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AstraCharnwood

cyclopentyltriazolopyrimidinesCPTPs

ADP P2Y1>
ADP
ACS 2010 12
2011 7 PCI CABG
ST ST
2016 9 100
1
2015 9 2016 2
n PLATO
ﬁ *
n PEGASUS
2016 9
4,
90mg
PCI ST ST
2
60mg
1
65 2
ST ST
180mg 2 90mg 1 2
1 60mg 1 2




(1) P2Y:,
2)
CYP2C19
CYP2C19
8.8%
3) * "
8.1%
*PCI ST ST
(4) * 7
11.7%
* ST ST
©) *
36
60mg 7.8% 9.0%
(6) ST
7
46  11.9%
2.6% 9 23% 8 2.1%
46  13.2%6
10 2% 9 2.6% 7 2.0%
i PLATO
18.9%
2.1%
I PEGASUS *
34.5%
5.4% 332 4.8% 254 3.7%
PLATO PEGASUS
[1%] [3.6%)]
3 10%

VIIL

CPTPs

PLATO
8.6% CYP2C19
12
10.2%
PLATO 12
9.8%

0.84 95%CI0.77-0.92 p<0.001 Cox

7 PEGASUS

0.84 95%Cl 0.740.95 p<0.01 Cox

ST
387 147 38.00
18 4. 12 3.1% 10
349 139 39.8%
18 5.2% 12 3.4%

9,235 1,746

314  3.4% 225 2% 195

6,958 2,403
593 8.9% 373
197 2.8%



1)
60mg

® 90mg

(2)
BRILINTA® ticagrelor Tablets 60mg
BRILINTA® ticagrelorTablets 90mg

3
Brilliant Antiplatelet
2.
)
(JAN)
@

Ticagrelor (JAN)
ticagrelor (INN)

®)
-grel

, N )
HO OH sz_ N Y

Hoy JoHN—/ A A
o- "_, N .I"'NH v
/--—-./ M \N//
HO H H

HgC—\\_S F\/:( F

Ca3H2eF2N6O4S
522.57



(1S2S3R,59-3-(7-{[(1 R, 29-2-(3,4 ) | }-5+(

3H-[1,2,3] [4,5d] -3- )-5(2- ) -1,2
(1S,2S.3R,59-3-(7-{[(1 R,2S)2-(3,4-Difluorophenyl)cyclopropyl]laminos-(propylsulfanyl}3H-
[1,2,3]triazolo[4,5d]pyrimidin-3-yl)-5-(2-hydroxyethoxy)cyclopentang, 2-diol

AZD6140

7. CAS
27 4933



1)

)
20+5°C

(mg/mL)

0.016

pH1.2 0.009

pH4.5 <0.006

pH6.8 <0.006

14

74

490

®3)

(4)
136.5 138.5°C

(5)
pH

(6)
>4.0

()



(1)

25°C 60%RH LDPE  /HDPE 60
30°C 75%RH LDPE  /HDPE 60
20°C 7506RH LDPE /HDPE 6
50°C b LDPE /HDPE 6

120 Ix hr
b b

200W h/m?

LDPE Low densitypolyethylene
HDPE High density polyethylene

3.




1)
60mg 90mg
60 90
T T
— =y
8.1mm 9.2mm
3.8mm 4.6mm
0.21g 0.31g
)
®3)
60T 90T
1)
60 mg 90 mg
1 1
60mg 90mg
)
60 mg 90 mg
D- D-
400 400




®3)

HDPE High density polyethylene

3.
4,
PTP
25°C 60%RH 36
HDPE
PTP
30°C 75%RH 12
HDPE
PTP
40°C 75%RH 6
HDPE
50°C b HDPE 6
40°C 75%RH 6
120 Ix hr
b b
200W h/n?
90 mg




10.

11.

12.

13.

14.



90mg

PCI
60mg
1
65
PLATO
n
n
PLATO
PLATO
12
PLATO
n
2

ST

ST

ST

¢

PLATO

ST

10

KaplarnrMeier

ST

=

PLATO

PCI

ST

PEGASUS



65 2

ST ST
51 P2Yi,

52 17. 11.

5.3 PCI

PCI

54 65 2

60mL/min 1

55 1 60mgl 2

17.1.3

5.6
52

51

ST ST
51 P2Yi1,

5.2 PCI

53 PCI
PCI

11




54

55

56
5.1

52

V.
PEGASUS

60mg1l

2

12

7 PEGASUS

3.
D5132C00001

60mgl
®)

2



ST ST
180mg 2 90mg 1 2

1 60mg 1 2

ST ST
i " DISPERSE DISPERSE?2
PLATO
n PCI
i n n
PLATO
90mgl 2
PEGASUS PLATO n DISPERSE
" 90mg 60mgl 2
PEGASUS 90mg 60mgl 2
60mg
90mg 60mg 90mg
60mg
60m PEGASUS
60mgl 2

13



7.1 81 100mg/
7.2
7.3
7.1 PLATO i
PEGASUS 75 100mg/ 75 150mg/
1 1 81mg 100mg
81 100mg/
7.2
7.3 PEGASUS
47

14




1)

