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EREEIEAEE 60 =57 - 90 BT
BRILINTA™ (ticagrelor)
Film-coated Tablets 60 mg  #7#[ &8 027145 3%
Film-coated Tablets 90 mg #5854 025691 3%
A s e R 7 R

1 EFEE

Brilinta £ Aspirin {7 + IRV E&MERLORE (ACS) BEstH LAVESE (MD FE&iraER
W 4 SRR AR IS AR RS 2 RS E OB IS PRy 3252 - BIh ACS BTG B
Clopidogrel Lt + Brilinta B] LIMHEL AN EFET ~ AR A4 PYOPEERIE b o e
RIS I REREINR T ASBHEE - Brilinta JRFTR D S AURSRAYER . [RERIREISE

(14.1) 1 »
Brilinta £ Aspirin (#fF1% » Aspirin 4iF5F| BIER & B 100 mg -
2 FERE

21%%’* ]

Bnhnta G‘]r W5 (loading dose) ] 180 mg (i 90 mg $E#l) - FEER 90 mg » £ H
WL HHARHSE 12 HA - BRI LA R -

Lol

Brilinta 60 mg 45 [ B ZCEESEH — 2L MUBT & 54 S IR s L SR e PR
LTS R - B ERIIRIE IR ACS A » [ Brilinta 90 mg BH A RS
U EF (ADP) S RaHISIBIRE LR —EGFE. 1% - Brilinta 60 mg 4 F I AT1E Ry PRSI AI s
S o SARRIREIIESEAE MI 18 2 4R - BRI SET ADP SEHIGIRIEEHE 1 955 -
Brilinta {E & B G RERIS 3 ENFEUMZ- AR -

BT YIS - B Brilinta FE % — Bl AU MEEEY) (& 24 /NS T

SEAEE R
MEH: BB G SRS ARG ASRIE— Brilinta » FEFAF IR E20S AN I —FHGER (BIF
—HIR) -

BRIERY
EEA
ER YN Gyl

IJJS':T‘:’I: e

I A
Ticagrelor B il ¥ RIEEEIF IS R85 A ETRE  FILEER A ZILER « PEFIEET
FHAR o’aﬁﬂ%rinﬂ FEE IS AIE: o ([ ticagrelor FEFEIGAIREN - B IIRET &0
NN L i

Y PR

H ;]!J Iul/{\liﬁ T 18 BELLT SR ticagrelor HyZR 4 E R RERY - BT METT IO

2.2 38R

ESETURSEIZ 75 AT Brilinta BUR SRR LR AK PG T « SURATERIT BN EE
(CHB BB K)4A%E [ RERPREEREE (123) ] -

3 TR

Brilinta (ticagrelor) 90 mg &—E ~ &7 - @By > —fFF L “e0” T T P =
Brilinta (ticagrelor) 60 mg %—ElF - f&ﬂh martapiesE . —E L 60" F T ZHE
iC e

AT

4.1 EERN IR

HEN Lhﬁﬂf“?i (ICH) B9 AZEF Brilinta » (B ILIRRFESE ICH WIRSS [ RESPRING
(14.1) 7 -

.2 gt
BT R (PR EA i ) (P ASER Brilinta [ RERBRUERS
JE (5.1) AIFREIE (6.1) ] »

4.3 WHERE
Brilinta &1/ 5508 ticagrelor BUAMERIF B (B0 MEHKHE) FHEA -

4.4 EEFFIHHER 2
45 B EERFOIAS R 2095 A SR k8 A Brilinta - EEREHFINAR R & ATREG I ticagrelor (LR
I o SRATE BRI SR P ETTIIE [ RRSREEE (12.3) ] -

5 BRERUEREUE

5.1 — RS

S NG SHREIERY) (4% Brilinta) e - (AFREIE (6.1) ] -

TIREHIET » BRENE i R SEs (fdi R Brilinta o {5238 A Brilinta SIAERSIIRE (% OB RO
% [ BESEALEEHIE (5.4) BFRKIE (6.1) ] -

5.2 {fFx Aspirin ERFETE

1F PLATO 5tB3']" - Brilinta #1435 536 100 mg (1 Aspirin f£F &R E Brilinta (A%
- BBASAT- Aspirin FEHEEIR % - 81 Brilinta BRRERE > IRl IRELE - Aspirin HERFEIR
[k 75-100 mg [ B RIZRBE % (2.1) fORERRIHE (14.1) 1 -

5.3 D0y ERE
TEtEEERER Y 497 14% {8 FR Brilinta SEHR09 A PR BRI - DR R kYR R R AR
BRI FRECATUIR G o 418 PLATO 3B » Brilinta 4% 0.9% »
clopidogrel 4[5 0.1%#953 A {5:%% ; #£ PEGASUS 3E&t - Brilinta 60 mg 445 4.3% » T
A Aspirin 4175 0.7%0957 AP EE «

1 PLATO RERHY TSR - 199 B2E ﬁ%ma&;ﬁ% nrmﬂtﬂ’?%?iﬁﬁz’ﬂ%"f&lﬂ
8 o AR B ENEEHRE D 6 (B A %5 7 -
IR A FrEed RIS E LMy R B
RE[RROVET - SR Brilinta R SER - HHEHR
& Brilinta WIRECH AT MREE -

REHE 40
#REEE

5.4 {$F Brilinta T
HE=R

ERl




18R Brilinta SR G ALCIAEEE ~ P ESE IR » WIS A Brilinta ({540 :
BT EREMaCEENINELEN) - SBREmEGS - MRTIAENES - EEEAHMER
EYF Al R v Brilinta 688 - — Ik fugk /g Brilinta J&4 -

5.5 LHtReE

Ticagrelor &R E R [ BT BEFE (6.1) 1 < LHIRREHE S S MBI 8 E L
L - U5 PLATO 71 PEGASUS HER A/ SRS - TR R MR - 300
FUERASATRA SRR B A O R E SR R A BB AT R SRR S
ticagrelor HABH. Lo ER4T -

5.6 HFIhAER &
Ticagrelor fﬂﬂﬂﬁ/i\?f@fg FFInRE S AETToAER - IRLIE e A BRI E AT - W AT ThAE
T NS H ARG R o RELEINEEAIR o (BT ticagrelor REIERFBIFETH - BUEATDIRET

BERATHENERR

5.7 Ha5a%y CYP3A IIHIBIGER

Ticagrelor §# CYP3A4/5 (Uil - ke 8ilags CYP3A {{IHIEIGHR - (40 atazanavir -
clarithromycin - indinavir - itraconazole - ketoconazole - nefazodone - nelfinavir -
ritonavir ~ saquinavir ~ telithromycin #1 voriconazole

[REyRHfER (7.1) FIRRPREEEE (123) ] -

5.8 ket /MR (& T 4 BERE (thrombotic thrombocytopenic purpura, TTP)

75 ﬂi/%‘(iﬁfﬂf@ﬁ ticagrelor B HFR iR M /MR IR THERBHE TTP - HEHERRA WS LMK
T~ BIOhAE TR A SR ROV MBS D S i BR S e Al - TTP BRSBTS

?""%’EEEU‘ﬁ?@'z"‘fﬁﬂﬂéﬁﬁ,‘/}%ﬁﬁﬁf%ié",, .

