B REHEASE 60 3T 0 90 ETg
BRILINTA™ (ticagrelor)

Film-coated Tablets 60 mg &5 027145 5%
Film-coated Tablets 90 mg & &5 025691 5%

ANGEE P B il /7 {5 FH

1 EFEE

Brilinta B Aspirin ftH > TR/ D@t OiE (ACS) BEEA LHUEZE (MD) iR E& it EE
bt A BRSBTS 2 AR ZE M OB SRR - HY ACS BEHVEE -
Clopidogrel #5tt - Brilinta o] AR CIAESE T ~ OAIHEZESE A AR EECE L > Bl
L AR & R EARENAR AR > Brilinta RO/ D S7 2k 28RS A [ RERIRITSE
(141) ] -

Brilinta Eil Aspirin (£ FHF - Aspirin 4575 & fE oK% 100 mg -
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SRR OE

Brilinta (Y THELFE (loading dose) F BiA 180 mg (Wi#H 90 mg §eAil) - #E452 90 mg » &
WK - B 12 (B H - BRIFEEIR B AR ZFEE -

AR

Brilinta 60 mg 4% F RS AEA —4E b1 MI TS & B 5 U 8 A SR Ak S5 A, » 8
SRR - L B ENRIT A ACS # A - (5 Brilinta 90 mg =i — Rk
BREF (ADP) ZBBHISITIE £ H)S— a8 4 - Brilinta 60 mg 6 H i ZC AT {F By B e £ e
AR - SEIIREESE MI % 2 4509 - S FRZeRT ADP SRSHISIBIAH . 1 rIFe -
Brilinta F % i A0t 3 AR S R AR -
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BETREA 2
Ticagrelor H i ARAEEERFIIREA 2 N TEER > NILE S AZEIE(ER » PERTIhRE
SR ARAARENR - KERREERE - [EFE ticagrelor BFERFHIFETH - FEHTIHREA 29/

N B EHN R -

SAEEREE
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A GURER 2 A AT Brilinta BEARSEBRIERIE AK NG | - RS SR nEE RS E
(CHB B K)4a4E [RREIREEHE (12.3) ] -

3 BIRIAIRIRS

Brilinta (ticagrelor) 90 mg &—EE ~ &/ « SHE@fEREE » —HF L “90” T “T° iz o
Brilinta (ticagrelor) 60 mg f—[Elf ~ &1 ~ #4LfEAEE - —fIF L "60" T T ZfF
5

4 B SE

4.1 FEAH R

AEEAHMmESE (ICH) BYE AZEA Brilinta - (KA ILEEHESE ICH fYfEls = [ REERTZE
(14.1) ] -

4.2 JEENMEHIT
AEEMERE M (BB EME RN i) /s ASEH Brilinta [RESENIEES
IH (5.1) FIARLE (61) ] -

4.3 BEE
Brilinta ZE A AT ticagrelor SCA SR s 48R (B4 ¢ f/a KR A9mA -

4.4 EHEHTIIREA £
HEEFFDIEER 209K AZE L Brilinta - ERERFIhEE R £ 7 REE S 1 ticagrelor AYIIE &
& o RAEAEERTIIREA Ay AT T [ RERREEEEE (123) ] -

5 BRENEEEH

5.1 — et i iz

SR MR EIRERVEEY) (BLEE Brilinta) Erigintimmbz - [RA BEE (6.1) 1 -
AIRERYES » P B HH A ZF R A Brilinta » {2 18] Brilinta =] gE34 HIfER. O E S FHIE
b [ RERERIEEEE (5.4) MARKE (6.1) ] -

5.2 f}ffZ Aspirin 4L &

£ PLATO 5@t - Brilinta B24E77 & #828 100 mg 1y Aspirin {}f F & (I Brilinta 1A%
M o FTLA%E T Aspirin THEE & 1% - B Brilinta §f S » FRIFEFIARZES - Aspirin 4EFFHI=
[ 5 75-100 mg [ RAIEAI4EEE )7L (2.1) RIEGERIFZE (14.1) ] -

5.3 I bR

ERERER T - 4978 14%(# A Brilinta J& R A PRI PRI o SR RIS B AR S
RSP (ERHE GIR IR S 4R A - (HA1EE PLATO 5{8& > Brilinta 4574 0.9% >
clopidogrel 457 0.1%f195% A [2%% ; £ PEGASUS 2{E > Brilinta 60 mg 487 4.3% >
FH Aspirin 457 0.7%Y95 \ 2 2E -

1E PLATO By rifse - A 199 Szl EHETATThAE S8 » et 2 & i@ eIk A
# o JaFE—(EHREEINAEZR/D 6 (HH R HbEREUR - HATThRE R Rz g -

WEIHF NS E ~ R ECE LM R 2 5 #E e L Brilinta #HEE - SZERRDER > 40
RETHERVEE - 4E4E(H A Brilinta RN R o 5 RS A EE DR K PRIERRS > [EZREIE IE
&7 Brilinta PRV H i/ M ZEY)

5.4 {£F Brilinta




{2 Brilinta A gE g L OHIAEZE ~ REFISECAYES - Q15 DA EETHFE T Brilinta (45141 ¢
BT IAERMEEEAIMNITN) o BB SIS - R AREREE - A EAHMER
HFAl A FL R HET Brilinta J65% » — 11k % 1E Brilinta J&¥% ©

5.5 LR
Ticagrelor €L 38K [ R EUZHE (6.1) ) < 0848 IR 4 MRS £ L
03 - 3% PLATO fil PEGASUS HE A FREEIRRE + — o= AN - 5o
R R IV B R EL L T SR Rt A+ LIS s A TR ARt e B
ticagrelor FERAN L {25 -

5.6 froiREf 2

Ticagrelor HAif s RAEEERTIIREAR 29 NHETT5R - LIS LSRN AZRIE(EA © thRERTIhRE
AW ARAHARER © RERFREEE - ELH ticagrelor IFERFAIFEE < EERFIIREA
IR AN TFEHERE -

5.7 Bismiy CYP3A HIHIE Ak

Ticagrelor &% CYP3AA4/5 ({34 - #tepEilsasy CYP3A HIFHIEIOHF - 140 atazanavir ~
clarithromycin -~ indinavir - itraconazole - ketoconazole - nefazodone - nelfinavir ~
ritonavir ~ saquinavir ~ telithromycin A1 voriconazole

(REYVIZEFEM (7.1) FMEEREEHE (123) ] -

5.8 A& i/ MRS T HE4EBEE (thrombotic thrombocytopenic purpura, TTP)

i VELZE I ticagrelor B HHER AR M I/ MR T M EBHE TTP - HFHEUEA S A4
B~ BUIREAN R EE BRI MR B B R A M M & - TTP BEAVEE R
AT BT B R A T Bl S 6

5.9 DUfn/IMisheE a2 BT £ 5 e/ MK T E(heparin-induced thrombocytopenia,
HIT)

FLAZ2Er HIT R ZER il IMoE Estiah » ERFERFEEZBER T » W AIE R ey
AT ARFZESUR S TR E I/ IME - HIT (/M MeoisEslEs (BFEEARRR HIPA
sl b RS S H ERAE AR A ticagrelor Y3 A o (A5 s (@R8I & /M _E8Y P2Y 12
Z R N MDA AZ Y ticagrelor Al - B4 ticagrelor & 0f/& 8 » $4(T HIT [/Mkzh
RESABSRTH A - BN EEL HIT 29 A > FF4ELL ticagrelor JaREFE #ET TR e ) 2xm Al - FE
ZE U K ticagrelor &0 &% AT EE HIT [ie 2B ATRRERT HH @ s~ B -

6 FfRKIE

EBEEMH T TR BRFE

- i [ REEFEEEHE (5.1) ]