D5130C05266 3 50 100 200 300 400
[1] 600mg
D5130C05267 3 100 300mg
[1] bid
D5133C00001 3 90mg
[2]
D5130C00065 7
45 90mg bid
" 75mg qd
[31[4] 75 100mg qd
4
139 118
D5130C00030 7
RESPOND LD 180mg MD 90mg bid
LD 600mg MD 75mg qd
[5]16] 75 100mg qd
:28 14 x2 98
D5130C00048 7
OFFSET
LD 180mg MD 90mg bid
[71[8] LD 600mg MD 75mg qd
75 100mg qd
6 123
D5130C00008 7
DISPERSE 50 100 200mg bid 400mg qd
75mg qd
[9] 75 100mg qd
:28 200
D5130C00002 n ST
DISPERSE?2 LD 270mg
MD 90mg 180mg bid
[10] LD 300mg MD 75mg qd
75 100mg qd
4 12 990
D5130C00027 i
PCI LD 180mg MD 90mg bid
7 LD 300mg MD 75mg qd
[11[12) 75 100mg qd
ST 6 12
ST 801 723
D5130C05262 i
PLATO ST LD 180mg MD 90mg bid
[13][14] LD 300mg MD 75mg qd
ST 75 100mg qd
6 12 18,624
D5132C00001 i
PEGASUS 1-3 90mgbid 60mgbid
75 150mg qd
[16][17] 12 38
21,162 903
LD MD bdl 2 qdl1 1 PCI

15




ST ST
180mg 2 90mg 1 2

1 60mg 1 2

2)
ST ST
1) 1l D5130C00027[11][12]
PCI ST ST
75 100 mg/ 90mgl 2
180 mg 75mgl 1 300 mg
801 723
401 400
363 360 6 12
12 10.2% 8.1%
12 10.3%
8.5%
12 11.2% 8.4%
12 10.%%
8.5%
387 147  38.0%
46  11.9% 18 4.7% 12 3.1% 10 2.6% 9 23%
8 2.1% 349 139 39.8%
46 13.2% 18 5.2% 12 3.4% 10 2.9%
9 2.6% 7 2.0%
2) 1] D5130C05262[PLATO ] [13][14]
ST ST
90mgl 2 180 mg
75mgl 1 300 mg
PLATO 18,624
864 9,333 1,014 9,291 12
9.8% 11.7% 12
16% 1.9% NNT=54
11.6% 11.2% 1.04
95% 0.95 1.13
16.1% 14.6% 1.11 95% 1.03 1.20

16



3)

PLATO 18,624 13,408
13,408
6,732 668 6,676 12
10.8% 16%
9,235 1,746 18.9%
225 2.4% 195 2.1%
1N PEGASUS [16] [17]
13
2
1
PEGASUS 21,162 903
90mgl 2 7,050 60mgl 2
48 90 mg 28.1
60mg7.8 9.0%
0.72 95% 0.29 1.79
60 mg
60 mg 2.36 1.1% 2.32 95%
60mg 4.3 1.2%
5. 5.5
6,958 60mg 2,403
593  8.5% 373
3.7% 197 2.8%
299 60mg 146 48.8%
47 15.7% 28  9.4% 27

17

7,045

569
8.%%
1.7%
314 3.4%

65

7,067
60 mg 29.2 30.3
36
60 mg
16% 1.27%%

60mg 3.3% 4.0%

1.68 3.21

V. 1.

332  4.8% 254



®3)

1) D5130C05266[1]
50 600mg

3
40 20 20

(1) 20 45

(2)BMI 18 30kg/n? 50kg

3) 12

A 50 200 400mg
B 100 300 600mg
A 50mg B 100mg
5
10 4
21 %3 5
S 7 14
22
1 400mg
50mg 100mg 1 1 100mg
12 QT
VI. 2. (2) 3)
n -b
ST ST
180mg 2 90mg 1 2

1 60mg 1 2

18




2) D5130C05267[1]
100mg 300mg 1 2
3 2 2
36 36
)
(2) 20 45
(3) BMI 18kg/n¥ 28kg/nt
(4) 50kg
(5) 12
36 18 100mg 1 2 A
300mg 1 2 B
B
1 10 10 4
4 9 1
8 1 10 4 9 6 1
2
3 28 13 3 10
5 10
100mg 300mg 1 2
3 22 56
18 100mgl 2 9 15 300mgl1 2 9 32
3 100mg1 2 2 2 300mg1 2 1 1
4
2
1 300mg1 2 1
300mg1 2
10 11 1
11 1
12 QT
VI. 2. (2) 3)
n -d
ST ST
180mg 2 90mg 1 2

1 60mg 1 2

19




(4)

1) I D5130C0M08 DISPERSE [9]
50 100 200mg 1 2
400mg 1 1 75mg 1l 1
40 200
@) 1
a. 50%
b. 3
C.
PAOD
PAOD
d. 50%
e. 3
f. 3 50% TIA
(2) 2 75 100mgl 1
(3) 25 85
) 3 TIA
)
3)
4 4
®)
(6) TIA
(7
(8 7
1 40 5 50 100 200mg1 2 400mg1 1
75mgl 1
2 28
75 100mg 1 1
14 28 7
THEERAR g

FAHZLOIL 100mg( 50mg 1828)
FAILOIL 200mg(100mg 182E)
FHZLOL  400mg(200mg 192@) S% =40
FhZLOlL  400mg(400mg 1E1E)
JOERZLIL 75mg 1818

Visit 1 Visit 2 visit3 | | visita |Vt visis | | visit e | VISt | 7-Day
4a 6a Follow-up

