2017 FE EYAESZ D I—RAEHE 23 AMBREES
Bt AEF:2017 46 A 11 B.7 A 23 H 13:10~16:20

AT 20 —R—I)LfialE
ITHBRHEN BERERKAPE1—T+r—L(TYIURE 2017 F 2 A 3R . BEREEO VIS
it EA 2845 A 18 H)
$W X 4% Long-Term Use of Ticagrelor in Patients with Prior Myocardial Infarction. N Engl J
Med 2015;372:1791-800.

PK ¥#S1+>—Fk

EEmE: FATLAL(TII2EE 60mg/90mg)
SHREN OMUFE21—T+—L(2017F 2 A £ 3hR) . OBEMES (TR 2845 A 18 B). QHFEHME

[PK /35 A—4]

o BEANEZHRELTEBRTOREEEZERELET 2. LLIEENICELT—SEERET D
* (KEI[L 60kg, ARMEIEIL 1.6 M ZIREMIELL T, /ka. /m* DIRFA—FEZHRMBEICLTEEZEDD

FhSLonL
INTA—4 B 15 #HR

F 0.36 @ P61
@INAFTRALSE) T4 (SAEN) [48]
EMERFHRBRICEOT. BERABM 1 HlICAKH 90mg FHEIFOK
ERUV 15mg % 30 DA D EEIFEIRNIRELI=EED AUC Mo EL-FhH
LAl INAATARALSE ) T4IL T 36%EEFH 25.4-64.0%)TH>
1=,

Ae(%) BIRNIZRS5D |2 P35

T—3%GL  |6.22.3 TR/NS RiRXER(D5130C00013 54E&. CTD 5.3.3.1-8. & &)

NEABERABY 6 BlIcAZED 4c-1281Ak 200 mg ZHEMBORS5L
f-&=.
(H &)
BEIN-EtEElL. %5 168 BERIE FETIZR®IZ 26.5%, ER(Z 57.8%HE
MMEN ., KERU AR- C124910XX DR REHEHED TH{EIL 41.5
HedR5EM 0.02%) K%V 81.3 g E5EED 0.04%)ThHo1=,
F=0.36 &L T. 200mg D OFTELESDS5L 72mg KNEARRATHASINT=
ETHE RPICHEHEINT-REILIAD 4151 g 13 0.06% (THEHZHL .
BOUTIURITEBRTEDARENENEEZD,

CLtot(mL/min) | 236mL/min | DP62
BERABME 11 GlIZKH 15mg BEIFIRNIZEL-EE. 25I)T7IVR(E
14.2L/h

vd(L) 87.5L @ P62

(6) P BFEGEAN) [48]
BERABM 1 HlIZKE|ZE 15mg BEIFIRNFSLI-LEDEFIRES R
BHEIL 875L




fuB

0.006

@ P62

(7) MREFEBFEEE [49]

FHILOILKRY AR-C124910XX DEFMIEERFE S Z in vitro FEBHTEIC
KYURBEILT -, FAY L O KR AR-C124910XX [FMIFEREELLIEAL. FD
EARARIZIEFNEN 994%KR U 99.9%EE M o1=,

B/P

0.6

@ P30
6.2.1.2 MPFE[FEES R UVMBEKFBIT(CTD 4.2.2.3-1, -2)

ERM&RICARZED H-1ZEEA 10, 200 B U 4000 ng/mL(RRBE)EARMLT-
LE AREOMIKFEITERIL 146, 19.7 B 146%THo1=,

*x BAANBERABMICFASLOL OOmg ZEEROBREL-BED
Cmax=700ng/mL EERESNTLVS (DP56)

ATk yME=05 EL T,
MIRFEITER 14.6%DIHE .
B/P={1/(1-0.146)}(1-0.5)=0.585

MIERFEITE 19.7%DIHE .
B/P={1/(1-0.197)}(1-0.5)=0.622

[FIFEWNEBIED-6. FHEFFER
(0.585 + 0.622)/2=0.603

AR-C124910

XX GEHERB)

INSA—4

\[:]

R E

2

Ae (%)

B

@ P35
6.2.2.3 TA/\F RHER(D5130C00013 5XE&. CTD 5.3.3.1-8. & & H)

SEARERABMY 6 BlICAED 14C-1ZHik 200 mg FEEFOBEL
f=&=.