5.9 DAin MR EHEE TR ERR2 BT 3 5 [HCIHIL/ MRAE T fiE (heparin-induced thrombocytopenia,
HIT)
Lzl HIT IV Essahin M E BB » TEFEEEZERT » AU
TRAT 4T SREEE T (B IS AT/ ME - HIT (i MEZHEEAES (BIE{E TR HIPA
SENIH B HESRHBITERR A ticagrelor 9 A - (RPIRER B ME I/ ME 1Y P2Y12
mﬁ%ﬁ&r/\m, i eHY ticagrelor Bl - B4 ticagrelor & HF&EHNF » ST HIT v METh
BERABGIF A » BN TIAEAE HIT A » FRILL ticagrelor S 7R 1T S FI 257 + B
HEEHUEHNEE ticagrelor & AFFFTEEL HIT (AR AHREER i Els > 30 -
6 R RECHE
TEH B A 5 i s T AR REE
- Wi [ RESEREEEIE (5.1) ]
- DR BRI [ RESEALER I (5.3) ]

6.1 REIEABRAEES
RS RBRRE S TR IR R T &I —TEEEREPABRIR BT RIS 2
r TSEE@%“@%%&EH:D%@“I SR AR A E LR - 1 B AR T G I T ISR B8k

Bnhnta HyZE 4t R FERE I 27000 55 AT ETTERAL - BLGHEIE 13000 & ARSIV 1
-

fE 1 zi‘ﬂ’é‘f&‘f‘”%ﬁr{}@bﬁfﬁ»ﬁi_%fh CABG ﬂ’JékHﬂﬁﬂ’i’rf*ﬁ'ﬁ#Wl

1~ B84 Rk CABG PLATO SEZIE A I $H{HHEREINY Kaplan-Meier {&5HHE
(PLATO #5&)

1
*
o
>
2
=
E
=
o
1 ’y
- TE90mg - Clopidogret
9235 9186
Paﬁanls with ovenis 362{3.0%} 06 {8.3%)
KM % at 12 menths 4.5% 3.8%
< ¥ T H H ¥ H
] €0 120 180 240 200 360
Days from Flrst Study Drug Dose
N atrisk
Ti90mg 9235 7563 7170 6900 5428 4022 3658
Clopidogrel 5186 7848 7302 7085 5540 4103 3727

% 1 F1% 2 4845 PLATO SR I AARRE « 498k CABG BRI M4 475 AT 30
Feo

# 1~ Jk CABG fHBAt (PLATO HE)

Brilinta* Clopidogrel

N=0235 N=9186
BEWEAEINEA BEHGFREA
n (%) n (%)

PLATO SR+ 713(7.7) 567(6.2)
EN 362(3.9) 306(3.3)
B/ A 171(1.9) 151(1.6)
Bdn 15(0.2) 16(0.2)
BNt (R ek g ) 26(0.3) 15(0.2)

PLATO iRt - RN AILimBECEREHD -

PLATO SAHIMN © FHUERE—E © T @ BEPY LB SN HFOEHZE © i BT
BRI E (R - A AE ¢ HRLE (FIIIRMHm - X AR 5 5 Hb 2

b 3 g/dL (BRfubbA (Het) F/DRRE 9%) ¢ B LIBEI 2 BArskpl k. -

PLATO BRI » B/ Rededy @ LitfE—EoRdimfERE Hb JBibidis 5 g/dl (SUfmtb?s
(Het) ZE/DIR{E 15% ) ¢ i Brasiin 4 FiArsesl L -

Bty ;78 7 RN EEESTIHm A -

* 90 mg BID(EEK 2 7K » 453K 90 E3e)

Brilinta ¥l clopidogrel 4fIEL - 34 A 23R LA A\ IR AR 7 » Gt MRS RREE -




PLATO S4B 17/ 1684 4:f7 \JE 7 CABG 411 « [ 2 A% 2 Biroai efis AR ET 55 -

) 2 - AR/ R A i CABG AR + $RIRIL AR & —HIBHACAEN A CABG IR
(PLATO 388D

% of patients who o an
everd follpsing CABG
100
84
&0
70
&4 -
N
54
N
4
o N
5,
34 s
B
20 %
a 2 < i §
1 2 3 4 g g Day
I ¢ T ¢ T ¢ T ¢ TG TC T ¢ T %
T ==t S0106 5134 P 2209 20 2 sa2re
[ 8228 4295 373 s ez 45119 sy 73174

X RSP i is —EIWIZE 85 CABG iR -

PLATO 334 1E CABG s {irA I i 2 I BRI R AR « MNIRJEIERMERY

JEERECEA o PG ETAZCERY  SHEDTEOT - BRSO A SO U METE R

FHTATEHL - ﬁUﬂ/f!f!%N (&1 clopidogrel) TEI-ifiRl 5 KpEEE - §EH ( &k ticagrelor) 7£

AT /D 24 /NI 55 T2 /NHEEE » AR EHAYRCAE T S R U MR R >

W%@dfﬂﬁﬁﬂ TEF-HGRT 24 /P [ FL7cE R R aprotinin B LA < 1 RERITIE
nzfiﬁﬁ IPA E:/HIJ%K/PE{HIE#%%M?%M PEERF SRR R 52 - I B MIE—ARER