- PO PREE [ RESERLEESEIE (5.3) ]

6.1 ERpRaERLER
B RSB R 5 TR IR G T HE T » —FRSEMI B PR BRI ZE I T BT E
T B R — TR PR 15 AR ELBELLE - 117 FL ARSI B S5 4

% -

Brilinta (Y% 2= B E#E 48 27000 4 A P #ET TEF(L - BEHEAE 13000 #m a2/ 1
o

PLATO gt i (b St CoE i A g8 A= iin e S (60 s )

1 B EHEETIREIREIRGEE T-ir CABG HYEE A I S5 HYH e [




1~ E#AEXIE CABG PLATO & ZHYE A MM EFRFEHAY Kaplan-Meier {f5tHE
(PLATO iR )
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1 — Ti% mg == Clopidogrel
N 9235 9186
Patients with events 362 ( 3.9%) 306 ( 3.3%)
KM % at 12 months 4.5% 3.8%
0 T T T T T T
0 60 120 180 240 300 360
Days from First Study Drug Dose
N at risk
Ti90mg 9235 7563 7170 6900 5428 4022 3658
Clopidogrel 9186 7648 7302 7065 5540 4103 3raz7

T LRIFR 2 #3845 PLATO 5l P M AR - &9F-FEEE CABG B AHIM (T4 E4E AT 30
K o

& 1~ JF CABG AHRAHHIM (PLATO 3E%)

Brilinta* Clopidogrel

N=9235 N=9186
BHEBEEFRIRA BEBHFRIRA
n (%) n (%)

PLATO A +EZEY 713(7.7) 567(6.2)
EA 362(3.9) 306(3.3)
Banlfe kA 171(1.9) 151(1.6)
BT 15(0.2) 16(0.2)
A (Ben/fe A ) 26(0.3) 15(0.2)

PLATO BEffHm - FFEEEH S A LM ECER I -

PLATO BRI : MHUEM—R - 2w 5 @A OENHMOELEESE § Wl EE R A
BB ERMEE - FE AT FHEURE (PIABRAMIL - K AR HHEE Hb =

Db 3 gldL (b (Het) Z/DREK 9%) [N LAE s 2 BArs bl b -

PLATO EXHIMM » Ben/E ey © il —E RH MM Hb B 5 g/dL (Sufitb%
(Het) Z/DI(R 15%) [N EE i 4 ALl k-

By © /£ 7 RNERESEHH B -

*90 mg BID(FK 2 K > XK 90 Z %)

Brilinta £ clopidogrel fHEL » (A AR NISRETEA T - G mavAHE S E R -




PLATO z{Bs A 1584 #4555 NiEEfT CABG Ffy - [& 2 f1%e 2 BUmia tiim ARy E 733 -

2 - "ERE /e Ay CABG AHRH M - 5 HEIE R & —HRT e 4E1) 2 CABG HIKEL
(PLATO iR )

% of patients who had an
event following CABG
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AT TS T TSI T TTITLLS

AT ST LTS A AL LITS

AT LS AL ST LA L TTTIL
SIS IF |

rrr P rA

PP rrrIrr
ST T TTs

1 2 3 4 5 B T >=

o

Day)
T C T € T € T G T G T C T € T C

T S5/ s0n0e S6114 3984 22179 2 2574 53228
C 5258 42/85 3373 294569 27196 45110 40007 TIRT4

X B 7 ikt — AT EE) %] CABG ZRiTHYREL -

PLATO 5t&(&F #H# T CABG B H M AT g 2 s FIHFTEEI AT - WSR2 EE M
FEE Tty - RIS R ETH IR EEY) - B =0 - AR ERAYECE RFF U MRIE I
FilarisE - AIIRBZER] (514 clopidogrel ) 1£F-{lari 5 KIFEE - §e/| (514 ticagrelor) 1£
Flari /D 24 /NGF > B2 72 /NRHEEE - QIS E RV BUEERR TR MR IR RS - Al
IRBERIFISERIET-Ilo AT 24 /NIFI=4E » I B e P aprotinin BEA A 4015 & HAIE
A IPA BRI E IR RE R T Tl - RIRBEEEIRISEREERHE 4% - 3 H sk
HIFERE -

T Ticagrelor ; C Clopidogrel -

= 2~ CABG fHE M (PLATO =E&)

Brilinta* Clopidogrel
N=770 N=814
A ERHEA FAFHRA
n (%) n (%)
PLATO & A HM4EE 626 (81.3) 666 (81.8)
anlfE f A dn 337 (43.8) 350 (43.0)
2 dn 6 (0.8) 7 (0.9)




PLATO BRI : MHEM—R « 2 5 @A OENHMOELEESE § Wil EE R A

BB ERMEE - T A PIBUREE (PIABRAHIL - kAR HEEE Hb =

Db 3 gldL (EifiEE?s (Het) Z/DREEK 9%) o [N LAZ @i 2 FArsbl E -

PLATO EXHIM » Bep/fE R Edy © it —ERHMmARE Hb BE 5 g/dL (Sfitb%
(Het) Z/PREE15%) N m 4 BArsil ke

*90 mg BID(FK 2 K > XK 90 Z %)

EHUM/ MRARAE CABG Rif 5 KfEIE » 8557 Brilinta J&BEHK AH 75%3 £ B A H » [
{F clopidogrel 13 A 79%&84: B2 AT »

PLATO gt 1Ay LA A B S
7 351t PLATO sl ras A= bbRAE 4% LA ERYA BAFE -

*® 3~ HEA—HED 4%RESH A - I H Brilinta A8 @ JEHIMA R EN
WAETR(PLATO FER)

Brilinta* Clopidogrel
N=9235 N=9186
ISR, [ 13.8 7.8
HEE 4.5 3.9
EE 4.3 3.8
*90 mg BID(fK 2 X » 52X 90 Z77)
PEGASUS 7%t ithifn (AL HUEZE NS S A B — 4R FHET )
1£ PEGASUS i 5e I S AYARRGEE Rk 4 -
% 4 ~ B4 (PEGASUS %)
Brilinta* + Aspirin B F Aspirin
N=6958 N=6996
A BT = A B i
AN (%) | /100 5 AS | A N (%) | /100 5 A
TIMI &K 115 (1.7) 0.78 54 (0.8) 0.34
i 11 (0.2) 0.08 12 (0.2) 0.08
j ElSfasfiinl 28 (0.4) 0.19 23 (0.3) 0.14
TIMI 5 A SHAY 168 (2.4) 1.15 72 (1.0) 0.45

TIMI BRI * BanAYHif - SUE AR Hi > SRR IR H M B A i &T 2R
(Hgb) [E{E25g/dL - sfifE% (Het) [{E215% -
e ¢ AR 7 RN EFEBSEAHIMEN: -

TIMIEEHEHHIT © BEPR EHAREAY H i HERE I AT 2R (K 3-5 g/dL -

*60 mg BID (K 2K » K 60 Z5%)

Brilinta 60 mg iy H [ fEE 5w BB A aspirin AHEL » DA TIMI (Thrombolysis in Myocardial
Infarction) KA1 TIMI B KEES T NS AF2RER - TEZETRLE BRIV RERZE 2y (1
W TR~ R - f8E - B - R - S0PE - afPeE - & AERES) -

PEGASUS 7% iy HAt R B fE

% 5 JIIHH{E PEGASUS Wi5e 3 A= ELFRAE 3% LA EATA BANE -
# 5~ F ticagrelor 60 mg J&F4H(PEGASUS W) 4 3%m N B2 IFHIMA R K&




Brilinta® + Aspirin B Aspirin
N=6958 N=6996
IR R 142 55
THE 4.5 4.1
HE5 3.3 2.5

*60 mg BID(f5-K 2 X » 54 60 =)

