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Background and Objective (1)

« Both STOPDAPT-2" and STOPDAPT-2 ACS? trials were underpowered
based on the actual event rates.

N of event/Total (incidence %)

1-month DAPT

12-month DAPT

Primary endpoint
STOPDAPT-2 (N=3009)
STOPDAPT-2 ACS (N=4136)

Major secondary CV endpoint
STOPDAPT-2
STOPDAPT-2 ACS

35/1500
65/2058

29/1500
56/2058

Major secondary bleeding endpoint

STOPDAPT-2
STOPDAPT-2 ACS

6/1500
11/2058

(2.37%)
(3.20%)

(1.96%)
(2.76%)

(0.41%)
(0.54%)

1) Watanabe et al. JAMA. 2019;321(24):2414-2427.
2) Watanabe et al. Presented at ESC Congress 2021

55/1509
58/2078

37/1509
38/2078

23/1509
24/2078

1-month DAPT better <€

(3.72%)
(2.83%)

(2.55%)
(1.86%)

(1.54%)
(1.17%)

HR (95%Cl)

Post-hoc actual
stat. power*

—— 0.64 (0.42-0.98)
&  1.14(0.80-1.62)

—m-  0.79(0.49-1.29)
®—  1.50(0.99-2.26)

H—— 0.26 (0.11-0.64)
—— 0.46 (0.23-0.94)
0.1'25 0.'25 0?5 1 2 4

> 12-month DAPT better

77%
78%

60%
60%

89%
60%
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Background and Objective (2)

« Moreover, ACS presentation, high bleeding risk (HBR) and complex PCI
are often taken into consideration in adopting shorter or longer DAPT
durations in real clinical practice.

* Therefore, we sought to evaluate the safety and efficacy of clopidogrel
monotherapy after 1-month DAPT relative to 12-month DAPT in the
STOPDAPT-2 Total Cohort (the pooled population of the STOPDAPT-2
and the STOPDAPT-2 ACS) with an increased power, and to explore the
treatment-by-subgroup interaction for ACS, HBR, and complex PCI.

%~ CRF

TCT




S T-2
otal cohort - STOPDAPT-2 and STOPDAPT-2 ACS
Prospective multicenter open-label randomized trials
comparing 1-month versus 12-month DAPT after CoCr-EES implantation

1M 1Y

_ _ 5y
. 1-month DAPT |30->99) (335-394d)

PCI

(Staged procedures
should be completed)

)

(Key exclusion\
criteria
*+ OAC
* Prior ICH
* In-hospital
serious

\ complication j

Clopidogrel 75mg/day or |
Prasugrel 3.75 mg/day |

12-month DAPT | !

[ Primary endpoint: a composite of cardiovascular (CV) and bleeding events ]

Major secondary CV endpoint: a composite of CV death, Ml, definite ST, or any stroke
Major secondary bleeding endpoint: TIMI major/minor bleeding
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Study Flow

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

N=5997

S— 1-month DAPT, ITT 12-month DAPT, ITT

N=2993 N=3004
TCT
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1-month DAPT

saonoe Key baseline characteristics

12-month DAPT

N=2993 N=3004
Age, years 67.7t11.4 67.9t11.4
Male 79% 78%
ACS 69% 69%
Prior MI 10% 9%
Prior stroke 5% 6%
Diabetes 34% 34%
Severe CKD 5% 5%
Staged procedure 12% 14%
Radial approach 88% 88%
No of target lesions 1.26%0.58 1.2940.61
Two or more target vessels 17% 19%
IVUS or OCT 97% 98%
Clopidogrel 57% 58%
Prasugrel (3.75mg/day) 43% 42%
Statin/High intensity statin 93%/25% 93%/25%
PPI 86% 87%
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Primary Endpoint
CV death/MI/ST/Stroke/TIMI major/minor bleeding
100% - 10%
90%—_

50% . 8%- Log-rank P = 0.67, and HR 0.94 (95%Cl, 0.70-1.27)*

Q . . .
Q ] P for noninferiority = 0.0017
g 70%- 6% - P for superiority = 0.68
£ 60% - -
2 o 4% 3,047 [EEIIEN
B o] 2.84% (T
=S 0
£ - 2% -
5 30% —
(@] J
20% —_ O% T T T T T T T T T T ' T " *Adjusted by ACS and study
10% 0 30 60 120 180 240 300 360  (STOPDAPT-2vs. STOPDAPT-2 ACS).
-
. TNon-inferiority margin:
0% —fr—|—— - : . : . : ; 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



p: 1074 1-month DAPT
1.97% EPEilhiiNs)\=a)

*Adjusted by ACS and study
(STOPDAPT-2 vs. STOPDAPT-2 ACS).