/ﬂ ’§

T Ticagrelor ; C Clopidogrel -

_.§

2 2~ CABG HHfn (PLATO &)
Brilinta* Clopidogrel
N=770 N=814
BERFATHA P BATIH A
n (%) n (%)
PLATO sk &8st 626 (81.3) 666 (81.8)
Bl K dn 337 (43.8) 350 (43.0)
EL [ 6 (0.8) 7(0.9)

PLATO Boktln ¢+ FRUFER—F © 50dh B O EPIHL DR OEBEE | Hin sl
B kTR E S - A AE BBk A (PUNIRPtHA - AAKRID) {ﬂﬂ'ﬁ‘ Hb %
Al 3 gldL (BRnkEE (Het) fc&i:"f& 9%) : FHin A Eiin 2 BrEel

PLATO BEAHI » BelfE Ry o LlliE— ok g Hb /i 5 g/dl C‘dﬁlttﬁ
(Het) Z/PR(E 15%) © PSR 4 FLRrsRbL L -

* 90 mg BID(ER 2 4 » 7 90 EW)

Ehuin/MEETEE CABG il 5 RiE1L » 32 Brilinta SAREHFAE 75%8% 4L S - 1T
{73 clopidogrel {175 79%34 L A HIT «

PLATO StEg TR EAMIR B HE
# 3 54 PLATO 58684 LLRTE 4% L0 RIVR BEZRE ©

%2 3 ~ {EMET—RE/D A%RE SR AR - 3B Brilinta (R 2 JEHinR BEGHEL
HAHSE(PPLATO 8

Brilinta* Clopidogrel

N=9235 N=9186
gy PR 13.8 7.8
R 4.5 3.9
T 4.3 | 38

*90 mg BID(EK 2 % » K 90 &)

PEGASUS Ffzeriiry i in CRLC B S5 2 955 ALY 4R T8N )
7E PEGASUS Fif4t ob hifn 2R sa st Myt 4 -

% 4 > HilnEH (PEGASUS %)
Brilinta* + Aspirin HiF Aspirin
N=6958 N=6996
L it Hif Lk HEEY HifE
PiAn(%) | /100 AL | AN (%) | /1005 ALE
TIMI X 115 (1.7) 0.78 54 (0.8) 0.34
sy 11 (0.2) 0.08 12 (0.2) 0.08
il st 28 (0.4) 0.19 23(0.3) 0.14
TIME SEABE 168 (2.4) 1.15 72 (1.0) 0.45

TINI B At = Rdpoydisin - SRR - SCEE A BRI B S pE R U AT
(Hgb) FE{z5g/dL » 3intbss (Het) FEE=215% -

By 2 AE 7 RN EHEEGEIIH MY -

TIMEESGE © B8 LR i A M AT 226 K 3-5 g/dl. -

*60mg BID (8K 2% > % 60 £%)

Brilinta 60 mg 7 MUBET SLFLER aspirin 4fEL » B4 TIMI (Thrombolysis in Myocardial
Infarction) 840 TIMI Bk s BB AGR - E%fﬁ“ﬁ%}@?ﬁiﬁj ETE R (fﬁ’
W SRR R - BRE - RER - MO - & HEES) -

PEGASUS Bige iyl R B FE
% 5 5L 7E PEGASUS HiZ5 18 4: LhoR7E 3%5

2 5 ~ 7F ticagrelor 60 mg J&FAH(PEGASUS R BB 1
T=000
B




Brilinta” + Aspirin HF Aspirin
N=6958 N=6996
Pl PRI 14.2 5.5
ki 4.5 4.1
HEE 3.3 2.5
*60 mg BID(EK 2 X » X 60 %71)

DofHReE
1% PLATO a1 &%y 3000 455 A iy Holter F-if4cHr » Brilinta 4172 MRS 4 O IR ER
(ventricular pause ) % A (6.0%) Ek clopidogrel 4 (3.5% ) %5 > 1 {EH t&3¢4:-3=5 71
£ 2.2%70 1.6%  PLATO ] PEGASUS iR O3 iR 854 BURIHINITR A (IR ERER
B CEREE BRI - SO0 ARG S E R A O EREE SR AREITE A ) - 1
PLATO gtE&1) > Brilinta 90 mg 401 clopidogrel 4184 1.7%%1 1.5%% A B ERL - #8F
E5f ( pre-syncope ) FIEHEE - 1F PEGASUS 551 » Brilinta 60 mg 410152 aspirin
AR 1.2%H0 0.9%55 AR EHK -

BT R

A RES

1£ PLATO 34E6ch > {7 Brilinta 90 mg B SRR TEELLRI8 149 0.6 mo/dL > {3
clopidogrel BRI 129 0.2 mo/dL - {5 11365 30 RATANANMEZR « £ PLATO (56 -
BB NN AR Y M A= (B4R 0.6%) -

1£ PEGASUS fffger » {#F Brilinta 60 mg BB FREZ IR AN 1Y 0.2 mg/dL » iR
aspirin B8k FEAN - Brilinta 475 2= 55 VR ALLELA aspirin 4125 (1.5% » 1.1%) =&
i IEt, o IS REL R T -

BT
£ PLATO 38k » 75 A SHIBAEFIRERIII>50%% - 75 Brilinta 90 mg 4% 7.4% » £
clopidogrel 412 5.9% - HIRRE— R RBRFDEATER « TR RIS « RUSIERILR
SIS » WIETESHRF IR S ATV - 1 PLATO 38Rt » SIEHRHRY
2 BN RN ¢ SRR - T - HIHTIREIR « EROGIL A
#5 -

1F PEGASUS W52t + B AF MUHABEETIRRERSIn>50%3 + £ Brilinta 60 mg 447 4%
SRR aspirin 404AM1 - BEGTRF RIS > FiRERTIAS B IR » ticagrelor
&NFOHLF aspirin GHETARIL -

6.2 |-iif&%E5e

AT EF Brilinta I TFIT REJE « RAELST BREIEEN B# R - HARET
B B DA (RIB AR R SZNEN AR B S BE SRR R R B (5
ERRGIEY  BEERIEEENEEAE [RERRE (43) ]

SETRRRE TR A

7 Y EAER

7.1 3835 CYP3A fI#]

A%y CYP3A MBS/ ticagrelor Z2EAEL - PLLIGIRPOEREE » HinAnkAh T B
BYES - B FEsn CYP3A HTEIA (#1140 : ketoconazole - itraconazole -
voriconazole ~ clarithromycin « nefazodone - ritonavir - saquinavir ~ nelfinavir - indinavir -
atazanavir f telithromycin) [ FLEGRREEERE (12.3) ] -