LaftREE
1£ PLATO st 249 3000 #4955 A HY Holter F-it5%H » Brilinta 4H{E 2 MRS A LV EIF SR
(ventricular pause ) HJJE A (6.0% ) Lk clopidogrel 4H (3.5% ) %% » 1 {3 &4 K555
& 2.2%#(1 1.6% - PLATO 1 PEGASUS HEFR LR SR EUm g hnavsms A (I & i
B~ B E B EAEN - BOOERG B B ERE O s IR A ) o {E
PLATO ztEgt » Brilinta 90 mg 4071 clopidogrel 4H&7 1.7%7H1 1.5%%5% A\ & H S ~ BT
Bk (pre-syncope ) FIE TS - £ PEGASUS #f%2H » Brilinta 60 mg 20 F158. /] aspirin
2H5H 1.2%F1 0.9%95% A 8 B -

Hip= R

IR PRI -

£ PLATO &8 - £/ Brilinta 90 mg FF 5 PR IR FEE AR G- IE /14 0.6 mg/dL - i/
clopidogrel RIS 147 0.2 mg/dL - {2 1RG5 30 RARIHRNfEASE - ££ PLATO &g
TR R A W AR 2 A 22 (B4HE R 0.6%) -

£ PEGASUS 5t - {#H Brilinta 60 mg R IlUE PR RIE (EALERIE 1KY 0.2 mg/dL - BEA
aspirin B HIR Z3EH0 - Brilinta 4 & 4w Ay ALLE A aspirin 41% (1.5% > 1.1%) - &
B 1% PIIMB REORE TR -

I AL AT -

£ PLATO st - i A S AIUBLRFRE 1 1>50%% - /£ Brilinta 90 mg 4 7% 7.4% > 1£
clopidogrel £ %y 5.9% o MG — A PERFEGFRMERE - KM H M2 K - SRRt
RAENEEER T Y > BIEEERIHE IR ZHIE AT © 42 PLATO Rt - BEAEREAHEE
ZRAEA BB - TSRS - 8RR - FUHEWEER - ERUGFHZEIZH
2l o

18 PEGASUS W%t - 7 AFT M4 HIERT LR 1>50%% - 17 Brilinta 60 mg 4147 4% -
£8P aspirin AL - ERAEBR B PRAOIER - R o R B IRE1 - ticagrelor
4HF128 A aspirin 4HERAALLL -

6.2 Erifk«EhR

E&EEA Brilinta #5380 TR BAE © N RyiEtet B ERHY B S 1 EH - W ASEA
of 0 I EE DRV R S LA R BRI SR B SE R BRI R B (4
gRFGAERE B EEEMmENKE [RESE (4.3) ]

S ERY T AR - 4B

7 YR

7.1 5855 CYP3A HIIFHIA]

585 CYP3A SIIHIKIAMESE Il ticagrelor FF2 & » AL HIMFIRIAEE - HMATEAA BB
AV RS - B o (o F vt CYP3A HIIEIE (5141 - ketoconazole ~ itraconazole -
voriconazole - clarithromycin - nefazodone - ritonavir ~ saquinavir ~ nelfinavir ~ indinavir ~
atazanavir 1 telithromycin) [ FEEREEHE (12.3) ] -




7.2 5870 CYP3A 27
5% CYP3A SHERKIKIE D ticagrelor #Fz & - (R ticagrelor BYFFR o A oa (A58
2 CYP3A EZER ({541 : rifampin ~ phenytoin ~ carbamazepine #1 phenobarbital ) [
GEIREEHES (12.3) ] -

7.3 Aspirin
Brilinta B14ERTHI S8 100 mg Ky Aspirin ffF HTE &R Brilinta #8cR [ REFERIER
FIH (5.2) KEERWIZE (14.1) ] -

7.4 Opioids

WEEA O P2Y 12 {1 B opioid J5ifF FHAG F & i SR ticagrelor Je HoE A
VIR » HERIATRE (RN ey B ElHRE [ RERPREERIEE (12.3) ] - AIFEEL morphine =X,
BAthgG R FEE RO - T8 RE i A I R ARG MR S e OE 2 ™A

7.5 Simvastatin, Lovastatin
Brilinta &4 = simvastatin A1 lovastatin AYMUERE > K fyisLegy) g CYP3A4 (G -
Simvastatin f1 lovastatin FYZ &4 52 K7 40 mg [ REEPREEHE. (12.3) ] -

7.6 Digoxin
Brilinta & (]I P-JizE (#8538 - » FrLA(E Brilinta SARERH 1A B » SESH| digoxin R
[ REGpREEHES (123) ] -

8 RIFRIGRHE

8.1 BiZ

JeR\ e

TEfE A Brilinta 20w 20l S &5 A MUY EER - WoREEIRA B AR AGRE - i - $EEE
st A RIVE SRS ARH RN - WK B EER TS BRI > #E2 B

EIERSR IS TR B AR A& (MRHD) 5 % 7 f ticagrelor » &Gk (A4S E
PEELE, o B RBUEAEIRIZ NI ALIHRE 240 B 10 % MRHD & ticagrelor » #ZF4) & 5L
U gE s REE [REE] -

PR AE BERG IV EE A AR RIS BORUEE P TR A VB E R B R A0AY - AT 822 A Ho AR dt

bed ~ FUESCH M R IS RAE R R - ERE—HOREE T - FERRR B E A E R A
e RORUEE Z TRASTEE R > 73R Ry 2 2 4% K 15 2 20% »

Bz

e

TEATEFHEMT T - HE KBS B AR ticagrelor 20 % 300 mg/kg/day 7
& ° 20 mg/kg/day % mg/m? & - K4JEL 60kg Y A (54 90 mg &K 2 2Ky MRHD AH[E] -
£ 300 mg/kg/day FIFEIE (% mg/m?E15 > s MRHD 9 16.5 %) » FRHIAAR R4S
BIEEAEF/NERE ~ WEATEE2EE - FRARME RN - AfgEREEMr - EhEHE
100mg/kg/day ($% mg/m?E+E > B MRHD 1Y 5.5 %) » & RAFBEFIE BV E LR - &
2B T T S E U RHEZ ticagrelor 21 & 63 mg/kg/day FVEIE » B& 5 R R TS
il & 63 mg/kg/day ($% mg/m?EtE » J5 MRHD 1) 6.8 f% ) » HFRIERE S L% - DIREE
=5~ A SR

FE—TEERIERMIE T » K EAETREIFIE LA ticagrelor 10 £ 180
mg/kg/day 7= - {5 180 mg/kg/day FIEHT - BB NESEC B NEE B E (3




mg/m?5H5 > 497 MRHD 19 10 £%) - 45T 10 F1 60 mg/kg HIFIERF ($% mg/m® 55 - #
AT MRHD Fy—2:f13.2 %) -~ SELLRACHATR R - G0 - HETRERFIHFR AR -

JeR\ o 7 2

RAEERHGH ticagrelor BCHAFY)Z S FENR AL « BIHE th82 sl U BUSH & -
Ticagrelor S HAEHYIFAAER R BT HAVRELRIIIRRES - & —([H8aFEREY)
At ZEELIR A REFAER AL » £E Brilinta JEfEEIH A M A -

8.4 SLEfEM
H RiARAE LB A S HEE Brilinta 1Y 22 2RI -

8.5 EFEA(HH
1£ PLATO :kE@f1 PEGASUS 9t - &46 F-80i A265 5% > 4 15%% A275 3% - f£E
AR NI ARSI A~ IR 22 222 S B Mk e ps 7= 52 o

