR 25T D 2 E N TED5E
X 14 AMBL R G2 F1E4 52 &
NHEFELWERE LT,

B ILE A R 2 B Cid, i U =
I INEEDLTD, FERIErmE=
Yhue— L EBTH I EERELE,
AANFHUIMERITH Y, TAEY >
(/MR EEEBIHIE) . PrERE Al & o
3AIGEAIE, MR ICHUmARIER 2 8R4
BHEEZ LI, ZHIZ XY Hifno Gkt
FHRIEIBEND DD LD
E LT,
HIMIEAK O EREWERCTH D Z &
HRRE LTz, £, AFE G2 X 2 Hif
ORWEROEERIE & LT, HERE
22 BAEICOWTE LT,
AFNTHUI/ A TH Y | B 5 T RE
FHNCHM LT K 2B 2 0 BEE
L7z,

WA TR A & ORI RERZ2 T
ETE RN TTP ORBINHE T
DT EMBEELT,
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HET FERIL

3. EMEA

AR BHRISIBTACE) SR BB
” e BRIk - . TLIRE [ K /IR EREE IR VE A % B3
ke e Wy - sRET Fl, QURRTARRA, AT 1A PR S

PrgtER (D7 | s o3k L FHE PR EH %
A NRAY) OPFICE Y H | BT 52 e nEx
V. = REVNU | OGN & HE b5,

%), M/MREEE | RKSE2BEN
HERZEA S B, fHHT5
LEK (TAEY | HEITIE, BEO
VE), RREEME | REE B

Al (vmrXF— BT BH R
B, AT TIT— | 7D L,
YL

AT A M

VHAR BRI (=%
a7z, F
7a Xt k)

4. EHEMA

ENE L AHEEERBRICB DT, HBIER 1,055 5] 487 4

(46.2%) \CRIEA (BRMEMEE 2 5T) 28R oh

Too E7RBIVERIE. R FHIML 109 61 (10.3%). st 72

Bl (6.8%). IR 58 il (5.5%) . 1% ZEAERAL M IE 44 51

(42%) KOG TFIfE 41 4] (3.9%) ETHo7-,

UREEI)

(1) EXGEMER

1) Wi
SHEEN M (FIHIRER « SEm. O - RN, kR
EOFROEAE) . TH R L, O FEN AR o H i
(12%) B"HHONHEZ ENHHDT, BRE 15
ATV, BHE RO SN EA IS 2k L,
YL EEZITS Z &

2) Mgt/ MREADHEESR (TTP) (GEEREAY)
TTP (WIHIER: FEEU, BACRIR, $88E% 0 e
R, BFRBEESE OB - RER, /s,
ReaRIER D B A 3R DR IMMER ML, FEL, BHEkhE
FRELSE) DNRDLNIEHAITIE, B GE2F Ik
L. Mgt (WEARMER, AEREAR M ER O FE % & Te)
IR L, MBS U A DY) e AL E A1 T
2z &,

3) BEYE EEFHD)

MERELY ETRBIERH 5 oND Z ERHDHD
T, BEZHSITV, BERRD S EI2E
BhHEZRIEL, EERLEEZITI &,

(2) EXGEMER (FEE)

Lo HLM/ NRFITLL T O EKARER N #HE ST
20T, BEETSIITV, BENRBD NG
WE Y 2R AE AT D 2 &

1) FFBEaEfEE. |IE
2) EBEMNE. BETRMENZ ST ALK E

L OMERIL. FEICHUARER %8s
HEEZ BN, XY HifnofRRT: A
WMAIEDLIBZENRHDZ ENLREL
77

[ N O i PR 5 K O T % s 1o s
5 EIWERF BRI RO Z 2MEERE b &
% E LT,
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O LT AIIIEIL S U R @& 21795 Z &,
1% £ 0.1~ 1%k
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e FFHHERE ALT (GPT) 5. AST
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B E L
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Wik AR R
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SR B AR MR,
AR ML SR R
O . .o AR T s L
NN, PEOE
1) SN BV TRD SN TV 5 BIVER O 7= 8 E R I
5. EREFE~DERE
RIS E TIAETENE T LTV 50T, BEOR \
BEA WIS L oM MBI G5 &, G MFERE. EHERE. ITHERESE O A FIFERE 2SI
TLTWDEETIIHELO Y 27 BEE D
6. IR, ER. BLRI~ORS SEMBRIELT,

(1) 3 XAEIR L CW A RIREME O & D im A2, 1R L
DOEIEEDEREE B0 D EHErEn D GEIcosE (1)
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1.8 HAXE ()

TSR LIVIERIE

IJ4« I FEE3.75mg. 5mg

=3
H

F

M

BEAR L

8.

BEXRS
AHOBEBREIC LY BIMAECLBEANH 5, A
RO LNTHEE, WYRLAEEZTITH Z &, ok, FFRAAR
REANIE LN TV ARWD T, BAKE N VLERIE S ML
AN L Ry A S N

HALOEE
FFIZZATHF : PTP WEEDOIEANL PTP > — B HY L
THRHAT A X5 ESTSZ &L, (PTP > — FOREMKICL YD,
TGS AR A~ A L, FIZIZF L2 B Z L CHiE
WAk SEDEELRAGIHEZ R TS Z EAMEIRL T
%)

10. ZOMOEE

~ U A2 ERMBENEE LERBRT, vy A0

300 mg/kg/ A LA F, =~ 7 2D 100 mg/kg/ A LA O 5-1¢
T, FIESEORBILMBFBD T\ D, —F, 7 v MZ
2R O S U723 TS O R AR bt TV
VY,

TIVE CTORERRBRAGEN O | i1~
b OFBLRITHRKAIC EAT 252 N
IRENTNWD, fit- T, o TAAIZ B ER
HLEGAICE, B EREFHET HaBME
N DT, WEFEE & TRE LT,

PTP DFAEkIIR D H | =/ L Adbdid
0 CFRk 8 43 A 27 AT B 3EREE 240 &5

[PTP OREHKRIZOWTY) ITHESX, %
E LT,

BB RICESERE LT,

SE X -

1)

2)

3)

4)

5)

6)

Jernberg T, Payne CD, Winters KJ, et al. Prasugrel achieves greater inhibition of platelet

aggregation and a lower rate of non-responders compared with clopidogrel in aspirin-treated

patients with stable coronary artery disease. Eur Heart J. 2006;27:1166-73.

Wiviott SD, Antman EM. Clopidogrel resistance: a new chapter in a fast-moving story.

Circulation. 2004;109:3064-7.

Matetzky S, Shenkman B, Guetta V, et al. Clopidogrel resistance is associated with increased

risk of recurrent atherothrombotic events in patients with acute myocardial infarction.