\ | \ \ | \ \
3tol4days [Day1| [Day7| [Day14] [Day21]  [Day28]  [Day3s5]
prior to Visit 2

[
>

FAEUY 75~100mg 181E

20




Major bleeding 400mg 1 1 1
Minor bleeding 82
92% 7 8% Minor bleeding
5 10%
10%
12 QT
VI. 2. 2 3)
° -a
DISPERSE

Major bleeding

20g/L
Minor bleeding

ST ST
180mg 2 90mg 1 2

1 60mg 1 2

21




2)

D5130C00002DISPERSE2  [10]

ST 90 180mg 1 2
75mgl 1
ST 990
(1) 48 ST 10
a b 1
a.
- 24
1 T | CK-MB
- CK-MB
24 CK 2
b. 2
-0.5mm 0.05mV ST
-20 1mm 0.1mV ST
-1mm 0.1mV T
(2) 18
(1) 20 ST
(2) ST 48
3) 48 PCI
48 PCI
(4) 48 50%
90mg1l 2 180mgl 2 75mg
1 1 4 8 12
270mg
300mg
75~100mg 1 1
Visit 1
PN Bk Visit 2 Visit 3 Visit 4 (igllég‘h"gg‘g
I T I T T
lamEEN S Da‘y 1 4 wtleeks 8 Wl‘aeks 12 wleeks FinalI Visit
BAARNSR TEIEAIL (Day 29) (Day 57) (Day 85) +7days
FBEEHARS (4~12 weeks) -
FAEUY 75~100mg 181@ :
( FHILOL  90mg 1828+ 2708 RILIL PSR | n=330
FHFLOWL 180mg 182E*+ 70 RFLIL PS5l | n=330
L JOERZLIL 75mg 1B1E°+FAZLOL FS5ER n=330
a) 165 270mg
b) 300mg

22




4

Major bleeding Major bleeding

Minor bleeding

90 mg 9.6% 180 mg 7. ™% 8.0%
75mg 1 1 Minimal
bleeding
90mg

180mg 35 10% 51 16% 21 6%

R-R
VI. 2. 2) 3)

° -a

ST ST

180mg 2 90mg 2

1 60mg 1 2

23




(®)

[31[4]

1) D5130C00065
2 45
90mg1l 2
75mgl 1
139 118
(1) 20 80
(2
- 3 PCI
- 3
() 2 75 100mg1 1
1) 3 TIA
2 TIA
3) 14
(4)
) 2
(6)
(7)
8)
45 0mg 1 2 75mg 1l 1
2
75 100mg 1 1 4
FAHILOL 90mg 182E (h=45)
FAZLOl  45mg 1H2E (n=45)
ORI LI 75mg 1B1E (n=45)
A
FAEU VS
>
@ BAMERS ® AR 7+0—7 v 7HI
| |
\ | | | | |
Week-2 0 1 2 4 8
Visit 1 2 3 4 5 6
®:28 @ #ERL
VI. 2. 2) 3)

24




45mg

56.0% 28/50

47.8% 22/46 90mg  74.%%6 32/43
17.%% 8/46 45mg  26.0% 13/50 90mg 32.8%6 14/43
3  90mgl 45mg2
45mgl
PLATO Major bleedingDISPERSE Major bleeding
45mg 1 PLATO Minor bleeding
PLATO Minimal bleeding
DISPERSE Minor bleeding 45mg  26.0%
21. %% 90mg 39.%%
12
PLATO DISPERSE
CEC
CEC
ST ST
180mg 2 90mg 1 2

1 60mg 1 2

25




2)

n 1] D5130C00027[11][12]
PCI ST
ST
PCI 801 723
(1)20
(2) ST ST
PCI
24 10
a. 2 Imm 0.1mV ST
b.
C. 3 2
0] ST 2
-2 1mm 0.1mV ST
-2 1mm 0.1mV ST
(ii) 2
- | T CK-MB
1
- | T CK-MB
(i) 1
- 60
- CABG
- 2 50%
- 50%
0.9
- Cockcroft Gault
60mL/min
1)
30 14
(2) PCI
3) PCI
(4)
(5) 24
ST
(6)
180mg 90Omg 1 2
300mg
75mg 1 1
24 6 12

26




) ) TRER BN U T 4 )

WZLD Hele RRE SN D kbR LA D KB

A E Y |
[ 1 f \ [ 1
Kbe 9 ERFMED

Kbt 1l KBe2 KBe3 kbra4 KBes KPi6 b7 KPE8 BEHKTH »okpr®

| | | | | | | | | |

[ I | | [ | [ | [ |

BRRENS 1hBk  20B% 3nB%  4nBk ShA®  6hB%  9nAk 1258 g;"fﬁg’&
248MLA +58 +58 +58 +58 +58 +58 *108 *108 aoéh

FhZrnrioomgl B2E+ 7 K7 L7 FkAK 1A1E (4014§'J)|

FhZLvanr7FER 1028 + 7R ’/'l/IL7SmgllJllEJ(400f57'l)|

a 789

12

PLATO Total Major bleeding

(i)
- Total Major bleeding CABG Major bleeding
Major bleeding PCI CABG Major
bleeding Major bleeding
- Minor bleeding
- Major bleeding Minor bleeding CABG
PCI CABG

- Minimal bleeding
(i) 12

(i)
(ii)

(iii)
(iv)