8.6 HFIiREA =

Ticagrelor AT - FFDIREA & AT RERE AN AT HA A REECRAERS - INIELA EERTDIAE
A 2HYE AZL LA Brilinta » Brilinta £ ERFDIRE A W AT HVE SR AIR @ 25 REE
FRAVEE A1 s - LT ticagrelor YR FE B ATREEG AN - AECERTIIRER 2=y AR/
BWE - [AESENEESH (5.5) KBRS (123) ] -

8.7 HINEEAE

BIDREA e NI R - [RERIREEEE (123) ] -

PESZENTE AR SR A

o B Brilinta R ke 2 PEAVRER BRI RGN ARE 2 BTV AT & g (ESRD)AA - FEIER
PEMREATHY ESRD 5 A > AHRZN B DIREIE R 2 A - ticagrelor B EACEHA I R EE DA
R/ IMSANGITIRE - WAAER R E AR MR (12.3) ] - Skavim iR
FEAEREZ AT ESRD E A > 2581 PLATO fl PEGASUS s EgFTEi 2 2 4E Sl > a]
D OIIESE T ~ LAIUEZE S Y s > S EA SR i R bE - HRTRAD -

10 #YBE

H AT E AL ] 2 Brilinta F3C5R - THET ticagrelor A RIEHIEMTHERR - VB EAYE
FRME G A IR AR B (S - HIME Y38 B nI PRIV S - ARS8 A4 it - FEPRHEL
i SCRAESE T -

TR 54 3 TPl R M/ MG R € 2 Brilinta AT IMRIE R » S H 2> 5 AR ERIR
W

SEYR BN HMER TR EEEETEE (B0 - & - lBE) RU=ER - AR E
(ECG) -

11 f&3t

Brilinta &7 ticagrelor » —f& cyclopentyltriazolopyrimidine » F:FH P2Y1, ADP-3Z #8128 7 [
IGEALNTEEERAHIRIA] - (L8 B2 (1S,28,3R,58) -3-[7-{[ (1R,2S) -2 (-3,4-
difluorophenyl) cyclopropyllamino}-5 ( propylthio ) -3H-[1,2,3]-triazolo[4,5-d]pyrimidin-3-yl]-5
(-2hydroxyethoxy ) cyclopentane-1,2-diol - Ticagrelor (Y& Esiz{ & C2sH2sF2NeO4S » 77T &
522.57 - Ticagrelor {y{LE245HE By -



HN"

HO OH
Ticagrelor & —fH4E K » /KIEMEAEZ B BT 10 pg/mL -

Brilinta 90 254 [1ffi5i & ticagrelor 90 mg AILL TSy + HEREE - WENRESS - ¥ RALENHY -
FUPT A S  TSRASE  FUPTALHURAAES - CSALAk BT K2 B 400 - Sk
Brilinta 60 %57 [1Ffi$ & ticagrelor 60 mg FILL TFHes + HEAEE - BEBRESS - ¥R RALTIHHY -
FUPT A2  TERASE  UPTALHURAIAES - LAk BTR K2 B2 400 - Bt
8 - ATEEILH -

12 EpREEHER

12.1 {E R

Ticagrelor K H: 3 S a] iy L/ M P2Y1o ADP 28535 H (EFH » [ 1F 5 S S A/
MEAL - Ticagrelor k EEMECEYIREL SR -

12.2 e 22

TE—TH 6 BT » B S RIS M I MR HUE B A1 R 20uM ADP 1 Byl Ml EUsER 2
ELi# ticagrelor £ clopidogrel {91/ MR EEEHIFEITER (IPA) -

IPA FYRESAIE RS R ERHEEE 1 KREN4S TE4aT & ticagrelor 180 mg =, clopidogrel 600 mg 2
% > W& 3 Fis o (EFTE R EEL ticagrelor 4HHHHY IPA #iLLE: & - Ticagrelor HyH A IPA X &
1E 2 /NI AT > 4EFRFZR /D 8 /NF ©

IPA {2 (- 1F R 2 aTd45 7~ ticagrelor 90 mg 5K 2 X8 clopidogrel 5K 75 mg » {E{#
6 1% - [EIfE 2% 20uM ADP HYfZJE -

YlE 4 s o & T ARIE|E % ticagrelor 2HAY i A IPA 5 88% » clopidogrel 4H £ 62% -

B 4 AV E R~ 24 /NELL#% - ticagrelor 4HAY IPA (58% ) Eid clopidogrel 2HAY IPA (52% )
L > BUR=ECAR AR ticagrelor HY95 A - H IPA {4725 clopidogrel J&#9r AHY IPA
WAEAMEL - 5 K% - ticagrelor 2By IPA BAZZRITRIZHAY IPA FH{LL - ¥ ticagrelor B, clopidogrel
s diimE i ER L IPA BYAHRBE TR AR

& 3 - E—mEZER| - ticagrelor 180 mg ~ ;, clopidogrel 600 mg #RYEE MM/ MR SERT
HIER (XSE)
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100
Ticagrelor 180 mg

o

90
@) o
<
=
g 70
& 6 |
S 5 Clopidogrel 600 mg
[4b]
&
3 40
=
—~ 30
&

20
T
- v /< w.. acebo_.

Jemw R

0 1 2 3 4 5 6 7 8
Time (hour)

& 4~ ZZR® -~ ticagrelor 90 mg &K 2 X ~ B, clopidogrel &K 75 mg {#£F 6 BHEAIFE
/MR EREIIHEIER (IPA)
100

o1

4
60| jAA—

i .

IPA (%) Induced by 20uM ADP

IPA (%) Induced by 20uM ADP
s 8 8 8 8 8 3 8 8

e r T -

" [,
:
-

Time (day)

e Ticagrelor A Clopidogrel mPlacebo
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¢ clopidogrel ik Brilinta ZEE 4@ 5% IPA {HI81 26.4% - #¢ Brilinta #i% clopidogrel HijZ
BsE e IPA{EIRE 24.5% - 55 A AT{E clopidogrel #H# 5% Brilinta - Hifn/ MR~ & HEr [R
HZEHE (2) ] -

12.3 &85
Ticagrelor Z B & AR 2 S58052 > HARH ARG AL -

MU

Brilinta T] EA & (AR EZ2REAK A - Ticagrelor WU HY tmax HH A7 805 1.5 /NEF (#i[E 1.0-

4.0) - fi¢ ticagrelor JZ A T ZEERLEHY AR-C124910XX (V&) HIHAL tmax £y 2.5 /NF
(#3#& 1.5-5.0) -

Ticagrelor Hy4@ % 4= B v F 21545 36% (#i[E 30%-42% ) - IZEESe et ticagrelor f

Crax 2 H 2 > {HEE AUC 3411 21% > FZ(EHPIN Crax K 22% > AUC ) HE1L -

JFERE >~ Brilinta M7 &% > A& EORSE T EEARIS > NEEEGERIHILAE 2R REHE
M (Ticagrelor 1 AR-C124910XX 2 AUC F1 Cmax {F 80-125%_ i) » Ticagrelor HZUZHY tmax
78R 1.0 /N (&iE 1.0-4.0) - AR-C124910XX [ tmax 788y 2.0 /NS (&iE 1.0-
8.0) o

paiii
Ticagrelor FYFREARRE T ife T Fy 88L - Ticagrelor K SRR  HMATEH FZEE &
(>99%) -

CYP3A4 £ ticagrelor (X K H F ZEIE I A £ 2§ R - Ticagrelor fe H F3E
PSS P-IEE S 2 EAHIHIE - $SUEMEREYIH 25 REE B4 ticagrelor REEEHY
30-40% -

HEt

Ticagrelor FEFRAY T ZIRTEATUH - E45 TR ERRC ticagrelor » U PRI EIUREY
84% (FEZLET 58% > fEfRT 26%) - Ticagrelor e Hm M (AL PR s[RI AR EH T &
iy 1% - Ticagrelor {y 3= B2 {CEHPIHY £ BPEFRIAB IS A T REEME 0 - Ticagrelor fy-P35+
FH (tuz) &7 /NE; - JEVEGEHIEY 9 /INE -