S T-2 i .
| coh
=ihert Major Secondary CV Endpoint
CV death/MI/ST/Stroke
100% - 10%-
90% -
. 8%- Log-rank P =0.23, and HR 1.24 (95%ClI, 0.88-1.75)*
§ 80%—_
§ 70%—_ 6% -
£ 60% -
.g 50%__ 4%_
E 40%—_
= 1 2%-
5 30% —
(@] i
20%_ 0% T | T | T | T | T | T | T
10%__ 0 30 60 120 180 240 300 360
0% _ — L ' I I I
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
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| coh
=i<hert Major Secondary Bleeding Endpoint
TIMI major/minor bleeding
100% - 10%-
90% - '

. 8%- Log-rank P =0.001, and HR 0.38 (95%CI, 0.21-0.70)*

§ 80%—_

§ 70% ] 6% -

£ 60% -

S s0%-| 4%

S 40% .

E am] 1.31% (AT

o - 0

20% - O%d..p,—l,al’-f'—r—,/'l - 9'50/’
10%__ 0 30 60 120 180 240 300 360 “Adjusted by ACS and study
1 (STOPDAPT-2 vs. STOPDAPT-2 ACS).
0% T T y ] y I 1 T 1° T
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
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Subgroup analysis #1:
Acute Coronary Syndrome and Chronic Coronary Syndrome

STOPDAPT-2 Total Cohort

N=5997

v v

ACS patients CCS patients
N=4136 (69.0%) N=1861 (31.0%)

] ]
v v v

ACS patients CCS patients CCS patients
in 12-month DAPT group in 1-month DAPT group in 12-month DAPT group

N=935 (50.2%) N=926 (49.8%)

ACS patients

in 1-month DAPT group
N=2058 (49.8%)

N=2078 (50.2%)

& CRF’

TCT




S

%~ CRF

TCT

sanoe Key baseline characteristics

ACS ces P value
N=4136 N=1861

Age, years 66.8111.9 69.919.8 <0.001
Male 79% 77% 0.01
Prior Ml 6% 18% <0.001
Prior stroke 5% 7% <0.001
Diabetes 30% 43% <0.001
Severe CKD 3% 7% <0.001
Emergency procedure 82% 2% <0.001
Staged procedure 14% 10% <0.001
Radial approach 89% 85% <0.001
No of target lesions 1.27+0.59 1.2810.60 0.82
Two or more target vessels 18% 18% 0.74
IVUS or OCT 97% 98% 0.04
Clopidogrel/Prasugrel (3.75mg/day) 53%/47% 68%/32% <0.001/<0.001
B-blocker 59% 37% <0.001
ACE-l or ARB 76% 56% <0.001
Statin/High intensity statin 97%/34% 84%/4% <0.001
PPI 92% 73% <0.001




B Conort Subgroup analysis #1: ACS/CCS

1-year incidence
(N with event/subtotal N)

1-month DAPT 12-month DAPT Absolute difference Hazard Ratio

(N=2993) (N=3004) (95%Cl) (95%Cl)
Primary Endpoint
ACS 3.20% 2.83% 0.37% 1.14
65/2058 58/2078 (-0.68% to 1.42%) (0.80-1.62)
ccs 2.05% 3.49% -1.44% 0.59
19/935 32/926 (-2.95% to 0.07%) (0.33-1.03)
Major Secondary Cardiovascular Endpoint
ACSY 2.76% 1.86% 0.90% 1.50
56/2058 38/2078 (-0.02% to 1.82%) (0.99-2.27)
ccs 1.62% 2.21% -0.59% 0.74
15/935 20/926 (-1.85% to 0.67%) (0.38-1.45)
Major Secondary Bleeding Endpoint
ACS 0.54% 1.17% -0.63% 0.46
11/2058 24/2078 (-1.20% to -0.06%) (0.23-0.94)
ces 0.43% 1.63% -1.20% 0.26
4/935 15/926 (-2.13% t0 -0.27%) (0.09-0.79)
% CRF