Circulation. 2004;109:3171-5.

Barragan P, Bouvier JL, Roquebert PO, et al. Resistance to thienopyridines: clinical detection

of coronary stent thrombosis by monitoring of vasodilator-stimulated phosphoprotein

phosphorylation. Catheter Cardiovasc Interv. 2003;59:295-302.

Muller I, Besta F, Schulz C, et al. Prevalence of clopidogrel non-responders among patients

with stable angina pectoris scheduled for elective coronary stent placement. Thromb Haemost.

2003;89:783-7.
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INBRIEICB T B A KT 4 > (2009 F2LRTHR).

Available from: http://www.j-circ.or.jp/guideline/
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1.9 —fRBFICHROIXE
TSR LILIEEE I74TY hE3.75mg. 5mg

1.9 —EMERIZKRLIXE
—iAFE JAN) X, 77 27 LVHEREH (Prasugrel Hydrochloride) & U CHRE S 4L, &

L DO— IR HOWT ] CER%E 23 455 H 23 AfF, 3EEFEFR 0523 55 5) I CHEH S

i,
BE—fi%4 (INN) (. r-INN List 53 (Vol.19, No.1, p89, 2005) (Z prasugrel & L CHaHi =i
7
JAN: AAR% 77 AT VVERRE
a4 Prasugrel Hydrochloride
b4 (HAA)
WEfZ 5-[(1RS)-2-> 7 v 7’ B )L-1-2-7 /v A4 1 7 = = )L)-2-4 %
VT FN-4,56,7-7 N T8 Rz /32l P 2-A 1
— R R
(F& 4)
5-[(1RS)-2-Cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-
4,5,6,7-tetrahydrothieno[ 3,2-c]pyridin-2-yl acetate monohydrochloride
INN: prasugrel
b¥%4 5-[(1RS)-2-cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-
4,5,6,7-tetrahydrothieno[3,2-c]pyridin-2-yl acetate
RTEHN

1) EHELO—EHIALFRIONT, ERFEI 0523555 CEKR234F5H 23 H)
2) Recommended INN: List 53, WHO Drug Information Vol.19, No.1, 2005.
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1.10 BF - BIXFDEEEEEHOF LD
IJ4«T2 §E3.75mg. 5mg

1.10 BF - QIEFOHRETEEHDOF LD

b4 - 5l WEBR 5-[(1RS)-2-> 7 0 7 EJL-1-Q2-7 VA1 7 = = )V)2-4F V) =F)L]-4,56,7-7 b T
b RaFxz /32U T r2-40 (Bl TT7RAT L), OB OE ORA|
Mt FO
o) H
; «HCl
/
o |
% o)
T Ot SR
e - Zhi TR FEBARIE RN (PCD 23 4125 T Re R M 0% i
BWEEAEGERE (RZEERIE, JE ST LA LREZE, ST LR L%E)
LREPDIE, BUBYE LA ZE
ik - HE WE. AT, BEBBRIC I RA 7L e LT 20mg &2 1 H 1 EREAKSE L, 20
e, MEFFREE LTI H 1R 3.75mg 2808575,
IS DR E
HIRA R OED) | WAl =7 s = ME3.75mg, =7 4= NE Smg
gy - Gy 1EER, 7T A7 VAEREZ 4.12mg XX 549mg (T A7 L)L LT3.75mg X
iXS5mg) &FH
s DEFE
F/NBOER (mg/kg)
D
~ A S > 2000
7w b S 1000~2000
A X S > 2000
[Vt
&y &5 B 5 & o
7.
DR o s (meke ) AR
Zw b 28H A 0,30,100, EFME : 30 mgkg A
300 JFRRE R ORI, FFMARAEIR, (RIS
g
A% 280 A 0,4,20,100 HEHME : 4mgke H

TIAHY T4 AT7 7 X =DM, e
K. FFisgE B8N
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752 LIV

IJ4«T2 §E3.75mg. 5mg

L4 - 4

BEER S-[(1RS)-2->7 0 7 B EV-1-Q-7/)vA a7 = = )V)2-4F Y =F)V]-4,56,7-7 b7
b NueFx /328U V240 (Bl FTRA7 L), ZORERUZ ORA

M 18w
BhH &5 Beh i L
71»
DU i) @ (meke/ H) R
Zvh 61 H O 0,10,30, HEAEME R 30 mg/kg, H
100, 300 HE IR, REBEIIME L OEEEORD ., I
ORI, i E B O#N, FRILERE /ST A
—Z O, Fu bo v e UEREER, EH L
WAy he AR T T AT U R iSO
HEN
A4X 9xH A 0,084,200 HEHME : 4mgke/ R
TNHY TH AT 7 Z—EOEIN, 0477 A
FELAL % 7= IR AR K
EIVEM E PN I AHERBR O FIVE S BLR 487/1055 (46.2%) (REIRMEER T 25 T0)
RIlVE A o fEdE TR E 2K
F2 T H i 109
2 HH 72
1 pR 58
1A% 2RI i et 44
BT i fiE 41
i PR R A i B O T AH
PR i B e 8
y-ZNH IV RT AT =T —BHN 6
M7 IVH Y RAT 72— 6
RN TR e % 6
TIS=ZUT I NT AT 25— 6
58 Y85 1 BBy 1 6
EaTan B— =k att

JRAR B, B - GG, RFEBAR L  TEEER AL




112 ZHEH—E

TS5 RG LGRS IJ4 T2 rEE3.75mg. 5mg
1.12-1-1 EIPDHFAFER—FE

BHES 4L =% EHEAm EiESH (.ﬁg&/m @g{fﬁ
32 T SXEHER ,
325 BE PR
3.2.P & (FS5SRFLILEE 3.75 mg. 5 mg. &) R

3.2.P 2 WEIRFEDRER (FS5RXF LILEE3.75 mg. 5mg. &HED)
3.2.P 2.2 BF|(FSRFLILEE 3.75 mg. 5 mg. 5iHl)
3.2.P 2.2.1 BIEIFREH (TSR LILEE 3.75 mg. 5 mg. &l