FHEIREE

5 BUREEH ~ MR ~ Tk ~ BIIRE S 2 RIEEERTIIRE A 24 ticagrelor ZEBE2HVRE: - P&
AR HFRET R -

FERZ AT AT B B A

EARFIhRE LT 2 SZad ALl B2 BT AR B S B i AAEAR 252284 H £% 7~ Brilinta 90mg
5 AUC H1 Cmax » 5771551t 38%71 51% - & T AIILEI4E T Brilinta It 22 2R {DIHY 5282
& EJF > BUR Brilinta A aTEMT o JEMEGEHYIR=EE B IR RN - Brilinta A A
AHT IPA {ERIRIREZBITIERE - BB ThRe I H B fRER R AR L -

5+ PERTH ticagrelor BB
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Mean Effect and 90% CI

Intrinsic Factors Ticagrelor AR-C124910XX Recommendation
Age: >65/18-45 years - - No dose adjustment
) ke

Gender: Female/Male .- - No dose adjustment
vkt 'S

Ethnicity: Japanese/Caucasian —— —— No dose adjustment
—h— ke

Renal Impairment: Severe/Normal i —— No dose adjustment
A —A—

Hepatic Impairment: Mild/Normal* i i No dose adjustment

—A— —h—
‘

N ) [ERRT) GNUN EEA G—
0 0510152025

Change relative to reference

Change relative to reference

0 0510152025

PK: M Cmax A AUC

*Brilinta % 4 £ 1 FE BCE FERTIHRE A 229 A TP ET T

L fth @ Brilinta S22

Bt5E -

CYP3A4 E&F ticagrelor (e s H T BEME AP T E R Z - 18 6 th SN EELS T
ticagrelor Fy(L (Zali/&M8 5 ) BEREAMEEY) ¥ ticagrelor ZEEERHTRZEE - sz CYP3A ]I
HI%I ({540 : ketoconazole ~ itraconazole ~ clarithromycin ) K ticagrelor Hy#FEE -
%5 CYP3A HIHIFIFZ 2/ (40 ¢ diltiazem) » CYP3AGEEA] (41 : rifampin) Ak
ticagrelor FyIf RS - P-FEZE (SR (40 © cyclosporine ) &3/ tlcagrelor HIREE -

& 5275 morphine F#Ak: 5 8 ticagrelor FHHEEE 180 2 5[E|IF4G 4T - &R/ VEIZZEIN
tlcagrelor HRER o (EEERAE 25% - #fT PCIfJ ACS Jji }\EimL 36% © Tmax ZEHE 1

2/ JEVEREY)REE R EARDEYIEE - B2 morphine [RIHFASEED A & LB SR D
R AR IMIAIFITEA - 82 morphine [EIFF&5EER; - ACS i ALE ?Eﬁk”’“ﬂi?ﬁ P MRAE

ERFRHETT 2 3 /N -
‘& fentanyl FHAk 5T EH ticagrelor TEEE & 180 = v [H]H54
ticagrelor 525 & A1/ MRIHI A A IUHTRUE

T PCI 1y ACS J5 A% » %

REEHVIE

& 6 - [EIiF45 2 ticagrelor ZEgE) 2[R, &E
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Mean effect and 90% CI

Interacting drug Ticagrelor AR-C124910XX Recommendation
Strong CYP3A4 inhibitors: m . Avoid concomitant use
Ketoconazole 200 mg, twice daily A A
Moderate CYP3A4 inhibitors: L No dose adjustment
Diltiazem 240 mg, once daily &
Potent CYP3A4 inducers: u Avoid concomitant use
Rifampin 600 mg, one daily A &
Aspirin 300 mg, once daily Use <= 100mg/day*
Desmopressin 0.3 microgram/kg, 2 hour infusion No dose adjustment
Heparin 100 IU kg, i.v. bolus No dose adjustment
Enoxaparin 1mg/kg sub-cutaneous . No dose adjustment
4

P-gP and CYP3A inhibitors: L No dose adjustment
Cyclosporine 600 mg single oral dose .
Morphine 5 mg i.v. j See Section 7.4
Fentanyl mean total dose 96 micrograms i.v. See Section 7.4

T T T T T T

0 2 4 6 8 0 2 8

Change relative to reference

PK: M Cmax A AUC

HRHERHE (2) -

Brilinta $f Efih #2411 g2 28

AEYMUHIHIEEE E ticagrelor jH FEIEMEAEHYE CYP3A4 Hyg5HlIHIE] ~ CYP3AS HY/B{EE
(RFEIFD P-JiE 85 (4 #E0E 0% - Ticagrelor 1 AR-C124910XX ¥ A CYP1A2 -

CYP2C19 fi1 CYP2EL Y &I IER] - ¥ simvastatin ~ atorvastatin - ethinylestradiol
levonorgesterol ~ tolbutamide - digoxin 5 cyclosporine (8 p gafy S 7 51 o FE 7 -

[ 7 ~ Brilinta Bf[FERHE TREYHVES 2R E

14



Interacting drug

(Ticagrelor dose) Mean Effect and 90% CI Recommendation
Simvastatin 80 mg*: —— Maximum simvastatin dose: 40 mg
(Ticagrelor 180 mg, twice daily) —A—

Atorvastatin 80 mg*: i No dose adjustment
(Ticagrelor 90 mg, twice daily) —A—

Levonorgestrel 0.15 mg, once daily: L No dose adjustment
(Ticagrelor 90 mg, twice daily) o

Ethinyl Estradiol 0.03 mg, once daily: il No dose adjustment
(Ticagrelor 90 mg, twice daily) —A—

Tolbutamide 500 mg: L No dose adjustment
(Ticagrelor 180 mg, twice daily) o

Digoxin 0.25 mg, once daily: —— No dose adjustment™*
(Ticagrelor 400 mg, once daily) —h—

Cyclosporine 600 mg, single oral dose: - No dose adjustment
(Ticagrelor 180 mg, single dose) e

T

T T T T
0 05 10 15 20 25 PK W Cmax A AUC

Change relative to interacting drug alone

* WA RHYIH) AUC 1 Crax EVEHZZ R DTS T
** Brilinta ;& EEHH A B EE SR EEHT digoxin JEfE

12.5 SEPELNER
£ PLATO sl — AN EET-5e - Brilinta B 88 A4 e M L E SRR EE R A HUR TR
CYP2C19 DR HVAREE -

13 JEEEPR IR

13.1 Btk ~ Bt - £ FNIEE

S

Ticagrelor {£/Ne 45 TPl 22 %)) 250 mg/kg/day - SUfERENEA EUFAIE 2 120 mg/kg/day I
(1% AUC 55 > 43715 MRHD 90 mg &K 2 ZRHY 19 Rl 15 (%) J@ A B FIZUENE - MR
BT 180 mglkg/day FYRIIE T (4% AUC 515 & NIHEC SRR 90 mg &K 2 KA 29

&) RETER - TEREAATAIRERE o mAEHEM K B 60 mg/kg/day HI&E T (3% AUC &

F o 2 MRHD [y 8 &) REF|ZENE -

BZEB L

£ Ames GHEZEEEME ~ /NEMRER BT BWMAZ TG > ticagrelor RER LA
P o O-EHELSMEAEHYIE Ames SR N EURE R R BUR AN SN

EN=PAb&i=
Ticagrelor F7 &% 180 mg/kg/day - =5t HEM: 4= & JJFERIE 2 200 mg/kg/day HF

($## AUC 515 » >15 2 MRHD ) R4 S I8 REE o $lEME K EHR 7210 mg/kg/day 1Y
milE o GiiEyEE AR 20 (32 AUCETE > B MRHD Y 1.5(%) -