(HHE&)

BEIN-STEEIL. %5 168 BEME E TICRHFIC 26.5%, EF(Z 57.8%HF
I, KERU AR- C124910XX DR EFEHMED FHIEIL 415

U 52D 0.02%) KV 81.3 gk 52D 0.04%)THo1-

SR OATEEE TN EEZOND

CLtot(mL/min)

B

I~BA

Vvd(L)

2

REA

fuB

0.001

@ P62

(7) MRFEBFEEE [49]

FHTLAILEY AR-C124910XX DEFMIBERFESZ in vitro FEIBHTEIC
KYURBEIL -, FAY L O KU AR-C124910XX [FMIEFEREELLEAL. FD
EARARIZIEFNEN 994%KR U 99.9%EE M oT=,

B/P

2

~BA




CEZ=SnabD

FhTLolL
INS A=A ETEE * * HAE vk ]
Ae (0.06%FEEELT) <30% FFC R
vd’ 87.5/0.6=145.8 >50L MRS MmE
, CLtot=CL, &L T a2 ,
EH 236/0.6/1600=0.24<0.3 * B<REL->TH<03 <03 ARk L
fuB 0.006 <0.2 EREERER
AR-C124910XX GEE 1t 8)
INS A=A ETEE * * HAE vk ]
Ae FRIAEE <30%
vd’ FRIAEE >50L
EH’
3% kN2 <03
fuB 0.001 <0.2 EREERER

* BP,.HLLIE BP=05 THEZT2EFHEEFENRNTA—RIZT’ 1D+ T

* ok ZHNTA-ADFHERXEEEORLEWMENEH TELAETRAZITI(TRESETEHNESR)
E)DEOEEICOVNTIZBERTHY. BHEIC/N\FA—FZFETHLDTIIEL,

(B/INSA—FDRERF]

FhyLoiL
73 i
o INTA—4 REEF Bt INSA—4 REEF
B i
Vd (fuB/fuT)VT ;’% Vdf VT/fuT
CLtot fuB-CLintH E CLtotf CLintH
ClLpo fuB-CLintH/Fa Clpof CLintH/Fa
AUC D/(fuB*CLintH) AUCf D/CLintH
AUCpo Fa-D/(fuB*CLintH) AUCpof Fa-D/CLintH
Cpssave (D/ T )/(fuB* CLintH) Cpssavef (D/ T )/CLintH
Cpssavepo |(Fa*D/ T )/(fuB* Cpssavepof |(Fa*D/ 7 )/CLintH
CLintH)
t1/2 0.693VT/(fuT - CLintH) t1/2 0.693VT/(fuT - CLintH)

iC B



(BNFGA—FDEFHRFIZLEHEIL]

FhLralL
FERAFORE* (Ezxl.1.oTEH)
NTA—4 : .
fuB 1 CLllntH e e | fuB 1 >lCL|ntH
Vd i o 1 T
CLtot 1 l l T
= 1
- Clpo ) l l
E |Auc l 1 1 !
AUCpo l 7 1 l
Cpssave ! 1 1 !
Cpssavepo ! 1 1 !
T1/2 o 1 1 T
FERAFOREx (Ekzxl.1.oTEHE)
NS A—4H . .
fuB 1 OLintH | fuB 1 <lCL|ntH fuB 1 >lCL|ntH
Vdf = = & &
B | ClLtotf & | ! !
B
7 ClLpof o ! l l
B | AuCf & 1 1 1
E AUCpof & 1 T T
Cpssavef < 1 T 7
Cpssavepof < 1 T 7
T1/2 o T T T
* RERFICHCTCEHRFPLEDAMIZDOVTIFEZATINKIE
(EMEEDTS57T]
Cps Cps @fuB O)J:?i-

| ——
| ——

+




@cCLinH DIET

Cps | Cps |

(E*]
&5k v =12hr
kel= CL/Vd=14.2/87.5=0.162/hr

T1/2=4.27

@ P56

BARABEBRAREICFAILONL O0meg ZHEFELEESLI-EEZDFAITLOILEUREY AR-C124910XX D
ARME/ASA—F (- 12 BEFIHERVELGFERZR)

INS Sty FhHhTLQON AR-C124910XX
Caax (ng/mlL [ 703(26.2% | 263(20. 2%
tmes (h | 20(1.0, 4.0 ' 25(1.5, 4.0
AUC (ng-h/ml | 1720020 8% | 2290(20.1%
Tiza | 8.7(24.0% | 10 30 0%

Lo DHFBRMEBUTEETRLI.

