Optimal Antithrombotic Therapy After PCI in Japan:

Why We Are Going Our Own Way?
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History of P2Y, Inhibitors in PCI

Global

Ticlopidine 250mg bid

1990t 1

2000th Clopidogrel 300/600 mg loading
75mg gd maintenance

2013 Clopidogrel

Prasugrel 60 mg loading
10 mg qd maintenance

Ticagrelor 180 mg loading

90 mg bid maintenance

Japan

Ticlopidine 100mg bid

Clopidogrel 300 mg loading

75mg gd maintenance

Clopidogrel

Prasugrel 20 mg loading
3.75 mg qd maintenance

Goto S. Circulation 2019. Modified.



Stent Thrombosis of SES
ARC Definite ST
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Between 30 Days and 5 Years
Slope 0.26% / Year
0.34% at 30 Days

Incidence (%)

0 365 730 1095 1460 1825
Days after PCI

ays a r
Cumulative incidences 0.34% 0.55% 0.76% 1.03% 1.33% 1.6%
N of events 44 70 93 121 146 164
N of patients at risk 12812 12627 11967 10813

Kimura T, et al. Circulation 2012;125:584-591.



Historical Comparison of the 30-day Outcomes in PCI patients
between CREDO-Kyoto Registry Cohort-2 and Cohort-3

Major Bleeding (GUSTO moderate/severe)

Myocardial Infarction/Ischemic Stroke

10%
8 Cohort-3
c - .
< Clopidogrel 75mg QD (95%)
2 — Cohort-2
© Ticlopidine 100mg BID (88%
L sy p g BID (88%)
© Log-rank P=0.1
g Adjusted HR 1.15, 95%CI 0.96-1.37, P=0.13
>
@) r'_f
0%
0 5 10 15 20 25 30
Days after PCI
Interval 0-day 7-day 14-day 30-day
Cohort-3
N of patients at risk 13258 12857 12744 12602
Cumulative incidence 1.4% 1.8% 2.2%
Cohort-2
N of patients at risk 12161 11843 11742 11638

Cumulative incidence

1.2%

1.6%

1.9%

Cumulative Incidence

10% Adjusted for
_ Cohort-3 J .
] % those factors affecting
Clopidogrel 75mg QD (95%) bleeding:
__  Cohort-2 demographic factors,
. . radial approach
1 BID 9 ’
5% Ticlopidine 100mg BID (88%) bare-metal stent use,
aspirin dose,
oral anticoagulants use,
cilostazole use,
Log'rank P<0.0001 PPl/HZ blocker use, and
0% 1 Adjusted HR 1.31, 95%CI 1.15-1.48, P<0.001 | DAPT discontinuation.
0 5 10 15 20 25 30 Not adjusted for
Days after PCI the P2Y12 inhibitors
Interval 0-day 7-day 14-day 30-day
Cohort-3
N of patients at risk 13258 12631 12531 12382
Cumulative incidence 3.6% 4.0% 4.6%
Cohort-2
N of patients at risk 12161 11709 11614 11499

Cumulative incidence 2.6% 3.1%

3.6%

Japanese dose ticlopidine compared with global dose clopidogrel was associated with lower risk for major bleeding without increased ischemic risk.

Natsuaki

M, et al. Circ J. 2021.



History of P2Y, Inhibitors in PCI

Global Japan
1990t 1 Ticlopidine 250mg bid Ticlopidine 100mg bid
2000th Clopidogrel 300/600 mg loading Clopidogrel 300 mg loading
75mg gd maintenance 75mg gd maintenance
2013 Clopidogrel Clopidogrel

Prasugrel 60 mg loading
10 mg qd maintena

Prasugrel 20 mg loading
3.75 mg gd maintenan

Ticagrelor 180 mg loading

90 mg bid maintenance
Goto S. Circulation 2019. Modified.



Prasugrel: Global dose versus Japanese dose

TRITON-TIMI 38

Prasugrel: 60mg loading and 10mg maintenance

154

CV death/MlI/Stroke
| Primary Efficacy End Point Clopidogrel 121 | 138 Events
4 Hazard ratio, 0.81;
104 95% Cl, 0.73-0.90;
_ %9 p<0.001
3 <
%‘ Prasugrel
& ]
K
o 4
2
w 1 . .
5 Non-CABG-related TIMI Major Bleeding
| Key Safety End Point Prasugrel , 1 35 Events
] : Hazard ratio, 1.32;
Ar‘-—— Clopidogrel ' 25%’5; 1.03-1.68;
0 T T T T T T T T T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450
Days after Randomization
No. at Risk
Clopidogrel 6795 6169 6036 5835 5043 4369 3017
Prasugrel 6813 6305 6177 5951 5119 4445 3085

Wiviott SD, et al. NEJM 2007.