14 EEPREAZE

14.1 SR CEAL O U ZER Y — SR FERS
PLATO &\
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PLATO stlae —E{EA S M CERTR A T THYREIS S S 1/5¢ - L Brilinta (N=9333)

B clopidogrel (N=9291) - i=WifHEEIGEL Aspirin A1t AL G O P i A B BUE IR SR AT

FVERA 24 /N IRV  slBB TR B R OMESET ~ JEEE M LIS ZE
(N EFESEARIVOIUEZE ) ~ SRR AR S MRS HE AL -

L&A clopidogrel #yfi AT RTHAR A » MEARBERE IR BT —I6HE4H < THITHERR DA 38 4 i

W ~ % 6 {8 A A S E L ~ SUEA B E RS M ERE A o B PRIk

BIMAIARE A > fEsABRERE o B IR PSR MU B FERERRE A2 A ITEEY) - fan i Sy s A

FHECEEN MR OIEAR A A ER » (ER A Z BB B KIEE Y& -

FTa#BER 53k 2 Brilinta 40809 A > & #E52 THEA &= 180 mg » HIR4ERf A& 90 mg &K 2

2K - Clopidogrel Hyp5 A » &K ¥ $3#+27# clopidogrel j&#% » RIIFHEEIE £ clopidogrel 300

mg - #1T PCl & EaiRBIIR T ACERATRE A » ol 5 E BITE B S 559 M%EZ 300 mg 1y

clopidogrel - Aspirin By H 4EFFRIE /2 75-100 mg - {HF2HE st HET - mareE e =Y

Aspirin 4ERF & - W AFEZIGEE/V 6 [HA - &% 12{FH -

PLATO sBai st B T BB (72%) FIEFEA (92%) - 49 43% 7 #>65 1% > 15%%

HRESTE BE o

AU EEY) SR R RN R AL BUE 277 K - WHSTRTZYEEUR A\ 2528 clopidogrel » 47 99%7 5

H1E PLATO stBadiH i #252 Aspirin - fEASRIG4Y 35%95 A $25Z statin #HEZEY) » 1£ PLATO &

iR 93% 75l # 1 #2 statin JHEEY) -

72 6 B T EE AR IR TR 4G SR £ o i AT ERR - (8 RIS E T

ST LIMESET ~ LA ZERI B 4RSS R R FAETE T -

% 6 - KRB ZEAE (KM%) (PLATO 3E8)

Brilinta’ | Clopidogrel AL P{E
N=9333 N=9291 (95%CI )
LAMESET ~ LAIUFEZE - 5 9.8 11.7 0.84(0.77,0.92) 0.0003
RS A
OIMEIET 2.9 4.0 0.74
JEEL AR LI SE 5.8 6.9 0.84
FEE P A R 1.4 11 1.24
REEFF ST H AT
LfETET 4.0 5.1 0.79(0.69,0.91) 0.0013
e 5.8 6.9 0.84(0.75,0.95) 0.0045
3 15 1.3 0.22
A I RBEL 4.5 5.9 1.17(0.91,1.52) 0.0003
0.78(0.69,0.89)

1.7 & £ 90 mg bid -

2EE  BERBESRT AR LMESLT ~ DHUEZEM P EAVEERE SR R E RS AV E
PREESR > WA NIMER R SRS RE RS SE AR -

3 B RE A A IEE e Bt TRy =2l &

FELERGHTZE T - Kaplan-Meier iR (8 8) BUREE XELLMESLT ~ FFEanTE OHIEZER
FERantE B 2 R G VERT e E AR ] -

8~ EERFALMEIET ~ LAVESERF BRI (PLATO 35#)
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-
w

12 4 _
11 JUPSE e
10 It
9 - e
2 8 =
© -
8 7 =7
] r
3 r
o 5 1 .
r
’
4 - ¢
‘f
390 — Ti%0 mg = = Clopidogrel
N 9333 9291
2 Patients with events 864 (9.3%) 1014 (10.9%)
KM % at 12 months 9.8% 11.7%
1 - HR (95% CI) 0.84 (0.77, 0.92)
p-value 0.0003
0 T T T T T T
0 60 120 180 240 300 360
Days from Randomization
N at risk
Ti90Omg 9333 8628 8460 8219 6743 5161 4147
Clopidogrel 9291 8521 8362 8124 6650 5096 4074

Kaplan-Meier f{fi&#/E 30 KorBrlfHEIER ME (RRR) 12%] - i HFRFEENERES 12 (5 H
(RRR16%) -

1£ PLATO sEsiifii#Esz PCl HERUME T 28/ 11289 #4575 & - ticagrelor 4HAY 7 2214
JEFE (1.3% #HE R “HEE" ) bb clopidogrel 4H1% (1.9%) (HR 0.67 » 95%CI 0.50-
0.91; p=0.009) - ZREEZZLRELE T ZEMAE AR -

et Z A N OEET AT ~ OFFHEGGEEY) - RIHAMD GRS AR R R 28R o Horp—Ehgh
FURIAE 9 o BB OVEERRE  RAESRERNEREERSThE R E - 2
BB R 2 BN BAERSAE S — B ([EE A RIE RIS © HIE A SVE MR Aspirin HY4ERFR

&= o NHZE TR -

Fit EIRAVRHEUR S R B4R (B 5CLEIH H R ERB R R RIS (B4 © Aspirin (ERFH
& EHPCH -

& 9 ~ KHREF 3T (PLATO 5iB%)
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Characteristics

Overall Treatment Effect
Primary Endpoint (100%)
Geographic region
US (8%)
Outside US (92%)
ASA by median dose
>=300 (5%)
>100 - <300 (6%)
<=100 (83%)
Planned Treatment Approach
Invasive treatment (72%)
Medical treatment (28%)

Early PCI (<24 hours after randomization)

No (50%)
Yes (50%)

Patients undergoing CABG after randomization

No (90%)
Yes (10%)
Diabetes History
No (75%)
Yes (25%)
Prior TIA/Stroke
No (94%)
Yes (6%)
Glycoprotein llb/llla Inhibitor
No (73%)
Yes (27%)
Age Group
<65 years (57%)
>=65 years (43%)
<75 years (85%)
>=75 years (15%)
Sex
Male (72%)
Female (28%)
Race
Caucasian (92%)
Black (1%)

HR (95% CI)

Asian (6%)

Other (1%)

BL LTSI LR RIS TR e S

Ticagrelor
n/N (%l/yr)

864/9333 (11.07)

84/707 (13.89)
780/8626 (10.83)

68/464 (17.77)
64/525 (15.14)
565/7733 (8.59)

569/6732 (10.09)
295/2601 (13.63)

515/4704 (13.27)
349/4629 (8.89)

724/8402 (10.31)
140/931 (17.89)

555/7007 (9.41)
309/2326 (16.21)

764/8762 (10.41)
100/564 (21.62)

625/6811 (11.00)
239/2522 (11.26)

360/5310 (7.98)
503/4022 (15.26)
641/7936 (9.59)
222/1396 (19.84)

586/6678 (10.48)
278/2655 (12.56)

769/8566 (10.71)
14/115 (15.11)
66/542 (14.68)
15/109 (17.68)

R EE RS IOREY

EoEE

e —

T
2.0
Clopidogrel Better

T
0.5 1.0
Ticagrelor Better |

1
4.0

Clopidogrel
n/N (%/yr)

1014/9291 (13.06)

67/706 (11.05)
947/8585 (13.23)

50/492 (12.31)
65/527 (15.26)
723/7706 (11.06)

668/6676 (11.93)
346/2615 (16.00)

607/4666 (15.88)
407/4625 (10.33)

852/8323 (12.23)
162/968 (20.29)