@ 9. FERIE1P69 2HBEBLTOERDLLBR LN

FHh T L TR AR-C124910XX @ ¢, O FEEMH T F A4 7.2 Beill (EHH 5.9~8.4 8% S
TR 8.5 85 (§EFH 5.9~20.0 E£fl]) Th-otr, BEKKEXRICBIT2ESEE T A - 1TV
IR B2V LS L, T TR AR-C124910XX DAt = nN"— A b

B2 R HLOTiIHAhoT, L IMBREITE RS TWAN, ZhTEWEMmEER (%9,
36 BEHICAT) O TR YIMO B MEFE MO ITICoHTha & Ebhb,

T=n"T1/2 &Y n=12/4.27=2.81
EREFEH=1/01-(1/2"1=1.15

@ P57

@ REH#SFOEDDHE (1)
BEAREAABESE SHRT 14 FICERTNAERE 100mg* R 300me*% | B 2 BIREHESLI-LEF

DmFFROENBEEITFMEL .
EWNREGRS 10 BE)IZSITHFHATLALD C,,, DA FHIEIX 100mg BT 667ng/mL, 300mg BT

2275ng/mL, AUC D] F#{f (L 100mg BT 4007 ng-h/mL. 300mg BT 13723 ng-h/mL TH>f=. FH
TJLOLDORMBERBEENRTN 1.4 RU 1.8 THY . HEFEHMHILHBESNLIFRAHE LM —HLTN
fzo F£f=. AR-C124910XX D RPMFEMITOVTELFREE—HL. T TN 1.9 RV 2.7 THof=.

*AFORBNAE

=>HEHLEREEHSL—EL TS,



[ 5 &K BB B ZE B Fel )
EEIREETERRI=(4-5) X T1/2=18~21hr

@ 9BERMEE 1 P73

272315 B RN

FNEERRATICT A 7 Ll 50, 100, 200, 300, 400 & TF600mg % 1 B 18], 8V S0,
100, 200 TR 300mg % 1 0 2 [RIFEO &Y L& &, KBRGHOT I 7 Lo OENEETE
[A] 3 G O EEN S FRIFE THEAE Tho 7= (B SC-532-5239) , FEROFRIZAAR
AR ANEBRFT 2R E LEREEGHRBTHREDOENATWVWD, T OO LRSI
LoFH i 8 OB RCERHOXRLZMFR A EEA LN SRR ETWS,

WIEMBIRREBEITICT A Ll d 50, 100, 200mg 2 1 8 2[5, Xk 400mg %2 1 [ 1 5]
FhH L& 28 ARIOF LI Lo BONERZREFT 5 AR-C124910XX OENTIE S
T A —H \CEERMRAEIRED e o (BABR D5130C00008)

FHT VAl Q2RFOFE s &, FH 7 Lol BIR AR-C124910XX 1588 H-#%#) 2 8%
T Coe iCHIER L, 36 BEILAPSICEFIREIZE LR, | A2 RESICBTL2TF I/ LoD
FREOBABMT v, (72 85H]) 515 THY, 1 0 2 BESICEITSH AR-CI124910XX O EHIFA
BOERMEE v, (10 850 25 1.8 ThHhD., AUC S HRDF-BHEEE (B b s/ve
JTH#) 1.2~2, AR-C124910XX T 13~27 Th-ot (£ 3) . 1 A2 EESEOF ALk
AR-C124910XX O FERURZNIENE Y T, T4 7 L L OERpNEE K LEE > 22 2 8 iEF
Hi2nio &z Lz,

=>HHL-HELHR—BLTWD,

[(REOEICHESEMEEBDOEIE]

<FFHEEETEETCOEYHE>

p38

NEADHFHEDEELHERES JUVEEEEEST EE (Child-pugh A) ~NKHF| 9O0mg ZHEFORELIFDOE
MEIRE /NS A—4

13 AR Z TR IE R PR R ORI AT B H A S5 LI & S 0P WIE T A —F (HHER—HHE)

{9-"& cnmx t:naxl" AUCO-H‘.X' tl 2
) (ng/mL) (h) (ng-h/mL) (h)
. AER 10 606.9+191.4 2.0 3928.8+1361.9 12.8+4.8
THEEE (E O dEE
FFHREER SR AR-C124910XX 10 162.1+32.8 2.0 1324.0+250.6 10.0+2.1
. AEK 10 729.7+353.1 2.0 5921.0+4178.0 19.7+15.1
B T e
AR-C124910XX 10 197.5+70.0 2.0 2413.5+1229.6 19.3+159
a) @ LT