36
25 12 10.206 8.1%
1.47 95%CI 0.88 2.44
10.3% 8.5%
1.44 95%C1 0.85 2.43

27




FHZLab 90mg 1 H 2 [F] yabt’RZLsv T5mg 1 H 1 [HE =R
¥ (M | KM%/4E e A~ | KM%/A4R (95%{Z HX [H])
£ e 401 36(9.0) 10.2 400 25(6.3) 8.1 1.47(0.88, 2.44)
HANBE 363 34(9.4) 10.3 360 24(6.7) 8.5 1.44(0.85, 2.43)
KM KaplanMeier
Cox
KM %/ KM KaplanMeier 12
16 12 12
4.8%
FHY L 90mg 1 B 2 8] ZaE R L0 T5mg 1 H 1 [E] AP =R
363 fi 360 fi (95%{FHER)
A~ (%) KM%/ £ A M (%) KM%/
EA~UE 16(4.4) 1.9 12(3.3) 1.8 1.34(0.63, 2.83)
BRI DG E 4(1.1) 2(0.6)
Rz ep 9(2.5) 6(1.7)
Ll 3(0.8) 4(1.1)
KM KaplanMeier
Cox
KM/ % KaplanMeier 12
PLATO
10.320/ PLATO
9.8%/ PLATO 13.0%/
8.5%/ PLATO
11.720/ 16.246/
PLATO PLATO
36 31 12
10.9%vs 10.% 1.17 95%CI 0.73 1.90
PLATO

4.%%

28




PLATO Total Major bleeding
Total Major bleeding 40 11.2KM%/ 26
8.4KM%/ 1.54 95%CI 0.94 2.53 34
10.5KM%/ 24 8.5KM%/ 1.41 95%CI 0.83
2.38 Major bleeding PLATO
PLATO
PLATO Major bleeding Minor bleeding
1.72 95%Cl 1.23 2.40
CABG Major bleeding 2.1% 1.3% CABG
Major bleeding 8.3% 5.8%
Major bleeding 3.6% 2.%
Major bleeding 0.5% 0.8%
VS
11.9%vs 15.%% 23.8%4vs 29.%%
5.70vs 8. %%
6.7 2.6%
13.%% 11.8%
3 R-R
13.%% 8.2%
2/3
3%
6.7% 5.3%
1.3% 1.3%
31
51pumol/L 10 17pmol/L
5.7 6.8%
387 147  38.0%
46 11.9% 18 4.7% 12 31% 10
2.6% 9 2.3% 8 2.1% 349 139
39.8% 46 13.2% 18
5.2% 12 3.4% 10 2.9% 9 2.6% 7
2.0%
VI. 2. 2 3)
° -b
ST ST
180mg 2 90mg 1 2

1 60mg 1 2

29




] PLATO D5130C05262[13][14] 15
ST ST
ST ST
18,624
(D) ST ST
24
10
a. 2 1mm 0.1mV ST
PCI
b. PCI
C. 3 2
(i) ST 2
- 2 Imm 0.1mV ST
- 2 Imm 0.1mV ST
(ii) 2
- | T 1
- CK-MB CK-MB
1
(i) 1
- 60
- CABG
- 2 50%
- 50%
0.9
- Cockcroft Gault CrCL
60mL/
(2) 18
(1)
6
30
(2) PCI
3) PCI
(4)
(5) 24
ST
(6)
24
180mg 90mg 1 2
300mg
75mg 1 1
6 12

30




EEREMIFRICLUT

REDTR BEINDMEE BADFER
ld A ™ KA\ s = N
1 |
a | 1 #PBz 6 EAED
5 1 ) P 3 P 4 i;EES} mstrRE | | RehRE’
| I I I | I T
| \ | | | | \
BIRRENS 1nH% 3nAk (= 9nBE 1208 BSETHER
24RELlm £108 +108 +108 +108 +108 +11A
> +108
n=9,333
< FAZLOL 90mg 1828+ 20 RZLIL FS5ER 1818 ——P

2a¥RILIL 75mg 1B1E +FAZL O FS R 1828—P
n=9,291

2 i OREREITENCEU T, STOMNENBE T 515 SH TEMRB L. Tl (6n71) , FHS (90 F4) LBHER6 (120A8) [CRETE Uz,

A OR ESRERE TIE, BSEEFe AMERETE Y . J00& ICEHRED S DFFREHMERT .

BEHICHREDE UL EIC DV T I, SRR 5 0P R SRR B O OGRS L. LIEERFR A U 0 —ILICHE - TEE LTz,

C FHILOLNOSHEME 180mgHEiES LIz, PODETHRERS T 5240 &8 2 TWSEE. F07 L 0JL 90mgDEE AR = BiEs Lz,
BUEREMEES < PO AR L TEER T, SEUERR TSRS NICHEEOES, FHIUOILAEMAE 180mgERSLE,

d WEREEHICZOERTLILRSERFTVEEBREERNLT. 0 RILILNBREAE 300mgeER SU L. PCI BITTEAT 2. MIFASHH
SOMEICIRL < SR ETEGOUWRCE Y, ENTAFEAR 300mgh I ORI LILERSTE LR,

=2

Total Major bleeding

0]
(if)
(iii)

(iv)
v)

CABG Major bleeding Major bleeding
CABG Major bleeding
Major bleeding
Minor bleeding CABG Minor bleeding Minor
bleeding PCI CABG Minor bleeding