- o 2l lH —
CS-747S [ PN AR E A & [P 55 TR R 5 1) S & N H—=dk : i
32P22IL e o [ S ] WY e S| At Al
3.2.P.4 HMEINEE (ISR LILEE 3.75 mg. 5mg, F&Hl)
2(.41'):J % e -
32P4-1  CS-747SEH| OURINF O F [ | ~ oSt EH R
2 =
3.2.P5 WHNDEE (ISR LILE 3.75 mg, 5mg. F&#l)
3.2.P 5.3 BERFE (DM HE) D/ T—23> (FSRT LILEE 3.75 mg. 5 mg. Fe#l)
_ . 2(.41'):J % - =4k -
32P53-1  CS-T47SRADOEBRRBIEDO NHHENY 77— = > R ~ [raen = R
2 =
CS-7ATSBFHN O IR A ARIE D 53413 ) 77— 2 NE =k =
32P532 AP ARSI . ~ i 2 A
B 2qH ?
[ L. 4
32P533  CS-T4TSHRADEHRBRIEDO HHENY 77— a >~ R ~ [ = R
2 A =
e [ L ~
32P53-4 CS-TATSRUAIDE RIEDSIHIENY T —2 a v I ~ e EN ERA
2 =
CS-74TSRFN OB AW BRE R BRIE OBR R (B4 2 H — -
32P535  UF—vauF— X OmRG | ~ ] 5[] FEAl
e B B
32.P8 REM (F5RJ LILEE 3.75mg, 5mg, &#l)
3.2.P 83 REUT—F(TFRFLILE 3.75 mg. 5 mg. 5EHD
N 2 A
32P83-1CS-7478-2 5, CS-747S-3 75 1CS-747S-5 N I . -
32PN G trakEr (249 H ) — gy — e Fri
: —_— 2 A
312P 832 ;;;-747&2 5. CS-7478-3 75 % U'CS-747S-5 D s ——— N ? A 4l
> 2 qH
" I 2qH
CS-747S-2'5, CS-747S-3 75 K% (XCS-747S-5 D+ fiiak | ] -
- C Clos: ~ i
32P83-3 BR(60°C.Close) [ WY — = il
: EH— 2 A
CS-7478-2'5, CS-747S-3 75 K% UXCS-747S-5 D%k (.N I - .
32P83-4 B (25°C/75%RH.Open) | W — ] =] AT
. e 2 A
CS-747S-2 5,CS-747S-3 75 )L °CS-747S-5 D22 EME N ] =P S
32PE3S om (meite) — ey — . f
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1.12-1-2 FE3IFWIHMFLEBEWERDO—E

EHES 24 kL

3.2.A 0

3.2.A.1 SEEHERUEE (R, BEER)

3.2.A.2 SEMREEYEDRSEE (i, FIE, 8EX£E)
3.2.A.3 Nk

3.2.R ZBODERER

3.3 S ik




1.12 RHEH—FE

TS RTLIVIEEIE

IJ4IT2 ME3.75mg. 5mg

1.12-2-1 F4EDORHER—E

anES B4 b % I RIBHH (!;E*Eﬁ! sy FHESBEOH
42 HBRHREE
421 FEHER
4211 HHERMITIHER
Effects of oral administration of prasugrel hydrochloride 2 ~ [
- B T
42111 (CS-7478) on ex vivo platelet aggregation in rats _ 2 A FEIPy Al
Ex vivo effects of oral administration of CS-747 on platelet 1 ~ N
- ) =] P ]
42112 aggregation in rats - 114% A Sankyo Co,, Ltd FEvs %
Effects of R-91220 on 2-methylthio-ADP-induced platelet 1 ~
- ] =5
42113 aggregation in rats ] | H Sankyo Co, Ltd [E 5
Time course of the inhibition of platelet aggregation by 2 ~ =
- [ E] N At
42114 prasugrel hydrochloride (CS-747S) in rats _ 2 A FEv FEAl
Time course of the inhibition of platelet aggregation by CS- 1 ~ .
4211-5 747 in rats ] ! 7 Sankyo Co, Ltd E E
Effects of intravenous injection of CS-747 and oral 5 -
4211-6 z:;l:ﬂnistration of CS-747-HCl on platelet aggregation in - %q;l H Sankyo Co , Ltd [Ey A
Effects of 14-day repeated administration of prasugrel 5 N
42117 hydrochloride (CS-747S) on ex vivo platelet aggregation in ] &ﬁ‘j‘jl H I [E5[ FTAM
monkeys
Inhibitory effects of 14-day repeated administration of CS- 1 ~ N
- Y [ N %
42118 747 on platelet aggregation in cynomolgus monkeys - 1 A Sankyo Co,, Ltd e %
Effects of 14-day repeated administration of prasugrel 5 N
42119 hydrochloride (CS-747S) on ex vivo platelet aggregation in || | | 21% A ' [E5[ FTA
dogs
Inhibitory effects of 14-day repeated administration of CS- 1 ~ N
- y Bl %
421110 747 on platelet aggregation in the beagle dog - 1 A Sankyo Co,, Ltd e %
Ex vivo effects of CS-747 on [SH]-Z-MeS-ADP binding to 2 ~ S
4211-11 Sankyo Co , Ltd E
washed platelets and platelet aggregation in rats - 2“7 ankye o =P B
Effects of oral administration of CS-747 on ex vivo washed 19 H ~
- ) | N %
421112 platelet aggregation in rats - a‘*;l A Sankyo Co,, Ltd E» i
Effects of R-99224 on platelet aggregation in rat and human 1 ~ y .
4211-13 washed platelets ] | " Sankyo Co , Ltd [E5[ %%
Ex vivo inhibitory effects of oral administration of R-96875 It K& Pikd N
- %] N S
4211-14 and R-96876 on platelet aggregation in rats and monkeys - &‘t!l A Sankyo Co,, Ltd FEP %
Inhibitory effects of oral administration of R-96875 and R- 1 ~ y p
- E5| %
421115 96876 on platelet aggregation in beagle dogs - (llﬁtjtl | Sankyo Co, Ltd FEIPy 7
Effects of prasugrel hydrochloride (CS-747S) and 5 A~
4211-16 clopidogrel bisulfate on arterio-venous (AV) shunt - [EA FFAM
. . 2 A
thrombosis model in rats
Effects of CS-747 on arterio-venous shunt thrombosis 1 ~
- B
4211-17 model in rats - aﬁ% e Sankyo Co , Ltd [EN 5
Antithrombotic effect of CS-747 on a rat carotid arterial 200 H~ -
- Bl =
4211-18 thrombosis model - &ijﬁl H Sankyo Co., Ltd FEIP FEfl
Antithrombotic effect of repeated administration of CS-747 1 ~ [P
4211-19 on a rat carotid arterial thrombosis model - ;Eﬁtjtl | Sankyo Co, Ltd FEIP ¥l
Effects of prasugrel hydrochloride (CS-747S) and 200 H ~ =
. E PN Fd
421120 clopidogrel bisulfate on bleeding time in rats - 2 A e AEfl
, o 1 ~ .
421121 Effects of CS-747 on bleeding time in rats ] 11% " Sankyo Co, Ltd Ew A
Effects of R-94684 on myocardial infarction in a rat model 200 H ~ N
- [E] N =
42112 of photochemically induced thrombosis _ (2&4;!' A FEvy 2%
Effect of CS-747 on a rat middle cerebral artery thrombosis 2 ~ ) =7
421123 model [ ] &ﬁ‘j‘jl r Sankyo Co , Ltd = A
Effects of CS-747 on blood pressure and blood gas 200 ¢ ~ =
-. N ESl +F
421124 parameters in rats [ ] ;& A Sankyo Co , Ltd H A