B SR 276225 FEBEE (IS5 15 BB OB ITHERGER D5130C00016) p1052

® 284 BEFEFFRUVBEREBECFHILOL O0Omg 2HEEORSLE-EEFOFHY
LOLRU AR-C124910XX DEREE/NF A —F DB (35 D5130C00016 : 34

FERRAT R RERE)
NG A—4 BESRE BETEEE B FEHOL®
B FOEY 2k - A0 AMEM  0%EMRM
TR LR
FhJLan
Cips (ng/mL) 10 580.675 10 651.389 1.122 0.836 1.505
AUC,, (ng-h/mL) 10 3405.199 10 4673.854 1.373 0.933  2.020
AUC (ng'h/mL) ® 9 3689.627 9 4538.359 1.230 0.843 1.795
AR-C124810XX
Cinsx (ng/mL) 10 158.965 10 186.207 1.171 0.916 1.497
AUC,, (ng'h/mL) 10 1242.340 10 2021.599 1.627 1.230  2.153
AUC (ng'h/mL) 10 1303.763 10 2164.777 1.660 1229 2243

a  BMEHOL  BEFEES / REERE

b EERGEERF 1 BT AUC 2 TE oo, HEREWWHRMA O L O MEREEREL v v T /&Y
AR HERFEEHZ | 1% AUC OERICE DR T,

B D5130C00016 DIGFMER LK. £ S1 »55[



<ETF—Ih LMD EILISIE L&/ (S A— 2D L E>

FAhTLOL
- ’ e | msnax
T—aH 2L 0 THE REBF
B/ ER Lo1.e
AUC Fa-D/(fuB*CLintH) 1.23 or 1.51 )
T1/2 0.693VT/(fuT - CLintH) 1.54 )
fuB -

<FFHEEEICISCERET — 20X LHRASNLIEHEFOEIL(L . T, o THM >

FhTLAL

HAE BEEEBT
fuB o 1
ClintH |
fuB/CLintH | (fuB<CLintH)
fuT o 1
fuT/CLintH | (fuT<CLintH)

<HMHIXETOF#EELEOREHFFHTIZONT>

BEFEZICOWVCHERGTOREHLL

(%) 23 FEEXEIEEOHETOHIEE(HONEMETIETNLH D, ]
FEEXEIEEOHEZTOHIBETE. MREERFOELBETICKYHLOBREIEXRT S TEEH
NHd5-H . FEERIIEEOHEEDOHLEFICIIARFERELLEINIE,

<EBEE>
B ERTHEEFEE M (Child-pugh 548 A) IZEWT, FASLOLRERE AUC DZEERIZ 1215 EEFLTULV =,
FHEEEER COFREERREERLUIVN\IEERDT—FREHMN GO, HB OB TIEHSH. FFHEEEEE(C
Uy fuB EFEMNEHONT-HFE . CLintH ETIX 1215 ERYBICKEALZIENTFREINDS, EEEHEETIE
BEEOZEILLLEIZAUC ALETDETEEENH S,
—7A.PD OBEFIZEVWTAFOI/NMUGEEEFAIBRENETELBEEBELTEXAONEI > (D42,
Qp38) CEMSL RN N ETHRERBEEE(ICETIAEHRTEINHELZLELTLS,
UEXY BEHFEERICEVTREOVLERTGOA, EERIVEMIRIDEZF)VITHABELEEZ D,
FEERVEEOHEETEEICOVTIE PK OFEHRIAEC, PLATO HERUT7ZO7HERE Il HRBRESOARED
BRBRICBVT. D EENCEEDOFHEREREXBRAIA TV -0, PEELU LOFBERETESEICET
BEAEDEMERVREHIE. BERATEFHTHD (Qp113 KY)~HEEXIIEEDOHETEEIIER

@p38

20 pmol/L ADP #H¥& IPA [T ATRSEERIEFH B W THATEBEE kR E L SE THERS L, BUEATE
R EZFLOITEE EEHBRE O IPAL. I 809316836 M % 75.31+15.732% ., AUEC)» X
2440.69+1144.928 1 1718.36+429.458% h Th ~7-,



<BHERTEEICBIT2ENEEE>
@p38
SAE N DOBEEEED IEH 7245883 (Cockroft-Gault 2.1 & 5 CrCL OH#EFE{E 80 mL/min LA, LA TF[EIER)

ROV B R RE B SE - (CrCL 30 mL/min R38) 45 10 #iz, A 180mg Z R O G L= & X DA
J OV AR-C124910XX DEMPENFENRT A —FX, 12D EBY ThHoTz,
2B, MIEAHKARIT, BHEELCHHERE & REBEERESE L CRBETH -1,