Minor bleeding
Major bleeding Minor bleeding

12

0.84 95%CI 0.77 0.92

p=0.0003 12 KaplanMeier
9.8% 11.%% 16%
1.9%

31




13 4 FHILOLE [864/9333]
12 | 777~ R [1014/9201] 1_1.67%
1 4 o
10
9 4
8 4
5
3 64
£ 54
E o,
3 4
2
14 HR  95%Cl pili
04 FAZLOILEvs 7OEF L LE 0.84 0.77,0.92 <0.001
0 60 120 180 240 300 360 (H)
EBEREPSOHRE
Mumber at risk
FhILONEF 9333 8628 8460 8219 6743 5161 4147
JOERTLIVEE 9291 8521 8362 8124 6650 5096 4074
Kaplan-Meier
PLATO
21%
1.1% 0.79 95%CI 0.69 0.91 p=0.0013
16% 1.1% 0.84 95%CI 0.75 0.95 p=0.0045
1.3% 1.1% 1.17 95%CI1 0.91
1.52 p=0.2249
1 30
12% p=0.0446 1 30
31 360
19% p=0.0008
12
PLATO
FHALO)-90mg 20O F J 111 T5mg
" . 1823 1818 It
w5 E#E == == (953 CT) piE
e I I S e T
1~308H 9333 443(4.7%) 48% 9291 502(5.4%) 5.4% 0.88(0.77.1.00) 0.0446
31—3600 B 2763 413(4.7%) 5.3% 3688 S10¢5.9%4) 6.6% 0.80£0.70,0.51) 0.0008
p Cox
KM %/ KaplanMeier
1 30 31 360

Cl

KM KaplanMeier

32




Hazard Ratio
(5% C

e I il
i
TEIPE N A O Stam R B 18,624
HEE i
<B5H 10643
s 3 g
<758 15744
=758 & 2,678
3
L3 —— 13,335
403 5,784
it |
BA - 17,077
R 720
FIF M b 1,09
EarhiL] ol
BMI
I0kg/misM - 13,354
30kg/mLL_F 5174
SEMCPEE (R
Bt B2kgEM it T kg ER - 9,001
Bt 82kl b/t T kgl b — 9,567
E
FUAPIA—A RFUFP ] 1714
T R b 1,237
B PR T T U 2 —u- 13,859
1k 4 1,514
RER
=L » 13,962
= — 4562
FESNTUTRAR0EE
L Lart 13408
BT 5216
CYPIMREIEA NERE i
=L - 16717
i) 1,907
/R b/ 0 afe ] HE T < )
=L » 13,562
i) * 5062
ACERSZER A MIEREI
oL . 8102
= o 10,522
“gm LiE + 3112
NSTEMI —— 7955
STEMI 7,026
FDfth % b A8g
T T T T T T T T T T T
05 1.0 20
FHFUOLNBETES J0EETLILBETES
PLATO
ST ST
CYP3A ACE
ACE BMI Cl CYP3A
STEMI ST

12nA &I HR (95% CI)
HIFBKMZ*
a8 117 084 (0.77, 0.92)
7.2 8.5 0.85 (0.74, 0.57)
122 1ed0 0,83 (0.74, 0.94)
86 104 QB2 (074 091)
a8 1832 0.94 (0,78, 1.12)
92 1 0.85 (0.76, 0.95)
1.2 132 0.83 (0.71, 0.57)
95 1.z 0.85 (0,77, 0.94)
130 195 Q.63 (032, 1.23)
125 1448 0.87 (0.62, 1.21)
144 214 0.63 (0,23, 1.21)
104 1149 0.85 (0.77, 0.95)
89 108 0.83 (0.69, 0.99)
1.4 125 0.93 (0.22, 1.05)
22 108 0.76 (0.67, 0.87)
114 148 0,80 (0.51, 1.04)
152 179 0.85 (0.65, 1.13)
28 110 0.80 (0.72, 0.90)
1.8 9.6 1.25 (0.93, 1.67)
24 10z 0.83 (0.74, 0.92)
144 16.2 0.88 (0.76, 1.08)
29 105 0.84 (0.75, 0.94)
120 143 0.85 (0,73, 1.00)
97 s 0.84 (0.77, 0.93)
104 124 0.85 (0.65, 1.12)
97 119 0.82 (0.74, 0.92)
100 111 0.90 (0.76, 1.07)
9.4 106 090 (076, 1.03)
101 125 081 (072 091
8.6 9.1 0.96 (0.75, 1.22)
1.4 1349 0.83 (0.73, 0.54)
a5 1ol 0.84 (0.72, 0.98)
a1 147 0.58 (0.24, 1.00)
P4503A NSTEMI

ST
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FhT Lo 90 mg 20EFT LI Tamg

182E 1818

93334 9291 #
Bl R OEHEIE B ARV ERE KM%BE AR2rRE KM%WE NHF—FH piE

i (%) Pl (%) (95% CI)

1) W LB OIEE 560 (8.5%) 39% 668 (10.0%) 10.6% 0.84(0.75, 0.94) 0.0023
(HRAE Bt A b
(i) EC (3 E (WEREMEO 901 (9.7%) 102% 1065 (11.5%) 123% 0.84(0.77.0.92) 0.0001
LOER)