1.12 RHEH—FE
TS RTLIIEEEE IJ4 T2 rEE3.75mg. 5mg

1.12-2-1 F4EDORHER—E

AENES 24~ E- EHEHAM EIESFT (!%ﬁ Est) 5l 5E D5
421125 ifofzt:ls of R-91220 on embolic cerebral infarction in a rat - l&ﬂ;l HN Sankyo Co , Ltd N B
2116 :: ;:j\:’:v 0: ;;2 ; :j?ni;;t]:uric acid-induced peripheral artery e 111% HN Sankyo Co, Ltd M s
anim ETCS T e o s WL e
421128 Invitro effects of R-99224 on platelet aggregation l%ﬁ%ﬁ]ﬂ’v Sankyo Co , Ltd 5[] ]

In vitro effects of four stereoisomers of prasugrel
421129 hydrochloride (CS-747S) active metabolites on washed
platelet aggregation in humans

20 £ ~ Daiichi Sankyo -
%‘% A Co, Ltd " wHil

Invitro activities of the enantiomers of R-99224 and R- 1 ~
- £ =75
421130 100364 against human platelet aggregation (llﬁtjtl A Sankyo Co, Ltd FEIP 2%
In vitro antiplatelet effects of four stereoisomers of active 200 ¢ ~ N
- Bl %
421131 metabolite of CS-747 %t!pl g SankyoCo,Ltd P 2%
421132 Comparison of effects of R-138727 and R-99224 on human 2 ~ Sankyo Co, Ltd EA e
platelet aggregation 2 |
aris q - a K - % ~
421133 Comparison of e'ffects of R-138727 and R-99224 on rat 2 A Sankyo Co , Ltd E B
platelet aggregation 2 A
Comparison of in vitro inhibitory effects of R-99224 and its 2 ~ ) b
- i E] Z
4211-34 diasterecomer R-100364 on platelet aggregation 2 A Sankyo Co, Ltd FEI 5%
Effects of incubation time on the inhibition of platelet 2 H~ =
- =] PN A
421135 agaregation by R138727 %H Sankyo Co , Ltd ] S
Invitro effects of prasugrel active metabolite and 2 ~ " =z
421136 clopidogrel active metabolite on human platelet aggregation 2(‘% A B #E
421137 Comparison of mhlblto}"y effects of R-99224 and R-130964 2 ~ Sankyo Co , Ltd 4 B
on rat platelet aggregation 2 A
C i finvitro effect of R-99224 and R-130964 ~
421138 3ompemson o ro effect o an on 2 Sankyo Co, Ltd EP -
['H]-2-MeS-ADP binding to rat platelets 2 A
s _ - 3H71-241 - ~
421139 Effe?ts 0f R-99224 and R-130964 on ["H]-2-MeS-ADP 2 i Sankyo Co, Ltd EH Bk
binding to human platelets 2 |
~tQ X P - -1 o % ~
421 1-40 Effects o.fR 99224 and R l309§4 on ADP-induced 2 A Sankyo Co , Ltd N B
suppression of adenylyl cyclase in washed rat platelets 2 A
421141 Comparison of inhibitory effects of R-99224 and R-130964 2&’&1‘ HN Sankyo Co , Ltd E B

on human platelet aggregation

Invitro effects of R-95913, R-100932, R-104434, R-
421142 106583, R-118443 and R-119251, CS-747 metabolites, on
human platelet aggregation

2%%1N Sankyo Co , Ltd [E P FFAMG

421143 Comparison of ex vivo effects of CS-747 and clopidogrel on 1 H~ Sankyo Co . Ltd N Al
- ankyo Co , E it
[*H]-2-MeS-ADP binding to rat platelets 2 A Y !
. . 3 - -~
421144 Ex vivo effect of CS-747 on ['H]-2-MeS-ADP binding to rat 1 Sankyo Co , Ltd A B
platelets 2 A
Effect of 3-day repeated administration of CS-747 on [*H]- 2 ~ 1.
4211-45 Sankyo Co , Ltd Z
2-methylthio-ADP binding to rat platelets 2 H ankyo &o En 5
. X i od <ha shanoe in s A ~
421 1-46 Effect of CS-747 on ADP-induced shape change in rat 1 A Sankyo Co , Ltd & B
platelets 2 A
. " X 35, n : : ~
421147 Exvivo effects of CS-747 0‘n [S]-GTPyS binding to ) 1 Sankyo Co , Ltd EN Bk
platelet membranes and on intraplatelet camp content in rats 1 |
Relationship between inhibition of platelet aggregation and
4211-48 blood active metabolite concentration after administration of

2% HN Sankyo Co , Ltd [E P R
CS-747 or clopidogrel to rats




1.12 RHEH—FE
TS RTLIIEEEE IJ4 T2 rEE3.75mg. 5mg
1.12-2-1 F4EDORHER—E

platelets

P = e EteEs S BEDR
ANES 24 L =& il i il (ERE5t) i 5E D3
Effects of intravenous administration of R-138727 on ex 2 ~ -

-49 %[ PN w
421149 vivo platelet aggregation in rats % A ' e FEfl
4211250 {\ntlp]ate]et effect .arfd plasma concentration of R-99224 1 H~ Sankyo Co , Ltd B B

intravenously administered to rats 2 A
In vitro effects of R-138727, R-99224 and R-100364 on 2
4211-51 [*H]-2-MeS-ADP binding to human P2Y1 and P2Y 12 &ﬂ% H Sankyo Co , Ltd EH ST
receptors
. ) y 310 . -
421152 Ir) VITI’O effects of R-99224 on ["H]-2-methylthio-ADP 1 Sankyo Co , Ltd HN Bk
binding to washed human platelets 2 A
- analvsis _ odine . 4 ~
4211-53 Flow cytometry analysis of R-138727 binding to human 2(2&4%}])1 Sankyo Co , Ltd " B

Effects of R-138727 on vasodilator-stimulated
421 1-54 phosphoprotein (VASP) phosphorylation and platelet
aggregation in human platelets

2 ~ E0d
&EI . i s

4211-55 Effects of R-99224 on ADP-induced Ca® mobilization in 1 ~ Sankyo Co , Ltd N s
human platelets 1 A