# 12 AEEFREEN R R OCEEVRERH R ICRG Lt SOEPBE AT A—4 (HHEHR—H®RE)

Cnmx tmaxu] AUClhnl‘ tiz
n
(ng/mL) (n) (ng-h/mL) (n)
e AIR 10 1417491 2.0 10100=3582 18.8£53
EIEH
WIREERSIA AR-C124910XX 10 355+132 3.0 36111043 15.5+24.7
R A3 10 1266693 2.0 9115+5157 142+44
RECRREN T AR-C124910XX 10 377+£133 3.0 4799+2932 12.9+33
a) : S

HEEHME 276 @ADHEBEDFEESD 276224 BEEZEEHICHITA2EMHREDRETHERGEIER D5130C00015)
p1043

276 BEaDORBOEED
—IRAIATE R  Fh Y Lo AN TR REE, ISR

% 280 FEEESIFRURERMBICFHI/LOL 180mg ZBEEOBKELI-EEDFH
LR AR-C124910XX DERAEE/ NS A —2 D LE (HE D5130C00015 : 3

Y EER T HRIER)
NG A—4H BESRE FEEEES BAEHOL®
B B Fy B - ACESS] AHTEE  0%EFRM
TR LR
FhTLAaL
Cousx (ng/mL) 10 1341.58 10 1093.87 0.815 0.558  1.191
AUC,, (ng'h/mL) 10 9380.04 10 7545.52 0.804 0.533 1.214
AUC (ng'h/mL) 10 9584.16 10 7638.63 0.797 0.526  1.207
AR-C124910XX
Cnsx (ng/mL) 10 349.38 10 363.59 1.041 0.815 1.329
AUC,, (ng'h/mL) 10 3463.05 10 4073.02 1.176 0.826  1.674
AUC (ng'h/mL) 10 3537.11 10 4141.13 1.171 0819  1.674

a  RTEHOL - JEFHEES /BB
B D5130C00015 OiEBsERL N, £S1 551

FH Y La kT H AR-CI24910XX @ C,, Le B OV AUC boid, SEEERIERAT (2 bk~ C B R IE
EHTH 30~50%@Em Mot M, TORNMNIOFEZIT, HEREEFORERBAENEER LE
LTWAEEZ BN,

MERZE TR A BRI IR & mEMRIES & TR LR T, BEEIZZ, 47
L LA S R OB EE ISR E 0.16%, HEMEES 021%THY ., AR-
CI24910XX DIEFEAH oy S LEEHEER AT 0.18%, HEMEIEHR 020% Th -1, HEFHARSED
AL, Fh 7 L a L AR-C124910XX OISR EENMEL B IEEREL LB LA LN,
FH 7 L)V BT AR-C124910XX DMEREDRE TH LN RSB0 R ERBAZEDREIX
EFEIZ, Fh7 L BT AR-C124910XX & bizimbftd 7 U —{KRERMEL . ERIRAEL TH
ST Z S XA AHTE EOMEICER LTS L& 2 b,



<ET—In SRS DBMEEILISEL R/ (54— SO L %>

EE BREZELRICKELE | HASHhEGE
F a1 BILOTHR RERF ks fe
5 EE/EE (L.1.e)
AUC Fa*D/(fuB - CLintH) 0.90 or 0.797 l
T1/2 0.693VT/(fuT - CLintH) 0.76 I
fuB 1.31 T

<BHEECICCI-FFHEREOZLDFH >
AUCF’ /AUCf = CLintH/CLintH’ = (7639-0.0021)/(9584-0.0016) =1.05

<HAHXETOBHEETELHORERAFHICODOLVTOILE >

PK ERICEDKAERAMIC OV TORELZL

(fF®E) EELRS BHEEEEREFEERARICBVT.ILTFUHUTS2U R 60 mL/min RimDBEFTHI) R
IPEMT BIERMNAEDONTI=EDIRELH D, ]

<EBEE>

HEZEEXFHILOILDKREE AUC (TEEBTHEEEEE TIEIN 20% B L. BHELEELEEBHERESETT.
MBFEARESRICHLHLBEEROONT | IPAI/MUEEEESE) LEHMEEEHRELEEDOBERERESTET
BZETho1=,L TS, (Dpsi1-42, Qpl14)
AKEFIVNIGEERNERBIIEVIEN o EEEREEEEROFEEE RS EILEEREASHGENGNEHEE
[FEMELTLDH ., AUCE DELRERDHDEEE LT 1 THY. FHILOLKREETD AUC DETIX fuB D LFH
FREEZEZOND, EEBEEICL-T ClintH [IZEIEEOHONGWNEEZ LN, RERGNTETHILITR L
EZBD. L. BEREZE@p115)IZHHDEIIC—MBMIZ, BHAERSICKYHMIRINEFEELZLEIZEHHEE
THOILELHD,