[ B 1290 (13.8%) 14.6% 1456 (15.7%) 16.7% 0.88(0.81.0.95) 0.0006
LAREEE (BAEREC i< ) 504 (54%) 5.8% 593 (6.4%) 6.9% 0.84(0.75, 0.95) 0.0045
A i BT 353 (3.8%) 4.0% 442 (4.8%) 51% 0.79(0.69, 0.91) 0.0013
g 125 (1.3%) 1.5% 106 (1.1%) 1.3% 1.17(0.91, 1.52) 02249

(v) L GEE &) 300 (4.3%) 4.5% 506 (5.4%) 5.9% 0.78(0.69, 0.89) 0.0003
a 6732 6676
Total Major bleeding
PLATO Total Major bleeding
Major bleeding Major bleeding
1.04 95%C1 0.95 1.13 p=0.4336
%)
15 4 FHHLOLRE [961/9,235]
- = =~ JOEFSLE¥ [929/9,186]
10 H
7
i1
®
#®
R 54
HR 95%CI pfil
o4 FHZLOIVE vs 7OEFFL /LB 1.04 0.95, 113 0.434
6 slo 12|0 1&0 2:10 360 3&0 (g)
BICERELHRSESh THOOHIRE
Number at risk
FHILOLRE 9235 7248 6826 6545 5129 3783 3433
JOERFLIVEE 9186 7305 6930 6670 5209 3841 3479
Total Mejor Bleeding
CABG Major bleeding 6.7% 7.1%
CABG Major bleeding 3.% 3.3%
Major bleeding 7.% 8.1%
Major bleeding 0.3%
0.4%

bleeding CABG
bleeding

Total Maj

orbleeding

Total Major
Total Major
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68.6% vs 66.6%
6.5% 12.0%
13.846vs 2/1%
4. %% 3.8%
0.5% vs. 0.02%6 0.6% vs
0.6%
9,235 1,746 18.9%
314 3.4% 225 2.4% 195 2.1%
DNA 10,285
CYP2C19
12 CYP2C19
1,384 8.6 CYP2C19 3,554 8.8
CYP2C19
PLATO
Major bleeding
5 g/dL 15%
4
Major bleeding
3 5g/dL 9% 15%
2 3
Minor bleeding
Minimal bleeding
ST ST
180mg 2 90mg 1 2

1 60mg 1 2
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Il PEGASUS D5132C00001 [16] [17]

1 3
21,162 903
Q) 50
2
[
]
1-3
65
2 1
2
50%
[
]
CockcroftGault
60mL/
3)
75 150mgl 1
(D) ADP
(2)
3)
4)
©)
(6)
60mgl 2 90mgl 2
12 48
—{ =44 L0JL%mel B2 1n=7050 ~
WAER -
BNt ‘aﬂﬂjfﬁbuwsomglazﬁ 1=7045 _
1:1:1 ]
4.‘—)’5127#%‘ n=7067 h
s Trapry, PACCORER enAltdmskdR ER6ER 14-288F]
?sﬁgﬁgemg-ﬁz&#ﬁi_i
CSED 12 1360
(common study end date)
TIMI Major bleeding TIMI
Major Minor bleeding PLATO

Major bleeding
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0)

(i)
(iii)
(iv)

v)

(vi) TIMI Major
bleeding
(vii)
(viii) EQ-5D
90mg 60mg
36 KaplanMeier
90mg 7.8% 60mg 7.8% 9.0%
90mg 0.85 95%CI 0.75 0.96 p=0.0080 60mg 0.84 95%CI
0.74 0.95 p=0.0043
(%)
AL [ pepp—— FHHL0LO0meRY [493/7050] . 9.0%
10 4 FHYLOIVE0meRE [487/7045] T
------ TR AFH[578/7067] LT
g4 - - 7.8%
- 7.8%
8 4
7 4
2 o
% 54
=
EE
3 4
24 HR  (95%Cl) pfl
14 FHILOLO0medE vs 75 tABF 0.85 (0.75, 0.96) 0.0080
FHILOLE0meEE vs 75 tAE 0.84 (0.74, 0.95) 0.0043
04 T T T T T

T T T T T T
0 120 240 360 480 600 720 840 960 1080 1200 1320 (H)
EER{LPSOHARE
Number at risk

FHIL-OILO0mgEE 7050 6951 6851 6769 6703 6345 5921 4951 3651 2038 692
FHhI7LOIE0megE¥ 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
st 7087 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
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36 KaplanMeier
90mg 2.%% 60mg 3.3% 4.4%
(%)
59 [- - - = =5 oneomentleaoa]
FHLOME0meaE[8/301]
—————- 75tA[11/300] |_ """"""""""" 4.4%
41 ;
i
1= ! 3.3%
R 7
1 !
P o mmmmmem==-- 2.5%
i i |
= )
-1
' I
S il HR  (95%Cl) pif
FhILONIOMEHE vs FF1AKEE 0.54 (0.20, 1.46) 0.2243
FHILONE0meHE vs FFHABF 0.72 (0.29, 1.79) 0.4758

T T
600 720

T
960

12I00 (8)