——

——

0.0625 0.25 1

4

P value P

interaction

0.47

0.06

0.053

0.39

0.03

0.02

0.052

0.08

0.40

TCT 1) Watanabe et al. Presented at ESC Congress 2021

pd
1-month DAPT better

12-month DAPT b,etter
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Subgroup analysis #2:
HBR and Non-HBR

STOPDAPT-2 Total Cohort

N=5997

v v

HBR patients Non-HBR patients
N=1893 (31.6%) N=4104 (68.4%)

] ]
v v v

HBR patients HBR patients Non-HBR patients Non-HBR patients

in 12-month DAPT group in 1-month DAPT group in 12-month DAPT group
N=981 (51.8%) N=2081 (50.7%) N=2023 (49.3%)

in 1-month DAPT group
N=912 (48.2%)

& CRF’

TCT
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Prevalence of HBR criteria

Major criteria Minor criteria
Long-term OAC 0.5% Age>=75 30.5%
Severe CKD 4.5% Moderate CKD 28.2%
Severe anemia 7.1% Moderate anemia 18.7%
Thrombocytopenia 0.7% Prior bleeding = 1.2%
Liver cirrhosis  0.3% Prior ischemic stroke 5.1%
Prior hemorrhagic stroke 0.3% 0.0% 20.0% 40.0%

Plan of surgery ' 0.7%

0.0% 20.0% 40.0%

HBR was defined as having at least one major criterion or two minor criteria of ARC-HBR."
% CRF We modified the ARC-HBR definitions, because some criteria of ARC-HBR were not exactly captured in this study.

T‘ T 1. Urban et al. Eur Heart J. 2019;40:2632-2653
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1-year incidence
(N with event/subtotal N)

1-month DAPT 12-month DAPT Absolute difference

Subgroup analysis #2:

Hazard Ratio

HBR

(N=2993) (N=3004) (95%Cl) (95%Cl) Pvalue P interaction
Primary Endpoint
5.01% 5.14% -0.13% 0.97
HBR —-— .
(45/912) (50/981) (-2.13% t0 1.87%)  (0.65-1.45) 0.87 0.05
1.90% 2.02% -0.12% 0.95 '
Non-HBR —— .
on (39/2081) (40/2023) (-0.98% t0 0.74%)  (0.61-1.48) 0.84
Major Secondary Cardiovascular Endpoint
4.35% 3.52% 0.83% 1.24
HBR —m— .
(39/912) (34/981) (-0.93% t0 2.59%)  (0.78-1.97) 0.36 0.5
1.56% 1.22% 0.34% 1.31 '
Non-HBR —+— .
n (32/2081) (24/2023) (-0.38% to 1.06%)  (0.77-2.23) 0.31
(0]
Major Secondary Bleeding Endpoint
0.66% 2.27% -1.61% 0.29
HBR —a— )
-2. o to -0. o .12-0.
(6/912) (22/981) (-2.69% to -0.53%)  (0.12-0.72) 0.008 .
0.43% 0.85% -0.42% 0.51 '
Non-HBR = .
on (9/2081) (17/2023) (-0.90% t0 0.06%)  (0.23-1.15) 0.11
< CRF 0.0625 0.25 1 4

TCT

1-month DAPT better

~

7
12-month DAPT better
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Subgroup analysis #3:
Complex PCIl and Non-complex PCI

STOPDAPT-2 Total Cohort

N=5997

v v

Complex PCI patients Non-complex PCI patients
N=999 (16.7%) N=4998 (83.3%)

] ]
v v v

Complex PCI patients [ Non-complex PCI patients ] [ Non-complex PCI patients ]