Cumulative incidence
of MACE (%)

No. at Risk:
Prasugrel

Clopidogrel

15

10 1

PRASFIT-ACS

Prasugrel: 20mg loading and 3.75mg maintenance
CV death/Ml/Stroke

11.8%
Clopidogrel ’
9.4%
Prasugrel
Hazard ratio, 0.77 Risk reduction”
95% Cl, 0.56-1.07 23%

TIMI Major Bleeding: 1.9% versus 2.2%

HR 0.82, 95%Cl 0.39-1.73

0 30 60 90 120 150 168
Days from first treatment

685 624 617 615 613 611 609
678 604 599 597 592 588 584

Saito S, et al. Circ J 2014.

Japanese dose prasugrel compared with global dose prasugrel was associated with similar efficacy in reducing CV events
without increased bleeding risk, although the PRASFIT-ACS was an underpowered study.



History of P2Y, Inhibitors in PCI

Global

1990t Ticlopidine 250mg bid

2000th lCIopdogreI 300/600 mg loading

75mg gd maintenance

2013 Clopidogrel

Prasugrel 60 mg loading
10 mg qd maintenance

iIcagrelor 180 mg loading
90 mg bid maintenance

Japan

Ticlopidine 100mg bid

Clopidogrel 300 mg loading
75mg gd maintenance

Clopidogrel

Prasugrel 20 mg loading
3.75 mg qd maintenance

Cheagreor =

Goto S. Circulation 2019. Modified.



Pooled Analysis of PHILO and TICAKOREA

Ticagrelor versus Clopidogrel in ACS Patients

NOTE: Weights are from random effects analysis NOTE: Weights are from random effects analysis

PLATO Major / Minor Bleeding Composite of Cardiac Death, MI, or Stroke
Number of Patients Number of Patients
Study Events / Total OddsRatio % Study Events / Total OddsRatio %
Ticagrelor Clopidogrel (93% CT) Weight Ticagrelor Clopidogrel (95% CT) Weight
PHILO trial 92401 56/400 — 183(1.27,2.64) 68.35  PHILO trial 36401 25/400 —— 1.48(0.87.2.51) 5116
TICAKOREA trial ~ 45/400  21/400 + 229(1.34,392) 3165 TICAKOREAtrial ~ 36/400  23/400 —— 1.62(0.94,2.79) 43.84
Overall (I-squared = 0.0%, p=0.500) @ 196 (1.45,2.66) 10000 Overall (I-squared =0.0%, p=0.813) O 1.55 (1,06, 2.26) 100.00

I I T T T T T T

1 5 1 5 10 1 5 1 5 10
Favors Ticagrelor Favors Clopidogrel Favors Ticagrelor Favors Clopidogrel
o - - —— ——-

Goto S, et al. Circ J 2015.
Park DW, et al. Circulation 2019.



SIDNEY-2: Individual Patient Meta-analysis of Trials Comparing P2Y,, inhibitor Monotherapy or Dual Antiplatelet therapy

Metaanalysis including 5 short DAPT studies, ACS subset

Death, Ml and Stroke (1-year)

P2Y12i mono DAPT HR (95%Cl)
P2Y12itype
Newer P2Y12i 158/5845 (3.0%) 187/5884 (3.7%) ——+ 0.85 (0.69-1.06)
Clopidogrel 28/1103 (2.9%) 33/1134 (3.2%) i 0.88 (0.53-1.46)
Overall 186/6948 (3.0%) 220/7018 (3.7%) —&r 0.86 (0.71-1.04)
OiS 1 é
P2Y12i mono better DAPT better

However, monotherapy with newer P2Y12i was the dominant strategy in ACS patients in these very short DAPT studies.
Global doses of newer P2Y12i are never used in Japan, and therefore, we have to generate our own data
supporting further de-escalation of antithrombotic therapy to guide the practice in Japan.

ESC CONGRESS 2021 o
THE DIGITAL EXPERIENCE Valgimigli M, et al. BMJ 2021.



“=#e STOPDAPT-2 Total Cohort

STOPDAPT-2 (NCT02619760) STOPDAPT-2 ACS (NCT03462498)
Dec. 2015- Dec.2017 Mar. 2018- Jun.2020
Both ACS and CCS patients Exclusive ACS patients
N=3045 N=3008

12-month DAPT arm 1-month DAPT arm
N=1522 N=1506

13 withdrew 13 withdrew
consent consent

1-month DAPT arm
N=1523

23 withdrew
consent

12-month DAPT arm
N=1502

7 withdrew
consent

1-month DAPT, ITT 12-month DAPT, ITT 1-month DAPT, ITT 12-month DAPT, ITT
N=1500 N=1509 N=1493 N=1495

STOPDAPT-2 Total Cohort
Watanabe H, et al. JAMA 2019.

N:5997 Watanabe H, et al. JAMA Cardiol (In-press).
Oobayashi Y, et al. Under submission.