664/6955 (11.35)
350/2336 (18.31)

899/8700 (12.32)
115/588 (25.01)

746/6751 (13.30)
268/2540 (12.44)

427/5333 (9.36)
587/3957 (18.34)
763/7808 (11.58)
251/1482 (21.39)

686/6658 (12.27)
328/2633 (15.10)

893/8511 (12.51
21/114 (24.00
77/554 (16.94
23/112 (28.37

HR (95% CI)

0.84 (0.77, 0.92)

1.27 (0.92, 1.75)
0.81 (0.74, 0.90)

1.45 (1.01, 2.09)
0.99 (0.70, 1.40)
0.77 (0.69, 0.86)

0.84 (0.75, 0.94)
0.85 (0.73, 1.00)

0.84 (0.74, 0.94)
0.85 (0.74, 0.98)

0.84 (0.76, 0.93)
0.89 (0.71, 1.12)

0.83 (0.74, 0.92)
0.88 (0.76, 1.03)

0.84 (0.76, 0.93)
0.87 (0.66, 1.13)

0.82 (0.74, 0.92)
0.90 (0.76, 1.07)

0.85 (0.74, 0.97)
0.83 (0.74, 0.94)
0.82 (0.74, 0.91)
0.94 (0.78, 1.12)

0.85 (0.76, 0.95)
0.83 (0.71, 0.97)

0.85 (0.77, 0.94)
0.63 (0.32, 1.23)
0.87 (0.62, 1.21)
0.63 (0.33, 1.21)

Hp RE R AGRFFE T ERE e HILia el » FonZ

95% =] (Z SR (confidence limits) @ H#EfT 1 %/ DELEL > A RIHEE AT HAANZRER

FrEHRTHIRE -

il 22 5]

AHFEBHBAR E B M s B A e OB AR -

FEHEFREERit TEAEILSE (BREIAINIZA) HURCRECESGE BT - FEILSRAERE N - £ F

Eo i

JFIAFTRE Ry R BITOBRERFTAS RN - BISRBS R bigatiae - 23St L

g% (p=0.009) - [ H.LESECAITEE R QAIEZE B AR [RIAYREEY o BEZR{E RIS RA
nominal p-values {[EIFTA TR T —4 - FREREIERRE - N AET T2 IRy 2
PRI > AR LI ESE TR E R MR DA ZER 2R 230 — 20 - LS RSB B 3537 1]
BIRAM: vs 318 M

RESE HISEAY o dE— D RHL REIRI RSB SRR B2 R (BiEA
SEVRE ~ () GPIIb/a fHIAE] - {5 2 4E

R Vs [HGSIIR)

 BEREME GRS

#hlEZ2H] > (BERR T Aspirin §ERFEIEE —IH 240 > EEERIITFAGERGERTER -

Aspirin &
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PLATO 3BRa155 Eh e & B Aspirin BY4ERTIE - (ERAVIE AL SRR ST LY Mt A
7] &9 8%IEEEINTFE &L T HY Aspirin Bl&E S5 100 mg > &5 2% f& T HIEIE St 300
mg - FE5E 57%5R ABEZATKIE S Y 100 mg - 5S4%REZ AU E S5 300 mg - & A {E4ERr
Fil& (<100 mg) Ky Aspirin i - S3HG&5RES Brilinta AH] > FE2EIAH AR 5% Aspirin &
SIATHYSE AR - (8 10 2 Aspirin & th I BB RAAGEE R - B 10 Fth s IR EBURGER -

10 ~ FEEEFISRE LA MEETE Aspirin GERFRIERYODIMESET ~ OHEZE - E (PLATO
B8 )

ASA Dose Ticagrelor  Clopidogrel
Region (mg) N E N E HR (95% Cl)

us
> =300 324 40 352 27 162 (099, 264) e
>100 — <300 2 2 6 2 i
]
<=100 284 19 263 24 073 (040, 133) —
]
Non—US
> =300 40 28 W0 23 123 (071, 24)
>100 — <300 508 62 511 63 100 (071, 142)
]
<=100 7449 546 7443 699 078 (0.69, 0.87 ) "
ows 0% 1 2 4 8

Cmmmmmm—— mmmm—=—————

Ticagrelor Better | Clopidogrel Better

A IEFASCE T B TOERE i — 1 > LHEHEIEE IERR R (ERgERUAA I ZEE H
PREEER ) S Bty TR - ZRMEAEENE » Aspirin B2 E R ERE > B
DA A FEORIAE /5 - T T ST ny M (8 £ 2oy — OB SE R R R M o LR 2E
iME > Aspirin 7|2 8145 5 TERIAU B IR AR L -

BEFIE/INOEHEEGEER - (HLIPFAETRIFIE R ticagrelor G Aspirin 4ERF7 =R
HIFE 100 mg PAF « FEE&MEROIENENR - FalviE ¢ EEERER - I B F IR R i E
7 € R Brilinta iR -

PEGASUS

PEGASUS TIMI-54 tf5¢ & —TEE & 21162 2475 L IIEZER LAY ANIRERE - 5 > 2R
I S TEHMTSE - WIEEIERY ticagrelor » fiEim /& 60mg BERRIZKEL 90mg KRR » EEl
75-150 mg aspirin £ - FIEF aspirin JARELLET - F ARSI R E A LMESET ~ JE
Bt OAUEZE - SEEREE R RAVE S HET TR - B O EECRIFTE R RE CE T b
VB BB SeFEfE

W A250 5% ~ EFEE S IRAT 1 2 3 8¢ 4E LHEZE > I EA Mk i E S E i
FHAZ— 1 #5265 5% 0 FBEEEY AR RS 0 el 2/ 0 E —RE M OAESE - ZinE
MR OERTEEEE > SHFAIT 52 %<60 mL/min > BB SINILIERLC o ik A Finy
ADP ZHE[HETR e s B - # T #iiE IR - F s THE T e S A B B BT
NBEHEERTESD - WHTHERR DRSS 4B EE i ~ 482 6 (H A NS iFE N « KB A/ mE
[ SOER I IR A - A2 BERRAR A FUAR AR A - (EskbREmAE | MR HUER M B FERE AT A
{5 FATHZREEY) o /DA o B SR AR ATSE © Fait PEGASUS BT DIAMYERL - 102 £
AR REGE AR A (90 A2 TIRYTEEY)) BHERI&E - BHUSA ISR AZ -
WAz aEE/ D 12(EH > 52 48 @A - T BHRF I f 33 EA -

WAL ZE BB (76%) > HFEA (87%) - FHI4FH, 65 5% > 99.8%47 A 2 Hijf## 74 aspirin
T o BESREASRET -
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R 7~ BEREL (PEGASUS Bi5%)

AO&EH2 % WA
<65 % 45%
HEPRIA 32%
% MEER 59%
>1 Ml s 17%
IR E R 19%
RS 80%
igﬁx i P2Y 12 [/ M7 89%
G ENEY 94%

Kaplan-Meier ffigg (I8 11) BUREEHERFELMEILT ~ JERdnth LAIEZE ST EE e PR R
Z EEEC VYT RAIRHE -

] 111 F BEERFLELMESLT ~ OAEES P REIRRE (PEGASUS Hi5E)

- Ti90Omg — Ti60mg ~-~- Placebo i
10 4|N 7050 7045 7067 A
Patients with events 493 ( 7.0%) 487 ( 6.9%) 578 (8.2%) -
g - | KM % at 36 months 7.8% 7.8% 9.0% -
HR (95% Cl) 0.85(0.75, 0.96) 0.84 (0.74, 0.95) g
g | pvaive 0.0080 0.0043 g
- - A .
2 7 et s
$ 6 - -
z
g 5+ e
= i Y o
S au Lt
I,’
3 - ey
—l -
o o2
2 - - -
/',-"' -
1+ ’/’ v
0 T T T T T T T T T T
0 120 240 360 480 600 720 840 960 1080 1200 1320
Days from Randomization