480 840 1080
EEALPSOHIRE
Number at risk
FHZLOILO0MERF 302 299 296 296 296 249 210 168 114 33 ]
FAHILOLGOMeEF 301 297 294 291 289 250 215 180 126 41 1]
TR 300 297 294 293 290 245 204 166 11 37 0
90 mg 60 mg
60 mg
FAFLON%mg1B2E FhYLOLGImg1 B2E ISR
AR+ KM% NnHF—FH p i ARk KM% NHF—FH piE A~ KM%
FHEFE (95% Cl) REFE (95% CI) LG
o, Libar 2 0| 7050 i 7045 fl 7067 f
B B > b (| 493 (7.0%) 7.8% 0.85(0.75.0.96) 0.0080 (s) | 487 (6.9%) 7.8% 0.84(0.74.095) 0.0043 (s)| 578 (8.2%) 9.0%
B, L, REA)
Lot B FE 182 (2.6%) 29% 087(0.71,106) 0.1547 174(25%) 29% 083(0.68,1.01) 00676 |[210(3.0%) 34%
L GERE MDA 326(46%) 5.1% 100(086.116) 0.9851 289(41%) 47% 089(0.76.104) 01350 [326(46%) 52%
B A AMRAT 3 S 302 i 301 f 300 ]
e FlA b (D] 6(20%) 25% 054(0.20.146) 02243 8(2.7%) 33% 072(029.1.79) 04758 | 11(3.7%) 4.4%
B, LGEE, R
ALl FE 1(03%) 03% 3(1.0%) 1.6% 1(03%) 0.3%
FELC GER A7) 6(2.0%) 24% 6(20%) 27% 5(17%)  23%
KM% 36 KaplanMeier (s)
TIMI Major bleeding
36 KaplanMeier TIMI Major bleeding
90mg 2.6% 60mg 2.3% 1.1% 90mg
2.69 95%CI 1.96 3.70 p<0.0001 60mg 2.32 95%CI 1.68 3.21
p<0.0001
36 KaplanMeier TIMI
Major bleeding 90mg 1.7 60mg 4.%%

1.2%
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(%)

31 [= = == #5sronooment127/6988] - 2.6%
FH7L-ONE0megE¥ [115/6958] [
------ 7543 [54/6996] - = 2.3%
= .
2 L -
% i
S _
£ ] rl_a—' - [IVETE 11%
a5 7 __-r"'—__ = HR  (95%Cl) pf
]_—'_ I T FHFLONIO0mMeRE vs 75 £HEE 2.69 (196, 3.70) <0001
R - FHY1L-OL60meE vs 77 AR 2.32 (168, 3.21) <.0001
0 — '-l T T T T T T T T T T
0 120 240 360 480 600 720 840 960 1080 1200 1320 (H)
Number af risk BICHBREE ST THOOHAR
?L;V/'“ l/[DaJVgOmgﬁ 6988 5947 5496 5203 4983 4634 431 3571 2609 1528 540
FHIL-AILE0meRF 6958 8157 5719 5474 5263 4908 4514 3776 2843 1722 599
TR 6996 6536 6225 5997 5787 5444 5025 4192 3116 1817 634
TIMI Major bleeding
(%)
59 [= === sasoneomestiasz00]
e 4%
%
-}
Ei
1)
%
0 T T u T T T T T T T
0 120 240 360 480 600 720 840 960 1080 1200 (H)
BICRBREERSSh THEOHARM
Number at risk
FHTLONOOMgRE 299 268 253 244 238 198 169 137 93 33 0
FHTFLOING0mgEF 299 274 265 254 250 218 184 155 110 38 0
F5uARE 297 285 278 270 256 215 178 139 103 39 0
TIMI Major bleeding
TIMI Major Minor bleeding
36 KaplanMeier TIMI Major Minor bleeding
90mg 3. 60mg 3.4% 1.4%
90mg 3.05 95%CIl 2.32 4.00 p<0.0001 60mg 2.54 95%CI 1.93
3.35 p<0.0001
36 KaplanMeier TIMI Major
Minor bleeding 90mg 3.8% 60mg 7.% 1.2%
PLATO Major bleeding
36 Kaplan-Meier PLATO Major bleeding
90mg 4.0% 60mg 3.5% 1.4%
90mg 3.12 95%CIl 2.38 4.07 p<0.0001 60mg 2.57 95%CI 1.95
3.37 p<0.0001
36 KaplanMeier PLATO Major
bleeding 90mg 3.8% 60mg  7.6% 1.2%
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90mg 76.26
60mg 75.7%6 69.1%
90mg 2.3%
60mg 2.1% 2.%
90mg 21.7%%
60mg 21.5% 21.6%
90mg 60mg
90mg 18.%% 60mg 16.1%
8.5%
90mg 87.8% 60mg
91.8% 86.26 90mg 1.3%
60mg 0.7% 1.0% 90mg 17.1% 60mg
23. 706 18.26 90mg
7.4% 60mg 8.7 7.1% 3
6,958 60mg 2,403 34.5%
593 8.5% 373 5.4%
332 4.8% 254 3.7% 197 2.8%
299 60mg 146 48.8%
47 15 28 9.4% 27 9.0%
TIMI
Major bleeding
5g/dL
15%
bleeding
TIMI Major bleeding
48 4
Minor bleeding
3g/dL 5g/dL
9% 15%
Minimal bleeding
3g/dL
9%
ST ST
180mg 2 90mg 1 2
1 60mg 1 2
3)
i PLATO n 6 12
PLATO 246 i
201 n PEGASUS 12 38
90mg 28.1 60mg 29.2
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D5130C00014[18]