4211-56 Effects of R-99224 on platelet shape change in human 2 i ~ Sankyo Co , Ltd E P
platelets 2 A

4211-57 Effect of R-138727 on ADP-md.uced shape change of 2 ~ Sankyo Co , Ltd EA sz
platelets -Morphological analysis- 2 A

4211-58 Effect o.f R-99224 on ADP-induced suppression of adenylyl 2 ~ Sankyo Co , Ltd E B
cyclase in washed human platelets 2 A

q K ag P . 4 ~

4211-59 Effects of R-99224 on release of PDGF and p-TG from 2 A Sankyo Co , Ltd [ B
human platelets 2 A

421 1-60 Effect of R-99224 on fibrinogen binding to human platelets ]&ﬁ% HN Sankyo Co , Ltd B B

activated by ADP

4.2.13 REMEEHR

Sankyo Co, Ltd ,

1 ~ and -
j‘ﬂl : I e

4213-1 General pharmacology of R-91220

Effect of R-95913 on potassium currents in herg transfected 2 H~ I

) B 1
42132 CHO-KI cells %%H P APl
Effect of R-106583 on potassium currents in herg 200 H ~ B,

- ESl T
42133 transfected CHO-K1 cells Zl A =Py A
Effect of R-138727 on potassium currents in herg 200 H ~ .

- ESl T
42134 transfected CHO-K1 cells Zl A =Py A

Sankyo Co , Ltd ,

42135 General pharmacological effects of R-91220 and related lj‘ ):JH~ and E S

agents on the gastrointestinal system

4.2.1.4 ENFHEYVREERRR
Effects of oral administration of prasugrel hydrochloride

4214-1 (CS-7478), aspirin and their combination on ex vivo platelet

aggregation in rats

2 -~ =5
womw

42142 Ex vivo effect chSj747 in combination with aspirin on 1 H~ Sankyo Co , Ltd E B
platelet aggregation in rats 2 A

42143 Cumbme.d effect of (:S-747 and aspirin on rat platele't. 2 ~ Sankyo Co , Ltd ) Ea
aggregation: Comparison versus clopidogrel and aspirin 2 A

42144 Antiplatelet effect of CS-747 in combination with aspirin in 1 ~ Sankyo Co , Ltd o) Bk
beagle dogs 2 |

42145 Effect f)f(,S-747 in .comlfnnat.\on with aspirin on thrombus 1 ~ Sankyo Co , Ltd [ s
formation and bleeding time in rats 1 A

42146 Invitro effect of the combl.nauon of R-138727 and aspirin 2 ~ Sankyo Co , Ltd E S04l
on human platelet aggregation 2 |

42147 Effects of free base and HCI salt tablets of CS-747 on 22(‘4% ): Sankyo Co , Ltd ) BE

platelet aggregation in Lansoprazole-treated beagle dogs

4.22 EMBERR
4221 [FHERVN F—La VviRESE
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Validation of analytical method for determining 5 H~
4221-1 concentration of CS-747 metabolites (R-95913, R-106583 [ ] ] qi!l 1 - B[] FEA
and R-100932) in mouse plasma
Validation of analytical method for determination of CS-747 5 N
42212 metabolites (R-95913, R-100932, R-106583, R-118443 and _ &1 I - [Es] FEA
R-119251) in rabbit and mouse plasma by LC/MS/MS
Validation of analytical method for determining | -
42213 concentration of CS-747 metabolites (R-95913, R-106583 [ ] &ﬂl 1 - [EN FEA
and R-100932) in rat and dog plasma
Validation of analytical method for determination of CS-747 5 N
42214 metabolites (R-95913, R-100932, R-106583, R-118443 and _ &Qzl I - [E5] FEA
R-119251) in rat and dog plasma by LC/MS/MS
Validation of quantification method for assay of five 2 ~ . =
- y Bl 2
42215 inactive metabolites of CS-747 in rat plasma - 2(!4% A Sankyo Co,, Ltd FEPs FEfl
Re-validation of analytical method for determination of CS- 2 ~ [
- B ¥
42216 747 metabolite (R-106583) in rat plasma by LC/MS/MS _ &a A - FEIPy Al
Validation of quantitation method by LC/MS/MS for assay 2 ~ -
42217 of CS-747 metabolite (R-138727) in rat plasma [ 2 A P ki
Long-term storage stability test on CS-747 metabolite (R- 2 ~ [
K £ ¥
42218 138727) in rat plasma - 2 A FEIPy Al
Validation of determination method for enantiomers of R- 2 ~ -
-9 S 27
42219 138727 in rat plasma - 2(!4%)1 ' Py #¥
Validation of quantification method for assay of five 2 ~ s
- B ¥
422110 inactive metabolites of CS-747 in dog plasma _ 200 1l A Sankyo Co, Ltd FEIPy Al
Validation of quantitation method by LC/MS/MS for assay 2 ~ : =3
42211 of CS-747 metabolite (R-138727) in dog plasma - 2 A " FEf
Long-term storage stability test on CS-747 metabolite (R- 2 ~ i
- ES| -
4221-12 138727) in dog plasma - 2 A FEI7y Al
Validation of determination method for enantiomers of R- 2 ~ =
- i 2
4221-13 138727 in dog plasma [ z(li% A ' Sl REfl
4.222 IRIR
Pharmacokinetics, elimination of radioactivity, and
42221 metabolism of [*CJLY640315 (CS-747) in male ICR mice [ | ] 4k Al
following a single 30 mg/kg oral dose
Pharmacokinetic studies of CS-747 : absorption, metabolism
42222 and excretion of '“C-CS-747 in male rats after single - [Es[ AT
administration
Absolute bioavailability of an active metabolite of CS-747, =
- N Bl 2T
42223 R-138727, after single oral administration of CS-747 to rats - Sankyo Co, Ltd g A
Plasma concentration-time profile of R-138727 after =
42224 intravenous administration of CS-747 to rats _ Sankyo Co, Ltd FEIPy i
Comparison of oral absorption rate in rats between CS-747 =
- ¥ Bl 2T
42223 and its HCI salt ] Sankyo Co , Ltd P APl
Pharmacokinetic Studies of CS-747 : Absorption,
42226 Metabolism and Excretion of '“C-CS-747 in Male Dogs - EHAN FTAM
after Single Oral Administration
Comparison of oral absorption rate in dogs between CS-747 =
~ N N 21
42227 and its HCl salt [ ] Sankyo Co , Ltd B A
Oral absorption in dogs after administration of tablet
42228 preparations of CS-747, CS-747 HCl salt and CS-747 ] Sankyo Co, Ltd = ]
maleate salt
42229 Study on sites of absorption of CS-747 in rats - Sankyo Co , Ltd W 5%
4223 Hf
Pharmacokinetic studies of CS-747 : Tissue distribution in
4223-1 pigmented rats after single oral administration of '*C-CS- - [Es]a R
747
Pharmacokinetic study of CS-747 : Tissue distribution of .
42232 2] Fud
1C-CS-747 in rats after repeated oral administration - = RE
42233 In vitro protein binding of metabolites of CS-747 ] Sankyo Co, Ltd EHA FTAM
Platelet concentrations of metabolites after oral s
42234 administration of CS-747 to rats - Sankyo Co, Ltd IR #Al
Pharmacokinetic study of CS-747 : placental transfer of (R =5
42235 H i
CS-747 in rats after single oral administration - = #El
4224 R
Ratio of enantiomers of R-138727 in plasma obtained from 200 H ~ S
- E] f
42241 rats receiving an oral dose of CS-747 and CS-747S - (2& H ' FEIPs Al
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Ratio of enantiomers of R-138727 in plasma obtained from 2 H~ =
- PN =