N at risk

Ti90 mg 7050 6951 6851 6769 6703 6345 5921 4951 3651 2038 692
Tie0 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

Ti = Ticagrelor BID - Cl ={Z§&&[H] ; HR =Ef#&EL ; KM = Kaplan-Meier ; N =5 A% -
fitsm e Brilinta 60 mg & 90 mg B aspirin & fHEFE T ZE » BV OMAESET ~ OAEZESE
v &% 4 2R R SR B BB F aspirin » Brilinta 111 aspirin B85 5 aspirin #5#; > 60 mg 1 90
mg T3 B ERE RS RIE 1.27%F1 1.19% - BEZAE R E 5 ZZAVERGEDL > (E(EFIE TS
ZE HA TRk PRI A B -

7% 8 BHy 60 mg fill aspirin & 5 ZE B B8 [ aspirin FY455E -

F 8 TRBAKR > TERCERRST » RELREHIERER (PEGASUS B )

20



Brilinta® + Aspirin EH Aspirin
N=7045 N=7067 HR (95% CI) p{E
n (BEEH 0 n (@E=E o
A | M g a | KM
FEHRELLMET 0.84
T~ O B Ry 487 7.8 578 9.0 0.74. 0.95 0.0043
B 2 (0.74, 0.95)
DIMESET 4 116 128
COAEZE 4 283 336
o Jeg, 4 88 114
FEATrT B R S8 AR BRI 0.83
ZEHE 174 2.9 210 3.4 © 68. 1 o1)
OISR 3° %
. 285 45 338 5.2 0.84
DopIAEZE ° ' ' (0.72, 0.98)
0.75
g 5 91 1.5 122 1.9 (0.57. 0.98)
0.89
FrAREZEL 289 4.7 326 5.2 (0.76, 1.04)

Cl =(F#l&fH ; CV=0IE  HR =ElREE - KM = 7 36 {li] H31 5 /Y Kaplan-Meier (5 47EE
MI=CIUESE © N = A%

1 60 mg BID

2 FHERFEIEE

3 KEFEEHE

A BRI AGER AR E RS R SRS PR ET

5 BRFLELHBAEROMESTLT ~ OAEZEN T EEE B &S B XL ERR
BH > WA DR SRS FHIREL -

1£ PEGASUS 11%% » # & 4% BT RRR ¥ 1% 360 K (17% RRR) Fif 361 K42 (16%
RRR) ZRzEAH LY -

Brilinta 60 mg {E}j* aspirin HEERSRAE R ZHILE R IIREALL - RIS 12 -

& 12 ~ Ticagrelor 60 mg HYREREGH M T (PEGASUS %% )
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Characteristics HR (95% ClI) Ticagrelor Placebo HR (95% ClI)
n/N (%/yr) n/N (%lyr)
Overall Treatment Effect !
Primary endpoint (100%) + 487/7045 (2.62) 5787067 (3.10) 0.84 (0.74, 0.95)
Age group
<65 years (46%) —.:— 195/3283 (2.24) 243/3154 (293) 0.76 (0.63, 0.91)
65-75 years (42%) -— 209/2913 (2.71) 225/3074 (2.76) 0.98 (0.81, 1.18)
>75 years (12%) . 83/849 (3.81)  110/839 (5.01) 0.76 (0.57, 1.01)
Sex
Male (76%) —l-:— 351/5384 (247) 435/5350 (3.09) 0.79(0.69, 0.91)
Female (24%) — 136/1661 (3.09) 143/1717 (3.14) 0.98(0.78, 1.24)
Race ]
Caucasian (86%) — 411/6077 (2.55) 509/6124 (3.13) 0.81(0.71, 0.92)
Non-Caucasian (14%) T 76/968 (3.09)  69/943(2.90) 1.07(0.77, 1.48)
Weight group !
<70 kg (23%) _——— 112/1636 (2.63) 145/1575(3.54) 0.74 ( 0.58, 0.95)
70-90 kg (50%) — 232/3457 (2.53) 277/3658 (2.86) 0.88 (0.74, 1.05)
>90 kg (27%) — e 142/1941 (2.74) 155/1822(3.23) 0.85(0.67, 1.06)
BMI '
<30 kg/m*2 (67%) —— 290/4692 (2.35) 391/4827 (3.07) 0.76(0.65, 0.88)
>=30 kg/m*2 (32%) e 194/2335 (3.13) 186/2223(3.18) 0.99(0.81, 1.21)
Geographic region !
US (12%) L 65/863 (2.93)  82/872(3.67) 0.78(0.56, 1.08)
Outside US (88%) —-— 422/6182 (2.58) 496/6195 (3.03) 0.85(0.74, 0.96)
History of >1 MI (>=1 year prior to randomization)
Yes (17%) —_— e 143/1168 (4.66) 168/1188 (543) 0.85(0.68, 1.06)
No (83%) + 344/5876 (2.21) 410/5879 (2.64) 0.83(0.72, 0.96)
Time from qualifying MI to randomization )
<2 years (61%) —— 293/4331 (2.60) 375/4333(3.34) 0.77(0.66, 0.90)
>=2 years (38%) —_—— 194/2704 (2.65) 202/2724 (2.74) 0.96(0.79, 1.17)
Type of qualifying MI '
STEMI (54%) —_—l— 218/3757 (2.19) 268/3809 (2.68) 0.81(0.68, 0.97)
NSTEMI (40%) —_— 231/2842 (3.09) 262/2843 (3.47) 0.89(0.74, 1.06)
Diabetes Mellitus 1
Yes (32%) :; 205/2308 (3.38) 239/2257 (4.03) 0.83 (0.69, 1.00)
No (68%) 282/4736 (2.25) 339/4810(2.67) 0.84 (0.72, 0.98)
Multivessel Coronary Artery Disease |
Yes (60%) —l—— 290/4190 (2.64) 355/4213(3.23) 0.81(0.70, 0.95)
No (40%) —_—— 196/2852 (2.57) 223/2854 (2.92) 0.88(0.72, 1.06)
Creatinine clearance (Cockroft Gault) at enrolment 1
<60 mL/min (19%) —_— 128/1320 (3.75) 184/1382(5.09) 0.72(0.58, 0.91)
>=60 mUmin (79%) e 352/5610 (2.36) 383/5565 (2.60) 0.90 (0.78, 1.05)
History of PCI 1
Yes (83%) i 362/5874 (2.34) 430/5835(2.79) 0.83(0.72, 0.96)
No (17%) — 125/1170 (4.03) 148/1231(4.61) 0.87 (0.68, 1.10)
Type of stent !
Any DES (39%) R S 188/2769 (2.63) 222/2784 (3.08) 0.85(0.70, 1.03)
BMS only (36%) . 140/2598 (2.00) 156/2532(2.29) 0.87 (0.69, 1.09)
Current smoker !
Yes (17%) . 94/1206 (2.99) 108/1143 (364) 0.82(0.62, 1.08)
No (83%) + 393/5838 (2.54) 469/5919 (3.00) 0.84 (0.74, 0.96)
Time since prev. ADP receptor blocker treatment '
<30 days (34%) . 165/2391 (2.70) 216/2403 (3.52) 0.76 (0.62, 0.93)
30 days to 12 months (32%) —_—— 143/2231 (2.41) 175/2230 (2.98) 0.81(0.65, 1.01)
>12 months (23%) : 108/1661 (2.39) 100/1645 (2.21) 1.08 (0.82, 1.42)
I T . L L}
05 0.75 1.0 1.5 2.0
Ticagrelor Better |  Placebo Better
. - 2 L, =y = —
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