7.2 5a%g CYP3A SR 20
¥ CYP3A SEEIBIAIR R ticagrelor 52858 > LY ticagrelor fgffRsy - B E AR
% CYP3A S5 ({140 © rifampin - phenytoin ~ carbamazepine {1 phenobarbital) [ 5
FErREEEEL (123) ] -

7.3 Aspirin
Brilinta 243575 81238 100 mg £ Aspirin {#f B FTAE & RUE Brilinta R [ERENIERE

HIE (5.2) REERMZ (14.1) ] -

7.4 Opioids

YNEIEL AL IR P2Y 2 ST - 24 opioid J#{E FEIHEF & IR EIRE ticagrelor B LG
IR - HETTTEE A RBA B Bl [ RRSREEMEE (12.3) 1 - 4fF5EE morphine B
HALES R BRI - Ts R RO MBI SRR A

7.5 Simvastatin, Lovastatin
Brilinta €#7& simvastatin £0 lovastatin f9{IE R - RSk CYP3A4 (G -
Simvastatin 1 lovastatin {75 Bk A5 40 mg [ RESHREEEIEE (12.3) ] -

7.6 Digoxin
Brilinta G4 P-HS%E (T » FRUAZE Brilinta JAEBIiAE0 2 A% » BEELN digoxin JERE
[ RRSPREERIER (12.3) ] -

8 RFRIEREFEA
8.1 %

JRBEHE

FefE A Brilinta 1 Ze/@ 4 H SR A PTEMUVES - MR BB EAABE « FE - WA
e RARIE S HEA RIS - MZARNIRSE R TS EIAHIR - 2R
BIERRRTRGEE R BRI E (MRHD) 5 2 7 {5 ticagrelor » &ipF{UE51H
VERFE o ERBIELIREIAE AT Z4 R 10 £ MRHD I8 ticagrelor » WZEILNEIE
CHISAEA RIEE (REE]Y -

B BRI B A A R R R B A TR A B R R R Y - PR IR A e A
B~ SREESRIE M A A TAYEE I - fESER—ARR D - ERR LB E A A
TRRABORFE Z TR BE G » 7515 255 4% R 15 2 20% -

B

TR

TR RIERTCh - MR R BB ERRIINF % ticagrelor 20 % 300 mg/kg/day (1%
B - 20 mglkg/day # mg/m2ETE » K&EL 60kg (19 AT 90 mg 4K 2 2oy MRHD 4[] -
7E 300 mg/kg/day B9BIE ($ mg/m?51H8 - B MRHD 19 16.5 %) - FRUBHEAF BER -
ISR NETE - B TRLEE - BRNEIRA - AEEWR/EEA - fEhERs
100mglkg/day (f5 mg/m?E+5 > 5 MRHD 19 5.5 %) - B REFEMERIESER - 8
RIS TR BRI ticagrelor 21 & 63 mg/kg/day IVEIE » BRGNS R
B4 63 mg/kg/day (# mg/m2E[E > & MRHD 6.8 %) » HIRIEIEEILER - DREE
=8 - WEEEFETE -

FE—TEERVERMZE D - MEKBUEITIRE IR 2% ticagrelor 10 & 180
mg/kg/day 5 - £/ 180 malkg/day BIERS - BB TR RS RIS (I

7




mg/mZEFEL » €97 MRHD 1y 10 fi%) = 43 10 f1 60 mgrkg WYAIEHF (#% mg/m?GH5L - i
¥ MRHD (9380 3.2 %) » SEELEARMRAE Bl - BEIREEAIBRER -

8.2 {&H

R e

ARG ticagrelor BUEAUHIIE T AN AL - HTE D ?;:EEW}L BB -
Ticagrelor ZHAMIHFIER A RIL ISR LR MACRES - 8 — (A8t i
Fth o SEERIRTIEEEIER ALY - 7€ Brilinta SEREHART R MG -

8.4 FIE{HEMA
E] Aok 7E B A R HEGE Brilinta B2 A MERIH R -

8.5 FAE AL
1F PLATO SAERf0 PEGASUS F9EH » S 494 S 00 A265 Bt » 9 15% AT 3 - 538
SR AR A IR B2 S M R M RERE R I -

8.6 BT %

Ticagrelor #efF (Uit + FFEOAE T4 TTREMMIHMATHAL R RS RS - A TR ThA:
R 4f993 A% (1 (5 R Brilinta - Brilinta 7£5P BEHFIRE T 2R A CPIVE LS AIR » 251806
FRRSGAERS - S5 ticagrelor IYSEER RLBIAEGIIM - AR Wﬁ%U]EbT Airgis A HUAEZEREN
SelE o [ RUSETLEOE (5.5) KERMEIEIS (12.3) ] -

B ThEER
”Tbéb :\ ﬁ*f“ Uﬂmé Eemg o [ BEEpREERSE (123) ] -
IR R AR R A
%7 Brilinta S 22 S MBS HESA RN SR A A TES BRI R IR BT (ESRD)FA - filEk
MBI ESRD A mﬁxﬁi‘mlmbw..,a“/\ » ticagrelor SLECI RPN R BL
R/ MEHISIThES » SR LI n [ ISR (12.3) ] - BENmTPR
FETEREENT ESRD 75 A » 27561 PLATO fil PEGASUS MERATISBINEE IIRLL - 7T
SIS EET - OEZE s R O RS o ERECE R R - ERAL -

10 G
BT S0 RT3 Brilinta #900L » THEL ticagrelor R AIAKAUEAMHFR - HEUIIB RIS

AT A R R e i AR B O TSR - A RAR L - TEERHY
HEE SRR

FERER S S L MR @R Brilinta AVHLIAMEER » S 25 AR EERIR
TS -
SO B ST A A TR T R I (W - U~ R SO EEEL - SERLE

i (ECG) -

11 #5t
Brilinta &4 ticagrelor - —@ cyc|opentyltnazolopynmidme » By P2Y 1 ADP-S 58 >
NS (A SE LRGN « (H58 B8 (18,28,3R,58) -3-{7-{ (1R28) -2 (-3,4-

difluorophenyl ) cyclopropyl]amino}"é ( propylthio ) -3H-[1,2,3]-triazolo[4,5-d]pyrimidin-3-yi}-5
(-2hydroxyethoxy ) cyclopentane—1,2-diol - Ticagrelor #9E7 %50 R CasHasFaNsQ4S » 53-F &
522.57 - Ticagrelor fy{LAREGHE