42242 dogs receiving an oral dose of CS-747 and CS-747S - 2 qi!l A ' Fvy REil
Optical isomer ratios of the 2-oxo metabolite(R-95913) in 1 o~

42243 plasma after oral administration of CS-747 and its r and s [ ] &a H Sankyo Co, Ltd [EN BE
enantiomers to beagle dogs
The determination of the R-138727 enantiomer proportion P ~ Daiichi Sankyo

42244 in plasma after oral administration of CS-747S to mice %q;l A Co. Ltd [EH 5%

The determination of the R-138727 enantiomer proportion
4224-5 in plasma after oral administration of CS-747 to rabbits

2 ~ Daiichi Sankyo

L L TSt o7
2 ~ Daiichi Sankyo

L P

Comparison of plasma concentration of R-138727
42246 stereoisomer after oral administration of CS-747S
stereoisomer to rats

%
a

Elimination of radioactivity and metabolism of
42247 ['4C]LY640315 in male Fischer 344 rats following a single
30-mg/kg oral dose

Ay m o it

Elimination of radioactivity and metabolism of

42248 ["*CILY640315 (CS-747) in male beagle dogs following a
single 10-mg/kg oral dose

Ay e o i

Plasma concentrations of CS-747 and a deacetylated form,
42249 R-95913, in portal vein plasma after intraduodenal
administration of CS-747 to rats

2&6%)?; Sankyo Co , Ltd E[2] AT

422410 Effect o.fCS-747 on hepatic drug-metabolizing enzyme 2 ~ W 24l
system in rats 2 A
Estimation of liver p450 isoforms induced after 2 H~ -
422411 administration of CS-747 to rats m A FIvy FEf
4225 B
N 47 M ) e Q. -
42251 Phar.macokmketlc .btudy of CS 747.. Ml!k transfer of "C-CS 2 H HN i
747 in rats after single oral administration 2 A
Lo NN . 2 H~ N
42252 Study on enterohepatic circulation of CS-747 in rats 5 A Sankyo Co , Ltd [Ey 5
4227 ZOtOENTERR
42271 Hydrolysis of CS-747 and aspirin in human small intestinal 2 4—' H Daiichi Sankyo N s

microsomes

24 A Co, Ltd

4.23 HHHER

4.23.1 BEIE5HEHE

4231-1 Acute top_uc.ny s.tudy of R-91220 in mice with a single 1 ~ Sankyo Co , Ltd Ew i
oral administration 1 |

42312 Acute tO)?l(?lty s‘tudy of R-91220 in rats with a single 1 ~ Sankyo Co, Ltd H ST
oral administration 1 A

42313 A single oral toxicity study of CS-747 and CS-747 HCI 2 ~ HW i
in rats 2 |

42314 Toxicity study of R-91220 in dogs with escalating oral 11!4% );» Sankyo Co , Lid E .

doses

4232 RERSHHEHR

% ~
4232-1 A 14-day oral gavage toxicity study of CS-747 in mice 2(2&4%}; - [EA 2%
A three-month oral gavage range-finding toxicity study of 2 H~ ey

- =] 2
42322 CS-747 in mice 2 A =P B
42323 A'14-day oral toxicity study of CS-747 and CS-747 HCl in 2(&@;' ~ - 7y 240

mice 2 A
Repeated dose toxicity study in rats treated orally with R- 1 A~
42324 91220 for 14 days . A Sankyo Co , Ltd [E3[ 55
Repeated dose toxicity study on rats treated orally with R- 1 ~ . . .
42325 91220 and SR 25990C for 28 days 1 p  SankyoCo,Lid FEvs 5%
A repeated dose toxicity study in rats treated orally with R- 19 £ ~ -

N =] A =3
42326 91220 for 3-months 1 A s il
42327 A 6-month oral toxicity study of CS-747 in rats ];11 HN - [E5[ FA
42328 A 28-day oral toxicity study of CS-747 and CS-747 HCl in 2 H~ W B