EEHEICLIRE

b I

=8 EWICEDEILE RASnOR i

Tossestotk | RERT  gpe iz [ARk/EE | BRB | BBK
L 5

Vd/F (fuB/fuT)VT/F 0.58 0.62 ! !
CLtot/F fuB* CLintH/F 0.59 0.48 ! !
AUC Fa-D/(fuB-CLintH) 1.70 2.08 ) )
T1/2 0.693VT/(fuT-CLintH) | 0.97 1.28 o )
fuB - -

HAE S/ EE
fuB o 1
ClintH )
fuB/CLintH | (fuB< CLintH)
VT/fuT )
<EE>

SREFIEFEEIVME AbIETIZES fuB LF. EVRBBREMIETICELS CLntH BT, K&ZEETICKD VT
ETORREEHY, SHE. EEEDEIVNIESHEIEIFTHETHIMN., LL fuB OLENHNIL, HEEEREED

AUC ITHREBETHOLERE (170 BLU 208 {E) KYRIZEF TR LHERISINS,




B EEHEE 276223 EMBIEICN T HEH R U OB E QR HERGEER D5130C00014)p1032

£ 2714 EFRUSHOBELBEMRULTHHEBEICFASI LOIL 200mg #HEREZEOKRSL
T-EEDFHTLOILDERAERE/NAS A—42 (58 D5130C00014 : WS RERRHT T

REMH)
F A4 LAl 200mg EE]

IS A—4 " EEBEH EELH EE B =Y ok-qid

10 4 9 4 10 4 10 41
Cuax (ng/mL) 671.5 (43.7) 1079.5 (31.0) 1160.4 (48.1) 1666.1 (31.9)
AUC (ng-h/mL) 5752.6 (42.1) 8818.9 (31.3) 9752.0 (55.8) 11965.0 (34.4)
AUC,., (ng-b/mL) 5698.3 (42.1) 8693.7 (32.1) 9654.9 (55.4) 11760.6 (33.9)
AUC,,, (%) 0.9 (37.0) 1.1(79.2) 0.9 (48.7) 1.5 (68.3)
e () 3.0 2.0~4.0) 3.0 (1.0~6.0) 2.5 (2.0~4.0) 3.0 (1.0~6.0)
t, (h) 12.1(103~13.8)  13.5(103~21.1) 11.7(7.9~142)  155(11.9~17.8)
CL/F (L/h) 34.8 (42.1) 22.7(31.3) 20.5 (55.9) 16.7 (34.3)
V,JF (L) 593.6 (44.0) 444.7 (55.6) 343.6 (50.4) 365.6 (36.2)
A, (0 0.06 (0.05~0.07)  0.05(0.03~0.07)  0.06 (0.05~0.09)  0.04 (0.04~0.06)

FHAEABRE TR 18~45 1R, HIAERE 114 65 Ll 1
a Cmaxn AUC\ AUCU-U\ AUccxh CL/F E{U’ V/F :l%’équisj (&ﬁ%f’i :%] ) ;)‘-z\ tnu))-,lU l“l‘—f’%ﬁ_ﬁ (

mm) 1]
BB DS130C00014 DiEF&EEHREE, & S3HH5IH

#& 275 EFERUSHOBRRLGBMRULXEHEREICFHAIT O 200mg ZEEZEORSL
FEEDFATLALD Chae AUC BRU AUC, DLEE : RS EHFIDRERRAZRA
F& 94 ANOVA (548 D5130C00014 : MBI REEH)

IVFRA b F A4 LaJL 200 mg B[
EERHE EExHE =Y Rk =
10 45 9 4l 10 4| 10 4

AUC M (EEE(RZS)  6194.4 (2540.2) 9178.8 (2741.4) 11172.9 (7058.1) 12577.7 (4193.4)
(ng-h/mL) DR B[] - 1.53 1.70 2.08

90%%1E FH X [H - 1.29,1.82 1.44, 2.00 1.76, 2.46
AUC, EEE (RS 6136.4 (2515.8) 9064.7 (2755.4) 11038.3 (6891.8) 12344.0 (4029.7)
(ng-h/mL) DR B[] - 1.53 1.69 2.06