Ticagrelor B—Eak SR » AU SRR 10 pg/mL -

Brilinta 90 ZZTCIARSES ticagrelor 90 mg AR TARSY © HEARE - RERRGRSS - SRTAEIRNIN -
ST LA  TENEEREE - FCPR AR - TEALEK - SBTER) - W TR 400 - HEAL
o

Brilinta 60 % %DEE&’E” tlcagrelor 60 mg %HLATbk/) HEE - UAERASS - VRHARR -

FPTHAES: - FARESSE  ROPTASRAEAAE S « SRRk R - 2R 400 - REGALL
o~ ERH -

12 BrREEEE

12.1 fEF R

Ticagrelor %3288 (BT AV BT MK P2Y 2 ADP ZR8ZC T (EMA - MILREME RN
W& L - Ticagrelor RHSEM AR RS -

12.2 B8
FE—TE 6 FERHZE o A SRS e/ ERTIEIEE & IR 20uM ADP {F Byl IMRECRERIAE
FRis ticagrelor 1 clopidogrel B9/ MESESAIHIER (IPA) -
IPA KRG e BRSNS 1 RHE T 467 & ticagrelor 180 mg B, clopidogrel 600 mg .2
%+ AN 3 0 TERTATEMIES ticagrelor S1tpYy IPA HELEEE - Ticagrelor A 1PA ZUIE
T 2 /N R »fﬁ?%‘r’/ 8 /\HE o
IPA 945 11 {E FRRE R 57448 ticagrelor 90 mg EK 2 REk clopidogrel 5K 75 mg » fE{#EH
6 ik IR E 20uM ADP #EIRE -
!{ﬂli%} 4 Fﬁ-? };’k‘f’f‘j{ﬁﬂﬁf& ticagrelor ”ﬂEilj:l:iL}sz( IPA 1 88% > clopidogrel 417 62% -

7 clopidogrel 41111y IPA (52%)
- | &R ALY IPA
lor 5, clopidogrel

Jﬁmam ul 53&@% tlcagrelor”HB’J IPA gﬁ;%
i+ SR B BUG S IPA BHEEATE D

B 3 - B RiE - ticagrelor 180 mg ~
e (£SE)
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M/ NEEESRIGIERS (IPA)
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4 clopidogrel 8% Brilinta BERE IPA B 26.4% » 7 Brilinta #i82% clopidogrel [l
TOEE IPA (EIRE 24.5% » 15 A ETHE clopidogrel #8i#% Brilinta » M/ MERERA G 1T LR
FERE (2) ] -

12.3 BEghER
Ticagrelor BRI L IEMRH 2 BEEHEE » AR AFDIRBEERHE TP AL

By

Brilinta TT L G HEARELZEBE A A « Ticagrelor BRUSIY tmax FP AL B 1.5 /N (] 1.0-

4.0) - fi ticagrelor JE¢ - BEIEIBI LI AR-C124910XX (GEME) HITPAL tmax B 2.5 /NEF
(fiE 1.5-5.0) «

Ticagrelor (4B 4 By T FISRSE 194 36% ( FERT 30%-42% ) - I5EAsa e ticagrelor 1y

Cra ;84 » {O@{E AUC B 21% » FEEREIINY Crax K 22% » AUC EHEAL -

BERE > Brilinta /GRS BB ORNATERARB Y « MEIEERIE LR BB 4 Rei
M (Ticagrelor 1 AR-C124910XX 27 AUC #I Crmax 7£ 80-125%27 ) » Ticagrelor BLUZ tmax
iy 1.0 /B (R 1.0-4.0) « AR-C124910XX Y tmax FH{ir 4 2.0 /NG ([ 1.0-
8.0) -

Pkl
Ticagrelor (AR EHREEST fTAETE &y 88L - Ticagrelor R HUE MMM AR A FOZES
(>99%) -

e
CYP3A4 R &I ticagrelor (U F b BUEMESIII BN - BERE % - Ticagrelor B H12385E
HERBRTS P-EEE O AR - BGMAREYN 25 RE RS ticagrelor REZRTY

30-40% -

Ticagrelor HERAY Y SRR RAT AN - B THREHERED ticagrelor » U A EIE
84% (FEFA{TI 58% » fEFR 26% ) - Ticagrelor L HSEM: (MR M EIUEHME A BI R
£y 1% - Ticagrelor iy == ST SRR IR ARH T ERNE 538 - Ticagrelor (Y3254
FEH] (tuz) Q97 /NI SEMHI4T 9 /N -

I’f‘c‘z}j
& 5 B !\fPE%" MR ~ TR ~ BITORETR RATESERTTIAE T 223 ticagrelor BEBHERIVY - 2
TR ﬁfﬁ?ﬁ%ﬁ?ﬂ%

ETR :3 b
E’ii%i‘lﬂﬁbmmé EAALL - BRSBTS ATE R BT BT Brilinta 90mg
F§89 AUC f1 Cmax J /}EU%Hj 38%F1 51% - EiEAIT A4S T Brilinta Bt 22 B AMINVEREE
.7 > BBr Brilinta R4 - SRR ERITEINREEY - Brilinta TERIE e
A IPA TEE OB 0N » BT DIARTE B AR R AAE L, -

5 - WAEHEFH ticagrelor BERISEAVEEE
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Mean Effect and 80% C!