41

3
65 18 45
10 10 200mg
AUC Crnax 60% AR-
C124910XX 50% AR-C124910XX
ADP IPA 1 5% 2
80% 4 8 90% 12
75% 96% 78% 24
85% 65%
56% 44%
200mg
Cmax AUC AUCO-t ANOVA D5130C00014
T RRA R FhF Lol 200mg BE]
FAEBE FE Aot i A s
10 441 9 ) 10 {4 10 41
AUC THIE (FEERE) £194.4(2540.2) 9178.8(2741.4) 11172.9(7058.1) 12577.7(4193.4)
(ng+h/mL) BT O — 1.53 1.70 2.08
90 %= 4 P 1.29, 1.82 1.44, 2.00 1.76, 2.46
AUG,, THE (IR ERE) 6136.4(2515.8) 9064.7(2755.4) 11038.3(6891.8) 12344.0 (4029.7)
(ng+h/mL) BT — 1.53 1.69 2.06
90 %0 = 4 X — 1.29, 1.81 1.44, 2.00 1.75, 2.44
C e FIE (RERE) 727.7(320.3) 1123.0(325.5) 1274.9(596.5) 1744.0(584.9)
(ng/mL) DRl — 1.61 1.73 2.48
90 % (5 48 14 — 1.37, 1.89 1.48, 2.02 2.12, 2.90
18 45 65
a
ST ST
180mg 2 90mg 2
1 60mg 1 2




D5130C00015[19]

3
CrCL 30mL/min CrCL 80mL/min
10 10
180mg
Crnax AUC 20%
AR-C124910XX AUC 17%
Crnax AUC
ADP IPA
180mg AR-
C124910XX D5130C00015
T A—H R BLRRES BTERIOI
%5 DRSS 5% HBOTTF EHETEAE Yo
FER LR
FHTL o
Co (ng/mL) 10 1341.58 10 1093.87 0.815 0.558 1.191
AUC, ‘fJ:g'h_-mL) 10 9380.04 10 7545.52 0.804 0.533 1.214
C(ng 10 9584.16 10 T638.63 0.797 0.526 1.207
AR-C124910XX
C,.Mlng-'J:LL) 10 349.38 10 363.59 1.041 0.815 1.329
AL'C:,‘h.g-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 0.819 1.674
a /
[20
CrCL 90mL/min
s -1 =I‘/| — wo " . 1 90mg
- 4 187  —pOEot = Bl d 1 yegvs
- Woa". 1 90omg— & T™s 8 P2Y1, [PRUJ®
NS oy 9
AUC Crax 38% 51% AR-C124910XX AUC
Crax 13% 17%
AR-C124910XX
| 13 1 12 | 13
W o™ i
Crax (Ng/mL) 598.4 47.9 560.3 54.0 370.8 37.3
AUCop(ngn  /mL) 3256.1 52.5 3015.1 54.2 2188.8 22.6
tmax () 2.0 1.04.0 2.0 1.04.0 2.0 1.06.0
t12(h) 8.4 2438 8.2 16.2 8.3 14.9
AR-C124910XX
Crax (Ng/mL) 152.3 54.3 130.8 38.3 111.7 60.6
AUCop(ngn  /mL) 1144.2 36.2 1127.8 39.3 1000.4 33.2
tmax () 2.0 2.04.0 2.0 2.04.0 2.0 2.06.0
ti2(h) 7.4 2438 7.3 28.2 8.4 223
Cinax 8 AUCop O Ys |If 3 £ — -
tmax 8 tip
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13 1 12 13
IPAnax % 92.8 9.3 95.5 7.6 95.9 5.3
TIPAnax 40 2.0120 20 20120 20 2020
AUECo4sipa %0 h 2576.4 32.1 2550.3 27.3 2472.4 46.0
Emax % 92.1 4.3 105.3 10.4 101.3 10.4
EGso ng/mL 9.0 14 155 6.4 8.4 3.4
Gamma 1.1 0.2 0.7 0.1 0.7 0.2
PRUwn PRU 83.8 115.3 33.4 265.3 7.3 170.9
TPRUnn 2.0 2.012.0 2.0 2.04.0 2.0 2.06.0
AUECospruy PRUDN h | 12,440.0 26.2 12,577.2 30.5 7144.9 42.9
IPAmax & TIPAmax - 8 AUECO0-48,IPA 0
Yela8 7 #— & Emax 8 EC50 50% 8
Gamma © - : wm) L oo | & PRUnin P2Y:, & TPRUyin P2Yi, -
8 AUECq.spru 0 Y%|-48 3% —P2Yy -
" D5130C00016[21]
3
Child-Pugh A
10 10
90mg
Crnax AUC 12%
23% AR-C124910XX  Crmax AUC 17% 66%
90mg AR-
C124910XX D5130C00016
AT A R B FES A BT
ko HEPTEY Ll AT RHEEE 90 % 15 4H L H)
FIR LR
FhIal
Cus (ng/mL) 10 580.675 10 651.389 1122 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-C124910XX
Cpe (ng/mL) 10 158.965 10 186.207 LI71 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 1.229 2.243
a /
b 1 AUC

1 AUC

(6)

2)
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V1.

@)

ADP

P2Y1,

P2Y1,

cyclopentyltriazolopyrimidine§CPTP3

[22][23][24] [25] [26]

ADP P2Y1,
P2Y1,
-1 ENT-1
ENT-1
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