90%%1E FHIX [H - 1.29, 1.81 1.44, 2.00 1.75, 2.4
Crax THME (MRS 727.7 (320.3) 1123.0 (325.5) 1274.9 (596.5) 1744.0 (584.9)
(ng/mL) AT O ® - 1.61 1.73 2.48

90%%1E FHIX [ - 1.37,1.89 1.48, 2.02 2.12,2.90

FHEMERF | IER 18~45 1R, MImERF 11ER 65 Ll L
a  FHEBMEBRF T A BTER DO
M Bk DS130C00014 DRI ERA T, # S4 0 65(
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@ Eligible patients
spontaneous myocardial infarction 1 to 3 years before enrollment,
were at least 50 years of age, and had one of the following
additional high-risk features: age of 65 years or older, diabetes
mellitus requiring medication, a second prior spontaneous
myocardial infarction, multivessel coronary artery disease, or
chronic renal dysfunction, defined as an estimated creatinine
clearance of less than 60 ml per minute.

@ Ineligible
planned use of a P2Y12 receptor antagonist, dipyridamole,
cilostazol, or anticoagulant therapy during the study period; f they
had a bleeding disorder or a history of an ischemic stroke or
intracranial bleeding, a central nervous system tumor, or an
intracranial vascularabnormality; or if they had had
gastrointestinal bleeding within the previous 6 months or major
surgery within the previous 30 days.
&0 fha—)
Study Population
The protocol was designed to test the hypothesis that the addition
of ticagrelor to aspirin would reduce ischemic events when
administered as long-term secondary prevention inpatients with a
history of myocardial infarction. Patients could be randomized
between 1 and 3 years from their prior MI. At the time of screening
a patient may or may not have been on a P2Y12 receptor
antagonist at the discretion of their physician. Patients who were
on a P2Y12 receptor antagonist would need to discontinue such
therapy before being randomized. There was no general exclusion
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for patients who had ischemic or bleeding events post-MI; however,
by design patients had to be at least 1 year from the most recent
myocardial infarction. For patient safety there were exclusions for
patients at heightened bleeding risk as noted in the main methods
section. A complete description of all inclusion and exclusion
criteria has been published previously and is included in Appendix
C.1
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Appendix P26

As previously describedl the anticipated relative risk reduction in
the primary endpoint for the ticagrelor 90 mg dose was based on
the ~20% reduction seen in the post hoc analysis of the CHARISMA
trial7 evaluating the efficacy of clopidogrel in patients with prior
MI. The risk reduction for the 60 mg dose was modeled using
inhibition of platelet aggregation data from the DISPERSE trial8
and assuming that the log hazard ratio for clinical outcomes would
be proportional to the ratio of mean inhibition of
plateletaggregation for the 60 mg dose relative to the 90 mg dose

71 ka—/)L P65

The target relative risk reduction (RRR) for ticagrelor is 20%
(equivalent to a hazard ratio of 0.7971). In patients in CHARISMA
with a prior MI (Bhatt et al 2007), a RRR of 22.6% was observed
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TORER B DD, STUDY TREATMENT
L5~P.1793 L4
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W), wash-out #IFITE )2, 7 — & OPE K ORIE HIEIZOWT
ATV D )
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Visits qf months for 1% year ;E;:d;:::; v EoT
Patients age >=30 years ;n.psuvomgw(nz 2000) e = - Fimal Visit
:‘%‘EE;E:{“ “:" 14.28 days post EoT
;‘.:"::.::::() /\Tuzyrklwm;hﬂ(n=m)
Smlmmn-mb- Tecapelor Placebo | ablecbd = 7000) 1 |
CENNCRE SNUAMRICER S EE (RIRAY) FHEEE (primary LAY ON ONA | P1793 END POINT
endpoint, secondary endpoints) (DWW TFEHNH D H» CHAEZV RRA VU NERE
Bz FRA U bOEA
PEAMEE BB B A BT 2 72O & B 2 b DD, LEZBND,
- REBOBIEEOHEITEB R TT1E, EETH D0, Y ON ONA | Appendix D
. REBRBAEE DT U NI LAOEERD DG, EEAR L BB OFEHN OY OON UNA
B D
. ED X DI BEEBIED R D BT DFEHD B D, AY ON ONA | P1793 STATISTICAL
ANALYSIS
1360 primary endpoint events would be required in order to provide L1~9
the study with approximately 90% power to detect a 20% reduction
in relative risk with the 90-mg dose of ticagrelor and approximately
83% power to detect a 19% reduction in relative risk with the 60-mg
dose of ticagrelor, when each dose was compared individually with
placebo
L BANCERE LIZZIZ SN T, ZOMRMOTHENH 50, -2 Y ON ONA Appendix P.26




with clopidogrel vs. placebo on a background of ASA. This trial will
include patients who are more ill and at higher risk than the
population studies in the paper mentioned above. Using IPA data
from the DISPERSE study and assuming that the log hazard ratio
is proportional to the ratio of mean IPA for the 60 mg dose relative
to the 90 mg dose, an estimated hazard ratio for ticagreleor 60 mg
of 0.814 was obtained.