Intrinsic Factors Ticagrelor AR-C124810XX Recommendation
Age: >65/18-45 years = @& No dose adustment
A Y
Gentter: Female/Male e - No dose adjustment
e &
Ethnicity: Japanese/Caucasian oroe— e No dose adjusiment
[ [ o
Ronal Impairment: Severe/Normal B gt No gose adjustment
e o J P
Hepatic impairment: Mild/Normal® el A No doze adiustmant
N et
0 0510 152025 0 0510152025 1
N PE B G A ALCE
Changa refative to reference Change refative to reforence EE———

*Brilinta 5 4 A B ENTThEET Acffg AP ITRIAE -

o [ 6 PR AT
IEUAE « i CYP3ALT

L

CHPIER R A
BETHALEEH ticagrelo
& (4940 ketoconazole - itraconazole ~ clarithromyein) AJiEHg) ticagrelor 13
P82 CYP3A &I S22 (40 ¢ diltiazem) » CYP3A B2 (40 : rifampin) FIEREIE
ticagrelor [y T3k - P-EEE S HIEIE (40 cyclosporine) @54/ ticagrelor (Y45
& 5255 morphine k1515 ticagrelor TARKAIR 180 RITERFAEHER - @/ PEIEEIN
ticagrelor SERIGAFE R - (REILAZE 25% - #E{T PCLIY ACS 5 AR HE 36% » Toma HEXE 1
% 2 /B « M TR BB ST GAERE + 81 morphine FIRFSREET T & IR SR Dt
BEpE AL/ EHDGI FER o 1 morphine [FIFGAAEENT - ACS W ATETRANAIRIL - PRl VRS
IR 3/ -

# fentanyl IR U8 ticagrelor THEKEISL 180 BT[N
ticagrelor S AT MIAUIH A AR (LLE0E -

1

e

BN ETT PCLHYT ACS i ARE > 34

W 6 - [

13

tean effect and 80% Cl

Inferatting daug Teagrolor AR-0I24510%X Hacommandation

Strang GYP3A4 mhibitorg: B ] fordef conconstani use

Kelocunazelo 200 myg, teice dally yed &

Modarate CYP3AS inhibilors: " = o dose adivelmsny

Sitiszem 246 mg, oote dally L £

Potent CYP3AS inducers: = J Forid concomitant use

Fifamypin 690 my. ore daly a &

Aspinn 300 my. once dully i i Usg <= 10Dmyday”

DesvopreasinB 3 misrogramdg, 2 how infusion < : Ko goga adiustvent

Haparin 100 1 g, Lv bofes : 4 Mo doss advaimant

Encxaparin tragig sub-culaneous : : Ho dose adusimant

P-gP and CYPEA inhibitors L) 5 No duss adiustnent

Gyslospering 600 mg single oral dozo A 5

Homphine Bmgiv B : Sa3 Soction 74

Fantary mean total dosu 85 mécioprams Ly, e Sou Suction 74
02 2 6 8 ¢ 2 4 6 8

Change relative to reference

PR B Coax & AUC

*RREAR (2) -

Brifinta S {20 B8
FBHMHHISCEEER ticagrelor B
{7 P-BEEE o B TR A
CYP2C19 #1 CYP2E1 {5 i
levonorgesterol - tolbutamide -

[ 7 ~ Brilinta MRS FEN

HIESHIAIR] - CYP3AS B TEIE
XX 5 ASHCYP1A2 -
torvastatin + ethinylestradiol -




inleracting drug

{Ticagrelor dose) Mean Effect and 80% Ct Recommondation
Simvastatin 80 mg™: —a— Maximum simvastatin dose: 40 mg
{Ticagretor 180 mg, twice dally) ]

Atorvastalin B0 mg"; s Bl No dose adjustment
(Ticagrelor 90 mg, wice daily) et

Levonorgestrel 0.15 mg, once daily: o Ho dose adjustment
{Ticagrelor §0 mg, twice daily) A

Ethiny) Estradiol 0.03 mg, once daily: i No doso adjustment
{Ticagrelor 80 my, twice dally} et

Tohutamide 500 mg: o No dose adjustmont
{Ticagrolor 180 mg, twice daily} N

Digaxin 0.25 mg, once daily: st No dose adjustment™
{Ticagrelor 400 my, once dally) e

Cyclosporing 600 mg, sing'e oral dose: ol No dose adjustment
{Ticagrator 180 mg, single dose) e

T T 7 T T
4 05 10 15 20 25 P M Cmax A AUC

Ghange relative to interacting drug alfone

* BEFE LY AUC FI Crax BEEZSEIEEIEYSE D
** Brilinta &I B S AFESN digoxin JRRE

12.5 HEpRLDIEE
#£ PLATO $ERHI—TRASEE TS » Brilinta 54 4 ke Mo OV TR LE SR HUATR
CYP2C19 SHRESEAIIREE -

13 JEEE R

13.1 Bt - BReREE: - AETRE

Bt

Ticagrelor 7/)NEi48 FHIE 2T 250 mg/kgiday » SRIEHEMEA B RIR 22 120 mg/kg/day i
(¥ AUC 315 » 7771 % MRHD 90 mg R 2 X#Y 190 15 %) JAHARTIEHEN: - EMMER
LY 180 mglkglday (9AIR T (32 AUC 315 B ABIBIREEHIR 90 mg &R 2 A9 29

f8) REFER - FEMSATAIER | kAR 60 mo/kg/day BIET (% AUC &

o = MRHD 19 8 ) SEEIEEE «

£ Ames JIBERZE RN © /NERIRSRDHERIAR BBUZ NIt - ticagrelor AREFZRHELNE

- O-FHEITEHEBIIE Ames SEGTT/ R P REPR BRI E -

SEENEE
Ticagrelor 7EF| 8% 180 mg/kg/day » BCEHEIE4S & TERIE # 200 mg/kg/day BF

($% AUC 318 » >15 {5 MRHD) BHftE4E IS ERE o BRI T210 mg/kg/day Y
B GRS ERR R AR R #2340 (% AUC 318 5 MRHD 1y 1.5 %) -

14 ERPREE
14,1 SR CREATLC B SR IR 1Y 4R TRE
PLATO 35

15

PLATO $EaR—BEH SR OIE

¥ clopidogrel (N=9291) - ERIHEEEHL Aspirin FIHAUTHREGHH R PR BN T

SRS 24 /NEPIRIRTA - ERHT T SIS R R S ISR SRR AT
(FEEMERIOIIEE) - SRR R SR IEIE -

T clopidogrel #955 AT T A, » M HEREAESY YR EE (L ETREA0 » TFCHERR DU 8 4 MBI

L - 383 6 B E ISR K - BREA T A T Bl Bk SRR © TR HEBRIR I

FRUUBIOORE A o (SRR o IR BT B TR AL FRIRZCEEY) - fEah B SRR AL

T EUARIEMET ORI A > HIRTAGRER (B A BB BO R RIE S -

PR et Sy IR % Brilinta 4155 A » SRERZ TATLAIS 180 my » HIBGRIHIE 90 mg X 2

% » Clopidogrel 455 A, + %53k #2578 clopidogrel &5F - HIFRIHLH|&E % clopidogrel 300

mg « T PCHEERHIREINR /T ACRIRIIR A - AR B (TR ERTHIMES 300 mg i)

clopidogrel - Aspirin {4 F 4B 75-100 mg » {EFEIRE M - AR EREIREY

Aspirin 4eiEBI8 - WARZAREV 6 HA  BF 12MA -

PLATO SRERIU S B X B BN (72%) MEEA (92%) - 8 43%BRE>65 1%  15%%

HE>T55% -

B R BN R P ArIR 277 K - BHCRIAYE B A %248 clopidogrel » £ 99% 254

F1E PLATO s ERIART & 13252 Aspirin - FESLAREELY 35% % AJEF statin JHZEY) » 1 PLATO &