12-month DAPT, ITT

&CRF 1-month DAPT, ITT

-I-C-I- N=2993

N=3004
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Primary Endpoint
CV death/MI/ST/Stroke/TIMI major/minor bleeding
100% - 10%7
90%—_

505 . 8%- Log-rank P =0.67, and HR 0.94 (95%Cl, 0.70-1.27)*

Q . . .
Q ] P for noninferiority = 0.001%
g 70%- 6%- P for superiority = 0.68
£ 60% - -
L sow| 4% 3.0% (X
5 oowl 2845 O
=S (0]
_ 20/ -
= ()
s 30% -
(&) 4
0/ —
20% ] 0% . . - I - T - | - T - l ™ *Adjusted by ACS and study
10% 0 30 60 120 180 240 300 360 (STOPDAPT-2 vs. STOPDAPT-2 ACS).
-
. TNon-inferiority margin:
0% —frp— I - I : I : I . : — 50% on the hazard ratio scale
0 30 60 120 180 240 300 360
Number of patients at risk Days after index PCI
“CRF 12-month DAPT 3004 2991 2970 2959 2941 2922 2902 2327

TCT 1-month DAPT 2993 2980 2956 2946 2928 2905 2885 2357



S T-2 . .
tal cohort
cwiehere Major Secondary CV Endpoint
CV death/MI/ST/Stroke
100% - 10%-
90% -
y 8% Log-rank P =0.23, and HR 1.24 (95%CI, 0.88-1.75)*
§ 80%—_
.g 70%—- 6%_
£ 60% -
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s 30% -
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10% - 03060 120 180 240 300 360  .agystedbyACS and study
4 (STOPDAPT-2 vs. STOPDAPT-2 ACS).
0% ?% T T T T T T T
0 30 60 120 180 240 300 360
Number of patients at risk Days after index PCI
“CRF 12-month DAPT 3004 2997 2977 2970 2957 2947 2930 2352
2993 2983 2960 2950 2937 2917 2897 2369

TCT 1-month DAPT



St Major Secondary Bleeding Endpoint

TIMI major/minor bleeding

100% - 10%
90% - 1
y 8% Log-rank P =0.001, and HR 0.38 (95%ClI, 0.21-0.70)*
8 80% —
{ = o 7
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S 40% — 0
E | 27 1319 R
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10% — 0 30 60 120 180 240 300 360 “Adjusted by ACS and study
J (STOPDAPT-2 vs. STOPDAPT-2 ACS).
0% r ' y ' ’ ' gﬁ%,_
0 30 60 120 180 240 300 360
Number of patients at risk Days after index PCI
“CRF 12-month DAPT 3004 2995 2977 2968 2957 2941 2929 2360

TCT 1-month DAPT 2993 2985 2970 2965 2955 2941 2927 2400



e %nre - ACS/CCS Subgroup Analysis

1-year incidence
(N with event/subtotal N)
1-month DAPT 12-month DAPT Absolute difference Hazard Ratio

(N=2993) (N=3004) (95%Cl1) (95%Cl) Pvalue P irieraction
Primary Endpoint
3.20% 2.83% 0.40% 1.14 L
ACS 0.47
65/2058 58/2078 (-0.68% to 1.42%) (0.80-1.62) 0,055
2.05% 3.49% -1.44% 0.59 '
CcCs ° ° ° — 0.06
19/935 32/926 (-2.95% t0 0.07%) (0.33-1.03)
Major Secondary Cardiovascular Endpoint
2.76% 1.86% 0.90% 1.50
ACS - 0053
56/2058 38/2078 (-0.02% to 1.82%) (0.99-2.27) 0.08
1.62% 2.21% -0.59% 0.74 | '
CCS —i 0.39
15/935 20/926 (-1.85% t0 0.67%) (0.38-1.45)
Major Secondary Bleeding Endpoint
0.54% 1.17% -0.63% 0.46
ACS ° ° ° —i— 0.03
11/2058 24/2078 (-1.20% to -0.06%) (0.23-0.94) 0.40
0.43% 1.63% -1.20% 0.26 '
cCs ° ° ° —i— 0.02
4/935 15/926 (-2.13% to0 -0.27%) (0.09-0.79)
%> CRF J

0.0625 0.25 1 4 -
pd
TCT 1-nTonth DAPT better 12-month DAPT b,etter




Cumulative Incidence

CREDO-Kyoto PCI/CABG Registry Cohort-3 ACS/HBR Analysis
Major Bleeding (BARC type 3 or 5)