rats 2 A
Repeated dose toxicity study in dogs treated orally with R- 1 A~

X =] %

42329 91220 for 14 days . e Sankyo Co , Ltd [E5[ ]
Repeated dose toxicity study in dogs treated orally with R- 1 ~ . . .
4232-10 91220 for 28 days ! A Sankyo Co , Ltd [EWH 5%
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A 28-day repeated oral dose toxicity study on SR 25990C 1 ~ N
- ) | N %
4232-11 and R91220 in dogs - : 1 Sankyo Co , Ltd [EHN 5z
Toxicity study in dogs treated orally with R-91220 for 3 1 H~ -
4232-12 months [ ] . I Sankyo Co , Ltd EHAN ATt
A 9-month repeated dose oral toxicity study with a 1-month 1 ~ =
- | [N +F
4232-13 recovery period of CS-747 in beagle dogs _ 2 A e FEft
A 28-day oral toxicity study of CS-747 and CS-747 HCl in 2 H~ ey
4232-14 beagle dogs I ) 7 [EP At
4233 BEEEHE
4.233.1 Invitro 55
42331-1 Gene mutation assay of R-91220 in bacteria - l&ﬂ;l HN Sankyo Co, Ltd [E Rl
Mutagenicity study on R-91220 -a chromosome aberration 1 ~ =
423312 test in cultured mammalian cells- - 1 | Sankyo Co, Ltd FEIP Al
4.2332 Invivo G4
42332-1 Mutagenicity study on R-91220 -Micronucleus test in mice- [ ] ]am ﬂm Sankyo Co, Ltd EHAN FA
4234 NARMEHER
42341 RHLSARMERR
A 24-month oral carcinogenicity study of CS-747 2 ~ =
- Bl 2T
423411 (LY640315) HCI in mice - 2 A Py A¥
A 24-month oral carcinogenicity study of CS-747 200 H ~ B
- ESl f-
423412 (LY640315) HC in rats I 2 A e il
4235 HREREBMAR
42351 RIBEERUVERE COMPEREICET HHER
R-91220 -A study of fertility and early embryonic 1 o~
42351-1 devglqpme{lt to implantation in the rat (gavage ] m 1 [E44 Bl
administration)
R-91220 apreliminary study of fertility and early embryonic 1 -
- . P E %
423512 deve.lo.pmer.lt to implantation in the rat (gavage - aq;l H [E4+ 5
administration)
42352 IF - MRREICEAY S8R
R-91220 -Study for effects on embryofoetal development in 1 ~ -
423521 the rat (gavage administration) _ 1 H A #El
R-91220 a preliminary study of the effect on embryofoetal 190~
- =] P
423522 development in the rat (gavage administration) _ 1 A s %
Study for effects of CS-747 administered orally on embryo- 2 ~ i " =
423523 fetal development in rabbits _ 2 A Sankyo Co,, Ltd v P
Plasma concentration of CS-747 metabolites (R-95913, R-
100932, R-106583, R-118443 and R-119251) in study for 200 A~ i
- ES| f-
423524 effect of CS-747 administered orally on embryo-fetal _ % H FEIPy Al
development in rabbits
CS-747 DR O G\ LDT BF DITRR- Jr VLT E~DFE 2 ~ .
423525 4 . o Sankyo Co , Ltd A 5%
TICIT 2  (FiA) L B T TR s 25
42353 HARMRUTHEROFED VICBADOHKEEICET 5B
CS-747S: Preliminary pre-and post-natal development study 2 ~ N
, i 5
423531 by oral gavage administration to CD rats _ 2 A s %
CS-747S: Pre-and post-natal development study in the CD 2 ~ -
423532 rat by oral gavage administration _ 200l A R Al
Determination of plasma R-138727 concentration in “CS- 2 -
423533 7478 pre-and post-natal development study in the CD rat by - (Zlq;l A - [E A
oral gavage administration (study number: SNY/481)
Determination of plasma R-106583 concentration in “CS- 5 N
423534 747S pre-and p0§linalal‘ development study in the CD’ ratby | Z(l% A - ] Bl
oral gavage administration (study number: SNY/481)”
4237 ZOthDEMHR
42371 HEMRER
42371-1 Antigenicity test of R-91220 in mice - l&ﬂ;l HN Sankyo Co, Ltd [EN FFAMG
423712 Antigenicity test of R-91220 in guinea pigs . ]aﬁzl HN Sankyo Co, Ltd [E5[ FTAM
4.23.7.6 THMDEMHER
. . 2 ~ =
42376-1 Bacterial reverse mutation study of CS-747S-ATS-B ] 21% " Sankyo Co, Ltd [E5[ At
Chromosome aberration study of CS-747S-ATS-B with 2 ~ =
- ) Bl 2T
423762 mammalian cultured cells _ 2!% A Sankyo Co,, Ltd E» A¥
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A 14-day oral toxicity study of CS-747S and CS-747S-ATS- 2 H~ =
Bl =y
423763 B in rats [ ] b " [E Al
42377 DO
Invitro phototoxicity test of R-138727 and R-106583 using 2 H~ N
- = PN %
423771 mouse fibroblast cell line, BALB/C 3T3 cells - 2 A % i
Invitro phototoxicity test of R-138727 using mouse 2 H~ =z
423772 fibroblast cell line, BALB/C 3T3 cells - 208 3 A el Al
Invitro phototoxicity test of R-106583 using mouse 200 H ~ =
. =] A 2
423773 fibroblast cell line, BALB/C 3T3 cells - 2 A EX A¥l
[E4+ A

Bovine corneal opacity and permeability assay with optional 2 H~
423774 histology _ 2 A

A primary eye irritation study in rabbits with LY640315- 2 H~ =
- ES at
423775 HCL (compound 2135719) (regulated) _ 2 H st ki

An acute dermal toxicity study in rabbits with LY640315- 2 H~ ey
- =] 7
423776 HCL (compound 2135719) (regulated) _ 2 A 4 ¥l

4.3 BEXH
431 2.4 FERRFAROMIBTME THIAL-BEXM

Savi P and Herbert J-M Clopidogrel and ticlopidine: P2Y |, adenosine diphosphate-receptor antagonists for the

4311 prevention of atherothrombosis Semin Thromb Hemost 2005; 31: 174-183

431-2 Gachet C P2 receptors, platelet function and pharmacological implications Thromb Hemost 2008; 99: 466-472
Aleil B, Ravanat C, Cazenave JP, et al Flow cytometric analysis of intraplatelet VASP phosphorylation for the

431-3 detection of clopidogrel resistance in patients with ischemic cardiovascular diseases J Thromb Haemost 2005; 3: 85-
92

431-4 Patrono C Aspirin: new cardiovascular uses for an old drug Am J Med 2001; 110: 62S-65S

4315 Yan BP, Clark DJ, Ajani AE Oral antiplatelet therapy and percutaneous coronary intervention Expert Opin

Pharmacother 2005; 6: 3-12

Bhatt DL, Scheiman J, Abraham NS, et al ACCF/ACG/AHA 2008 expert consensus document on reducing the
431-6 gastrointestinal risks of antiplatelet therapy and NSAID use: a report of the American College of Cardiology
Foundation Task Force on Clinical Expert Consensus Documents J Am Coll Cardiol 2008; 52: 1502-1517

McClain RM Phenobarbital mouse liver tomors: Implications of hepatic tumor promotion for cancer risk assessment

4317 In: Growth factors and tumor promotion: Implications for risk assessment New York: Wiley-Liss inc ; 1995 p 325-36
4318 Feldman D, Swarm RL, Becher J Ultrastructural study of rat liver and liver neoplasm after long-term treatment with
o phenobarbital Cancer Res 1981;41:2151-62
4319 Whysner J, Ross PM, Williams GM Phenobarbital mechanistic data and risk assessment: enzyme induction, enhanced
- cell proliferation, and tumor promotion Pharmacol Ther 1996;1:153-91
431-10 Williams GM, Whysner J Epigenetic carcinogens: Evaluation and risk assessment Exp Toxic Pathol 1996; 48(2-3):
o 189-195
Monro A: Are lifespan rodent carcinogenicity studies defensible for pharmaceutical agents? Exp Toxic Pathol 1996;
431-11
48(2-3): 155-166
431-12 James JS Effect of the active (R-138727) and inactive (R-106583) human metabolites of prasugrel (LY640315) on the
c in vitro proliferation of human cell lines derived from lung, colon, and prostate tumors CCGS02, 2009
43113 James JS Effect of prasugrel (LY640315) HCI on the in vivo growth of human tumor xenografts derived from lung,
- colon, and prostate CCGS03, 2009
431-14 Mary PK Exposure of female NCI-H460 tumor-bearing nude mice to R-138727 and R-106583 following multiple oral

doses of 1 and 10 mg/kg prasugrel as the HCI salt for approximately 2 weeks LYP4, 2009