Complex PCI patients

in 1-month DAPT group
N=912 (48.2%)

in 12-month DAPT group in 1-month DAPT group in 12-month DAPT group
N=2081 (50.7%) N=2023 (49.3%)

N=981 (51.8%)

& CRF’

TCT
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Prevalence of complex PCI criteria

Complex PCI 16.7%

Target of 3 vessels 3.1%
>=3 stents implanted 8.8%
>=3 |esions treated 5.0%

Bifurcation with 2 stents 0.6%

Total stent length >60mm 12.6%
Target of CTO 4.0%
0.0% 5.0% 10.0% 15.0% 20.0%
Complex PCI was defined as PCI fulfilled at least one of the followings: 3 vessels treated, >=3 stents implanted,
% CRF >=3 lesions treated, bifurcation with 2 stents, total stent length >60 mm, or target of CTO."

T‘ T 1. Giustino et al. J Am Coll Cardiol. 2016;68:1851-1864
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1-year incidence
(N with event/subtotal N)

1-month DAPT 12-month DAPT Absolute difference Hazard Ratio

P value P interaction

(N=2993) (N=3004) (95%Cl) (95%Cl)
Primary Endpoint
3.15% 4.07% -0.92% 0.76
lex PCI L .
Complex PC (15/481) (21/518) (-3.24% to 1.40%)  (0.39-1.48) 0.42 o8
0 0 ~ ) )
Non-complex PCI (6;'/7285/;2) (63'/822426) (-0.972;83 §.89%) (0.701.?19'39) " 0.98
Major Secondary Cardiovascular Endpoint
2.53% 2.52% 0.01% 0.99
Complex PCI — .
omprex (12/481) (13/518) (-1.94% to 1.96%)  (0.45-2.17) 0.98 053
2.38% 1.86% 0.52% 1.31 '
Non-complex PCl im— .
n-complex PCl o9 5519) (45/2486) (-0.29% to 1.33%)  (0.89-1.93) 0.17
(0]
Major Secondary Bleeding Endpoint
0 ) _ 0
Complex PCl (g'/igé/;) (é}éig) (-2.46<y10':§ 322%) (0.1%?15.30) = 0.12 090
0.48% 1.22% -0.74% 0.39 '
Non-complex PCl —.— .
on-complex (12/2512) (30/2486) (-1.25% t0 -0.23%)  (0.20-0.77) 0.006
< CRF 0.0625 0.25 1 4

~ 7
TCT 1-month DAPT better 12-month DAPT better
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Limitations

The limitations of the individual trials (STOPDAPT-2, and STOPDAPT-2 ACS)
1. Open-label design
2. Use of a net clinical benefit for the primary endpoint
3. Representation of lower risk patients than in the real clinical practice
4. Randomization at baseline, but not at 1-month when starting the assigned treatment

Pooled population from 2 trials conducted in different time period.
Underpowered subgroup analyses.

Various differences between Japan and US/Europe.

- The balance of ischemic and bleeding risks
- Standard antithrombotic regimen after PCI

' \)
- The usage of intracoronary imaging devices at PCI v CRF

TCT
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Conclusions (1)

Total cohort

Clopidogrel monotherapy after 1-month DAPT compared with 12-month DAPT
with aspirin and clopidogrel had a benefit in reducing major bleeding events
without significant increase in cardiovascular events in the STOPDAPT-2 Total
Cohort.

Subgroup analysis #1: ACS/CCS

The treatment-by-subgroup interaction was not significant for ACS and CCS.
However, given a numerical increase in cardiovascular events with clopidogrel
monotherapy after 1-month DAPT in ACS patients, further studies would be
warranted to explore the optimal antithrombotic strategies in ACS patients.
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Conclusions (2)

Subgroup analysis #2, 3: HBR, Complex PCI

The effects of 1-month DAPT relative to 12-month DAPT for cardiovascular and
bleeding events were consistent regardless of HBR and complex PCI.

The absolute benefit of 1-month DAPT relative to 12-month DAPT in reducing
major bleeding was numerically greater in HBR patients than in non-HBR
patients.

Complex PCI might not be an appropriate determinant for DAPT durations after
PCI.

* CRF

TCT
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