10. FREENT M MT DT HE . TIEEEIC OV TORHEN & 2,

To control the overall type I error at 5%, the alpha apportioned to each
ticagrelor dose-placebo comparison is 0.0269 (2-sided), utilizing the
correlation (0.5) between the test statistics. At least one interim
analysis is planned at 50% events in this trial (section 12.2.6), with the
possibility of further interim analyses as considered necessary by the
IDMC. In order to control the type 1 error at 0.0269 (2-sided) per dose
comparison, the Haybittle-Peto alphaspending function will govern
interim and final statistical testing using the software East (version 5.2
Copyright © 2008 Cytel Inc). A one-sided significance level of 0.001 will
be applied to each interim dose-placebo comparison. For example, if
only the interim analysis planned when half of the events have occurred
is performed, then the significance level applicable to each dose at final
analysis is 0.0261(2-sided). With two interims, eg, one at 50% and
another at 75% of the events, the significance level applicable to each
dose at the final analysis would be 0.0259(2-sided). Should more than
two interims be performed, the onesided significance level 0.001 will
continue to be applied to the interim dose-placebo comparisons, and the
significance level applicable to each dose at the final analysis would be
determined using the Haybittle-Peto spending function via East.
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A X2 kD% . Kaplan—Meier estimates of cumulative incidence at 36
months.

/NY— Kt : Cox proportional-hazards model, and all reported

P values are two-sided.
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Supplemental Figure S1 - Trial Consort Diagram

Randomized
(n=21,162)

Ticagrelor 30 mg bid (ne70 Ticagrelor 80 mg bid (n=7045) Randomized to Placebo (n=7067)
* Recewed atleast 1 dose (n6568, 99%) + Recewed ot least 1 dose (n=6958 99%) * Recenved at least 1 dose (n=6995, 99%)
* Never received a dose (n#62) * Neverreceived a dose (n+87) » Never received a dose (ne71)

P dne r dre

(n=1,496,21%)
« Due lo adverse event (n+784)
« Due o patent decision (n=580)

(n=2.233,32%)

« Due 1o adverse event (n=1434)
* Due fo patent decrsion (n=659)
« Due to protocol issues (n=67)

* Oter (n=43)

(n=1,959, 20%)
« Dueto adverse event (n=1257)
+ Due o patent decssion (n=635)
« Dwe to protocal issues (n=61) * Due 1o protocol ssues (n=61)
* Other (n=46) * Other (n=61)

I I I

Died during follow up™(nw334, 4.7%) Died during follow up™'(nw297, 4.2%) Died during follow up** (nw331, 4.7%)
Withdrew Consent (n=52,0.7%) Withdrew Consent (n=50,0.7%) Withdrew Consent (n=52, 0.7%)

* Vital status known (ne48) * Vital status known (n=46) * Vital status known (n=47)

« Notlsted a5 dead n regsty (n=3)  Not ksted a5 dead n regsty (n=2) « Notlisted as dead i regatry (n=4)

* Vital status not searched (n=1) * Vital status not searched (n=2) * Vital stalus not searched (n=1)
Lostto Follow-up * (ne3, <0.1%) Lostto Follow-up (n8, <0.1%) Lostto Follow-up (n=1, <0.1%)

Included in Primary Efficacy Analysis (n=7050) Inchuded in Primary Efficacy Analysis (n=7045) Included in Primary Efficacy Analysis (n=7067)
Included in Primary Safety Analysis (ne6988) Inchuded in Primary Safety Analysis (ne6958) Included in Primary Safety Analysis (ne6996)
y drug .  dug + Excluded because never receved shady dug

(n=87) (n=T1)

(n=62)
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most patients began treatment with ticagrelor after an interruption
in dual antiplatelet therapy, since most patients were enrolled close
to 2 years after myocardial infarction, and patients were not
necessarily excluded from the trial if they had had an intervening
bleeding episode or cardiovascular event (except a recurrent
myocardial infarction)
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