BRI 93% 250 E W 1E%2 statin $REEY) -

3% 6 BRI S AR A A S A6 S 1 B E B E EURR - (BRI AP

STTETR OB « LHLEZER T BV E A FeRIIE TR -

6 - HEBRIARSEE (KM%) (PLATO 3E)

Brilinta' . Clopidogrel AL Pl
N=9333 N=9291 (95%Cl)
LBIEC ~ OHAEZE -3 9.8 1.7 0.84(0.77,0.92) 0.0003
HEREE S
R 2.9 4.0 0.74
E [ L c W e 5.8 6.9 0.84
Bl den el 1.4 1.1 1.24
eI
LHETET 4.0 5.1 0.79(0.69,0.91) 0.0013
FLE 5.8 6.9 0.0045
PfE? 1.5 1.3 0.84(0.75,0.98) 0.22
B IERATEL 45 5.9 1.17(0.91,1.52) 0.0003
0.78(0.69,0.89)

1.5I8 %% 90 mg bid -

2EE  BREBESRSIEBLIEIET OB R R RS A S E R R OE
BREEH » NSRBI S B AR AR

3 EFETAEA B R R R B T 2

TE4ARERIZE SR » Kaplan-Meier 47 (I 8) BURZEERES MBI ~ JEBMIE AR
B R A MR HRERT] -

H 8 - EEAS4LMETET  DRERER PR (PLATO 5E)
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12
14 - PO ol
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¢ el
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3 s
E} .
§ oo =
6 5. 0
B
/
4 ¢
y/
3 -y w— TiO0 Mg ~~ Clopidogrel
N 0333 291
2 Pations with evenls 864 (5.3%) 1014 {10.9%)
KM % ot 12 months . 17%
1 - HR (85% C1) 0.84 10.72, 0.92)
pvalue 0.0003
o i T T T T T
0 60 120 160 240 300 380
Daya from Randomization
H atrisk
Tig0mg 9333 8628 8460 8219 0743 5181 4147
Clopidogret 9201 2521 8362 8124 8650 5008 4074

Kaplan-Meier glij#ir 30 K
(RRR16% ) -

SYBEUHEER T (RRR) 12%] - 3t BIRSSEIGEE 12 A

1E PLATO RESHIRSH2 PCl BB UM 4200 11289 S5 » ticagrelor ST 37 4z
Bl (1.3% WHEE s “WEE" ) b clopidogrel 41{€ (1.9%) (HR 0.67 » 95%Cl 0.50-

0.91: p=0.009) ~ HEEF AU ST ARTEE TAT D, -

WRFEII A DSEHAET - GFFATESER - MR GHE!] PR - Fop—ik .ﬁ
BESRHA © - SISO IR - B AR Sytfrh SR B AT -
Ee oA S BRI BLARRAE T—T  MEBTERIEES) « B SRR Aspirin (ISR
B o THigE— IR -

P IR ROR S B R (B TE B ST Y B ES. (9H ¢ Aspirin 4ERFA
& ERPCH -

[ 9 ~ FIFEAHTPLATO BIER)

F“Ma
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Characteristics

Qverall Treatment Effect

HR (85% CI)

Ticagrelar
/N (S6lyr)

iopidogre!
niN (Falyr)

86419333 (11.07) 1014/9201 (13.06)

]

Primary Endpoint (100%) 'S'
Geographic region !

Us (8%) y —e—— 847707 (15.89)

Outside US (82%) & 7808626 (10.83)
ABA by median dose :

>=300 {5%) § o fr—— 68/484 (17.77)

>100 - <300 {6%) B 84/825 (35,14)

<100 (83%) e 5657733 (B.59)
Planned Treaiment Approach ¥

invasive freatment {72%) * 569/6732 (10.09)

Medical teatment (2855) o e 295/2001 (18.03)
Early PCH{<24 hours sfier randomization) t

No (50%) ~$—— 5154704 (13.87)

Yea (60%) i 3194628 (8.89)
Fatisnts ing CARG after !

No (8035} & 72412402 (10,31)

Yes (10%) g o 140/931 (17.89)
Diabstes History 4

No (75%) - SSET007 (@.41)

Yes (25%) ] 30012326 (16,71}
Frior TIAStroke H

No (34%) -ﬁ- 78418762 (10.41)

Yes (8%] it 1nd 1007564 (21.62)
Glyeaprotain lib/iia Innibitor !

No (73%) -é» 625/8811 (11.00)

Yes (27%) '—fﬁ—- 23972522 {11.26)
Ags Group N

<BS yeara (57%) i 360/5310 {7.88)

»=85 years (43%) :;.— 503/4022 (15.28)

<75 yoars (B5%) 64117926 (8.59)

>275 years {15%) R 22211356 {19.84)
Sex

Male (72%) N 58613678 (10.48)

Female {28%) o 27812055 (12.58)
Race

Caucasian {92%) -ﬁ- 760/8566 (10.71)

Biack (1%) T 147115 {15.11)

Asian (6%) B e e wans 66/532 (14.69)

Other (1%) — 15409 (1768

:
l T T 1
0,25 05 1.0 20 4.0

FE RS

A&z

FEAEFR R R 7T BELE (
SRR - FRESTIRE R

SR R OIVESET AR

Aspirin # &

Ticagrelor Belter | Clopidogret Better

B P RER RSN

BRI B*inz%‘ttéz‘cﬁ&
SEEIIRRATERR - S
B (p=0.009) - [ H.OETECFIIER G
nominal p-values ANEIFTE IIER T —HE
i LT
BERTISRAY - b RT kot BN R AR & 18
HepRE  RA{E R GPIIb/la dH] -