100%
ACS/HBR
80% ACS/No-HBR -
Stable CAD/HBR -_
60% Stable CAD/No-HBR
40% Log-rank P<0.0001 ACS/HBR
able CAD/HBR
20% ACS/No-HBR
Stable CAD/No-HBR
0%
6] 365 730 1095 1460 1825 2190 2555 2920 3285
Days after PCI
Interval 0-day 30-day 1-year 3-year 5-year
ACS/HBR group
N of patients with event 377 504 608 668
N of patients at risk 2502 1965 1639 1339 973
Cumulative incidence 15.4% 21.2% 26.5% 30.1%
ACS/No-HBR group
N of patients with event 230 287 354 408
N of patients at risk 3019 2738 2616 2445 2007
Cumulative incidence 7.7% 9.6% 12.0% 14.0%
Stable CAD/HBR group
N of patients with event 168 415 628 770
N of patients at risk 3905 3692 3246 2691 1952
Cumulative incidence 4.3% 10.9% 17.1% 21.9%
Stable/No-HBR group
N of patients with event 62 148 . 239 326
N of patients at risk 3832 3760 3606 3394 2784
Cumulative incidence 1.6% 3.9% 6.4% 8.8%

100%

ACS/HBR
80%
ACS and/or HBR: ACSINO-HBR =
L]
Stable CAD/HBR -
o —
0% 8.3% Stable CAD/No-HBR
Log-rank
40% P<0.0001 ACS/HBR
Log-rank P<0.0001
Stable CAD/HBR
L ee—
20% ACS/HBR
’ ACS/No-HBR
ACS/No-HBR e
Stable CAD/No-HBR
0% L
0 30 365 730 1095 1460 1825 2190 2555 2920 3285
Days CI
Interval 0-day 7-day 30-day 1-year 3-year 5-year
ACS/HBR group
N of patients with event 313 377 127 231 291
N of patients at risk 2502 2088 1965 1639 1339 973
Cumulative incidence 12.7% 15.4% 6.9% 13.2% 17.4%
ACS/No-HBR group
N of patients with event 206 230 57 124 178
N of patients at risk 3019 2783 2738 2616 2445 2007
Cumulative incidence 6.8% 77% 2.1% 4.7% 6.9%
Stable CAD/HBR group
N of patients with event 116 247 460 602
N of patients at risk 3905 3768 3692 3246 2691 1952
Cumulative incidence 3.0% 4.3% 6.9% 13.3% 18.3%
Stable/No-HBR group
N of patients with event 45 62 86 177 264
N of patients at risk 3832 3782 3760 3606 3394 2784
Cumulative incidence 1.2% 1.6% 2.3% 4.8% 7.3%

Natsuaki M, et al. Circ J. 2021.



STOPDAPT-3 Trial Exploring Completely Aspirin-free Strategy
<Entry Crlter|a>

No aspirin Group 1-month DAPT Group
1500 Patients 1500 Patients rin also,
If Aspirin naive
Prasugrel Monotherapy for 1M primary Analysis DAPT (Aspirin and Prasugrel) for 1M
————— U L | IS EE———
Co-primary Bleeding Endpoint : BARC 3 or 5 bleeding at 1M (Superiority)
Co-primary Cardiovascular Endpoint : CV death/Ml/Ischemic Stroke/ST at 1M (Non-inferiority)

Aspirin Monotherapy
Between 1M and 12 M

Clopidogrel Monotherapy

Between 1M and 12 M Analysis




STOPDAPT-3 Enrollment Status (Target: 3110 patients)
2022. 3. 4 3179 patients (ACS N=2248, Non-ACS HBR N=931)

2021/1/29 ~ 2022/3/4

350 3500
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250 2500
200 2000
150 1500
100 1000
50 500
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STOPDARPT-3: Event rates at 30-day in the initial 1200 patients
(Blinded evaluation, Adjudicated)

Co-primary bleeding endpoint 50 (4.2%) 5.8%
(BARC 3 or 5 Bleeding)
Co-primary CV endpoint 39 (3.3%) 6.2%

(CVD, M, Definite ST, Ischemic Stroke)

Death 23 (1.9%)
CVD 23 (1.9%)
Ml 9 (0.8%)
Definite ST 3 (0.3%)
Stroke 9 (0.8%)

Ischemic 7 (0.6%)

Hemorrhagic 2 (0.2%)
BARC 3 45 (3.8%)

BARC 5 5 (0.4%)



Conclusions

Antithrombotic therapy in ACS patients in Japan as compared with outside Japan has
already been de-escalated with use of low intensity P2Y ,, inhibitor. Therefore, we
have to generate our own data supporting further de-escalation of antithrombotic
therapy to guide the clinical practice in Japan.

The STOPDAPT-2 trial has suggested safety and efficacy of 1-month DAPT followed
by clopidogrel monotherapy after PCI in Japanese patients.

We are currently conducting the STOPDAPT-3 trial, which would be an adequately
powered trial exploring completely aspirin-free strategy without any DAPT

background in an attempt to reduce major bleeding early after PCIl in ACS and/or
HBR patients.