432 126 FEERABROBMEN TEALELESEXH

432-1 Cattaneo M The P2 receptors and congenital platelet function defects Semin Thromb Hemost 2005; 31: 168-173

Baurand A, Gachet C The P2Y receptor as a target for new antithrombotic drugs: a review of the P2Y, antagonist

4322 MRS-2179 Cardiovasc Drug Rev 2003; 21: 67-76

4323 Boyer JL, Romero-Avila T, Schachter JB, et al Identification of competitive antagonists of the P2Y, receptor Mol
o Pharmacol 1996; 50:1323-1329

4324 Michio mori: Handling and evaluation of various specimens in “application of the electron microscopy in pathology™

a Japanese Society of Pathology ed , Ishiyaku Shuppan, Tokyo (1985)

4325 Takayasu ito, akira horinouchi, harushige ozaki, miho imakawa yasutaka shirozuka and takao ando: phenobarbital-
2 induced inclusion bodies in dog hepatocytes J Toxicol Pathol 1998;11:33-40

432-6 Kubota S, Tomoda I (1991): Veterinary clinical biochemistry 4th ed , kindai shuppan, Tokyo

432-7 Roberts JE ,Screening for ocular phototoxicity Int J Toxicol 2002;21:491-500
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4.2.3.4.3 ZFDHDEER

42354 FERZEHWN-HER

4236 RBFFRIEERE

42372 HEESUHAER
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b 3 p? | EE
1.12-3-1 E5BORFTEH—E
=
AHES 540 F5  FEEM EEEF R Ey) FESEO3
52 2HARBR—BEX
52-1 R R AR R
5.3 BRRHBRMEE
53.1 AYEFFHRBEE
5311 NAATALSEYT 1 (BA) BRBREEE
) CS-TATSHRBR S — CS-747S (20 mg) ¢ 570> 2 ~ I , .
53111 P everi -, 5 I =Py ¥l
5.3.1.2 LEBARBRR UAYMFMREENE (BE) HBREBEE
CS-TATSER K FEPLFBR — [HRLAI3 75 mgdiE x 15
53121 T DA 75 mghE x 1HED A4 HF| FAPERT [E5[ R
;%7
CS-TATSI AR S HERBR — [N RIAI2 5 mgde x 282125t 2l .
53122 5, HridAI2 5 mos x 25EHHV L5 mohie x 15600 | R [ [EN A
FE) B PP R R — ZC. ﬁi H
5.3.1.4 AYFHRVEBLEUITERFRES
Partial validation of quantification method for R- 2 ~ ’ -
53141 138727, active metabolite of CS-747, in human plasma a% A Ele #F A
Inter-laboratory partial validation for determination of 2(. ’EE. H
5314-2 R-138727, active metabolite of CS-747 in human ~ [EN FEAh
plasma 2l
Partial validation study of analytical method for R- 2 .
5314-3 138727, an active metabolite of CS-747, in human Z[l% " [EN R
plasma
} Validation of the quantitation method (modified) for 2 ~ . -
5314-4 assay of CS-747 metabolites in human plasma 2l H e At il
Partial validation study of analytical method for R- 2 .
53145 95913, R-106583, and R-119251, three inactive Z[l% " [EN R
metabolites of CS-747, in human plasma
Partial validation for determination of three inactive 2 -
5314-6 metabolites of CS-747, R-95913, R-106583, and R- &% A [EHN A
119251, in human plasma
Partial validation of quantification method for assay of 2 .
5314-7 R-130964, an active metabolite of clopidogrel, in a% " =L P
human plasma
Inter-laboratory partial validation for determination of 2 -
5314-8 R-130964, an active metabolite of clopidogrel, in &% " [ S
human plasma
Additional validation for the determination of an active 2 .
5314-9 metabolite of clopidogrel, R-130964, in human plasma a% " [EA AT
on co-administration of aspirin
Partial validation study of analytical method for an 2 ~ -
531410 active metabolite of clopidogrel in human plasma &% H e At
532 £ FAEKRENMERW - EYHEMNEQHRREE
5321 MEEOHKEHRREE
53211 In vitro protein binding of metabolites of CS-747 _ Za%ir Sankyo Co, Ltd [EAN A
5322 HRBRUEVHEFASRRESE
Exploratory studies on the in vitro biotransformation of 2 -
5322-1 prasugrel (LY640315) by human carboxylesterases . aﬁ!l 7 - 24N B2
land2
Identification of the human cytochromes P450 2 N
53222 responsible for the formation of R-138727, the active ' a% A - 4N AEAm
metabolite of LY640315, from R-95913
) ) ) . 2+l
Generation of enantiomer of active metabolites of CS- -
53223 747 in human liver microsomes _ 2l.’f|‘. 1 Sankyo Co,, Ltd Ele At
Characterization of the human cytochromes P450
: responsible for the formation of the isomer sets (RS/RR 2 ~ e -
53224 and SR/SS) of R-138727, the active metabolites of 2 A 5 #F A

LY640315, from R-95913

11



1.12 RHEH—FE

TS5 RG LGRS IJ4 T2 rEE3.75mg. 5mg
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1.12-3-1 ESEBDRTEN—E
P ErtEEe] 7
BHES 4R iR EIEHH (ER E B EEO
Formation of the isomer sets (RS/RR and SR/SS) of R- A~
53225 138727, the active metabolite of LY640315, by allelic %% - 228 Bl
variants of the human cytochrome P450 isozymes
S-Methylation of the CS-747 active metabolite R- ~ Daiichi Sankyo Co, . "
53226 138727 L E@' A Ld P B4

In vitro interaction of LY640315 (CS-747) metabolites

5322-7 R-95913, R-138727, and R-106583 with human ' zz[l% ); - HEsk ST
cytochrome P450 CYP3A

In vitro interaction of LY640315 (CS-747) metabolites
R-95913, R-138727, and R-106583 with human 2(. i:. A -

cytochromes P450 CYP2D6, CYP2C9, CYP2C19, and

CYP1A2 . e K B

53228 248 B2

Examination of effects of LY640315 on CYP1A2 and 20 £ ~ ; -
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