HEZER - ERRT Aspirin #EFFHIE &

,&i?(A

8708 (11.05)
947/8585 (13.28)

50492 {12.31)
65/527 (15.28)
7227705 11.06)

668/6676(11.83)
340:2015 (18.00)

607/4658 (15,88
074825 (10.33)

852/8123 (12.20)
1624968 (20.20)

6646355 (11.35)
350/2336 (18.31)

899/8700 (12.22)
1150588 (25.01)

74845761 {13.30)
2682540 (1244}

427/6332  (9.35)
873957 (18.38)
7637808 (11,58}
25111482 (21.38)}

686/8658 (12.27)
328/2633 {15.10)

292/8511 (12.51)
211114 (24.00)
TS (16.94)
23112 {28.37)

HR {85% C1)

0.84{0.77.0.92}

127 (6.92,1.75)
0.81 {8.74, 0.50)

145 (1.01,200)
0.99 (0,70, 1.40)
0.77 (8,69, 026}

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

0.84 (0.74,0.84)
0,85 (0.74,0.88)

0.84 {0.76, 0.93}
089 (071,1.12)

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

084 (0,76, 0.33)
0.87 {0.86, 1.13}

0.82{0.74.0.92)
Q.80 (076, 1.0}

0.85{0.74,0.97}
0.83{0.74,0.94)
0.82 (0.74.081)
0.84 (.78, 1.92)

0.85 (0.76, 0.95)
0.83(0.71, 097}

0.86{0.77,0.94)
0.83{0.32,1.23)
0.87 {0.62, 1.21)
0,63 (032, 1.21}

'ﬁz‘%ﬁ?ﬂ‘:im Fﬁvﬁz
95% I {E TR ( confidence limits) THRIHEFT T &/ bbb LTELW&%@P&%‘
FEP IS - S RO RN B T e B M T FER B R -

H#z

iﬂ’]fﬁlﬁ%" ‘%’)UJ\ » TER

BT -
‘E%‘&Tﬂ
IR




PLATO 3Egs T HEF I P IR Aspirin HUMERFRIE - (ERIEVHILTE SRBIRI SR LAS MR
[F] » 44 B%JESEBFCE R 119 Aspirin BIEFIY 100 mg » &4 2% R FHYBIERF 300
mg o TR 57% 5 AP IVEIEETT 100 mg - S4% IR ITHIE R 300 mg - E{EEF{RAER
Hi§ (<100 mg) [y Aspirin I » 3fR4S T Brilinta 557 » 7EEBPRIHE Mk 7745 Aspirin B
SYRTHIAESAREL - [ 10 £ Aspirin BUR P XS SRRGER - 1B 10 BB EEURER -

géo)‘ FEXRBIRIRE DM Aspirin ERFMIBALMMESET - LHUEE - T8 (PLATO

ASA Dosa Ticagreior  Clopidogrel
N E N

Region gy HR (95% C)
i3
;
us H
> =300 824 40 352 27 162 (089, 264)  —
>0 - <800 2 2 % 2 g
<= 100 284 © 260 28 073 (040, 133) .
E
Non~US ;
> =300 %0 28 WO 23 128 (071 28) e
>H0 - <300 503 62 51 63 100 {071, 142) é o
<=10 7449 505 7443 609 078 (069, 087) B
;
!
v % +
ans 05 1 2 4 8

mmmmmmmmmmmmmmmmmmmm

AL EIETR S R IR M —bE - R EFIE T B (BT REHUAT S E H HER
PREAEEDTE) - S LE A EGE PR T o A0 EAHEEAYR - Aspirin BIBIERMEHLE © &
B ffﬁ ey TURIAETS » TS S AUIR AN E L 8k 0y — Ll BSL R ER i PR LU 28
s + Aspirin BB EEE R FUMIETRAREL -

RERB/NOEHERER - OLIFERFEIhSH ticagrelor Y Aspirin HERF AR
HIFE 100 mg BATF - L ORIV » SRR B A REE AR o 2 HRF R R IR
DRI Brilinta B9ARH: -

PEGASUS
PEGASUS TIMI-54 it 2—IHEL & 21162 L1 L HTRRR LI ALIREE - By - 2RI
0 > SETARRNYE « HIEEIENT ticagrelor  fExE 60mg FRNIZREE 90mg EERREIZ » BrEl
75 150 mg aspirin $tF » FIHLH aspirin JGREELEL - TEAAIETEREERE L OIEIET - I
Rt OIS - SRR RV S ETEIEIE « BB e IR A RS T TS
{’E/% FERSEAEAE -
WMEFEAZE0 3% - TEREEBYIRAT 1 &8 3 @RS - I EA Tt i B SHEEREAE
FHeph 2z — ¢ SERS265 B 0 FREEYLAE N > SoATE S84 — AL O S 0 it
YRR L TENIEETE - SRANLEGHT A R <60 mL/imin » BIFE RS SI0ELIEINSE « s A 2 iy
ADP Z R ARE P I EHT AT IR - BT e R I R A TR
ARFERRTESN o THEEHERR DU S 4 B il ~ 382 6 (BB N Bt - siEE TRt i
RSN R A, - FSCEER AR FE P USRI A » TEERERA R b HIREUSHIUBIER AR A
{2 FTHEEEY) « DI ol EUR SEI A MR AGIEE » 251 PEGASUS BIZELISMVEHRL - 102 &
RS B RARA. (Edt 90 A TIRYEREY)) BEREATARLE  BUUSHILER ASI -
WA GRS 12188 » &% 48 A » thArEHIFH & 33EA -
AT BEM (76%) » BREA (87%) - FIH4EHS 65 B » 99.8%% A Z HIiEZi8 aspirin
AT - SRS RRT -

18

% 7 - UG8 (PEGASUS BiZE)
ALgate % WA
<65 3% 45%
MR 32%
B 59%
>1 MEZ RS 17%
IR AR 19%
4 80%
2 BRI P2Y 12 /M HIIEIE] 89%
ﬁ »3‘ 0
FriuRs 6 94%

Kaplan-Meier gi%% (8] 11) BUREFREELMEIET - JEEdit GIUEESE R R
Z TSR R -
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Brilinta’ + Aspirin
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