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2P Background

Mandatory 1-month DAPT had been the standard care after BMS implantation.

 DAPT duration was prolonged after introduction of DES without firm scientific evidence.
* New generation DES has substantially reduced stent thrombosis.
* Prolonged DAPT is inevitably associated with increase in bleeding.

« Bleeding is associated with subsequent mortality risk at least comparable to that of MI.

« Therefore, very short mandatory DAPT duration after DES might be an attractive option,
if not associated with increase in ischemic events disproportionate to the reduction
in bleeding events.



SzagpseT2 STOPDAPT

Prospective multicenter open-label single arm trial
evaluating 3-month DAPT after CoCr-EES implantation
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2L3BRePT 2 Objective

The objective of the STOPDAPT-2 trial is to explore the

safety and efficacy of the experimental regimen of

1-month DAPT followed by clopidogrel monotherapy as
compared with the standard 12-month DAPT with aspirin
and clopidogrel after implantation of cobalt-chromium

everolimus-eluting stents (CoCr-EES).



SEQBRAPT2 STOPDAPT-2:

Prospective multicenter open-label randomized trial
comparing 1-month versus 12-month DAPT after CoCr-EES implantation

with limited exclusion criteria.
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SEQBDAPT2

Inclusion Criteria

« PCI with exclusive use of CoCr-EES (Xience™ series)

« No major complications during hospitalization for index PCI

* No plan for staged PCI

« Patients who could take DAPT with aspirin and P2Y 4, inhibitors

Key Exclusion Criteria

* Needs for oral anticoagulants

« History of intracranial hemorrhage



SLQBRAPT-2 Endpoints
- Primary endpoint:
Net adverse cardiovascular events (NACE: Ischemia and Bleeding)

- A composite of cardiovascular death, MI, Definite ST, Stroke,

or TIMI major/minor bleeding

- Major secondary endpoints:

Ischemic composite endpoint

- A composite of cardiovascular death, MI, Definite ST, or Stroke

Bleeding endpoint

- TIMI major/minor bleeding



== Sample Size Calculation

Hypothesis: Non-inferiority of 1-month DAPT to 12-month DAPT
for the primary endpoint at 1-year

Assumption: Event rate at 1-year: 4.6% (Based on RESET study).

Non-inferiority margin; 50% on the hazard ratio scale

Randomization ratio: 1:1

One-sided alpha: 0.025

Power: 85%

Sample size: 3000 patients (1500 in each arm)



SZQBQIPT Study Flow
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22822272 Participants vs Non-participants

Pa&t:;gg;ts Non-n:;t;c;;aants P value
Age, y 68.6+10.7 70.0+=11.7 <0.001
ACS 38% 39% 0.61
STEMI 19% 22% 0.003
Prior Ml 14% 23% <0.001
Prior 1st-generation DES implantation 4% 6% <0.001
Diabetes 39% 39% 0.47
Severe CKD 6% 9% <0.001
Dialysis 3% 5% <0.001
Target of LMCA 3% 5% <0.001

Two or more target vessels 7% 9% 0.003



SIQBDIPT 2 Study Flow

Eligible patients
Dec. 2015-Dec. 2017
N=6504

| >

Enrolled and randomized

N=3045

Stratified by Center
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SIQBRAPT-2 Baseline Clinical Characteristics

1-month DAPT 12-month DAPT
N=1500 N=1509
Age, years 68.1+=10.9 69.1+=10.4
Men 79% 77%
ACS 38% 39%
STEMI 19% 18%
Stable CAD 62% 61%
Diabetes 39% 38%
Severe CKD (eGFR<30ml/min/m?) 6% 6%
Prior Ml 14% 13%
Prior PCI 34% 35%

CREDO-Kyoto thrombotic risk score

High; Intermediate; Low 8%; 21%; 71% 8%; 24%; 68%
CREDO-Kyoto bleeding risk score

High; Intermediate; Low 7%; 27%; 66% 7%:; 27%; 66%



SIQERAPT-2 Procedural Characteristics and Medications

1-month DAPT

12-month DAPT

N=1500 N=1509
Transradial approach 82% 84%
N of target lesions 1.12£0.35 1.14x0.39
Minimal stent diameter, mm 2.98+0.49 2.96+0.48
Total stent length, mm 30.3£16.7 30.5*+16.8
SYNTAX Score 8 (5-14) 9 (6-15)
Target of LMCA 3% 3%
CTO 4% 4%
IVUS or OCT 97% 98%
ASA 99.8% 100%
Clopidogrel 60% 63%
Prasugrel (3.75mg/day) 40% 37%
Statin 88% 87%
PPI 79% 79%



sraepaer? Parsistent DAPT discontinuation rate
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sraep2e72 Primary Endpoint: Net clinical benefit
CV death/MI/ST/Stroke/TIMI major/minor bleeding
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sragpaer2 Major secondary ischemic endpoint

CV death/MI/ST/Stroke
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sragpaer2 - Major secondary bleeding endpoint
TIMI major/minor bleeding
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2282 Clinical Outcomes at 1 year

% H 1-month DAPT m 12-month DAPT

P values for superiority

P=0.61 P=0.66 P=0.57 P=0.11 P=0.004 P=0.003
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* 2 cases of probable ST (undefined death) in the 1-month DAPT group occurred before discontinuing DAPT at 1-month



Subgroup analysis for the prlmary endpoint (1)

1-month DAPT 12-month DAPT

SEQBDAPT2

HR (95%Cl)

P superiority Plnteractlon

(N=1500) (N=1509) margm

Age |
>=75 years 10/448 (2.26%) 25/499 (5.08%) ——| 0.44 (0.21-0.92) 0.03 0.20
<75 years 25/1052 (2.41%) 30/1010 (3.02%) —a— 0.80(0.47-1.36) 0.41 '
ACS I
Yes 16/565 (2.88%) 23/583 (4.02%) . 0.72 (0.38-1.36) 0.44 0.64

1 .
No 19/935 (2.05%) 32/926 (3.49%) —&— 0.59 (0.33-1.03) 0.06
STEMI I

1
Yes 9/291 (3.15%) 14/270 (5.26%) B ! 0.60(0.26-1.38) 0.23 0.87
No 26/1209 (2.18%) 41/1239 (3.36%) —& 0.65 (0.40-1.06) 0.08 '
Severe CKD 1

1
Yes 9/82 (11.22%) 5/84 (5.97%) ;I 1.93 (0.65-5.75) 0.24 0.03
No 26/1418 (1.86%) 50/1425 (3.56%) —i— ! 0.52 (0.32-0.84) 0.007 '
Diabetes !
Yes 18/585 (3.12%) 25/574 (4.45%) —T! 0.70(0.38-1.29) 0.26 0.65
No 17/915 (1.88%) 30/935 (3.24%) ——T ! 0.58 (0.32-1.05)  0.07 '
Total stent length >=28mm !
Yes 19/742 (2.60%) 33/787 (4.23%) —&— ! 0.61(0.35-1.07) 0.08 0.76
No 16/758 (2.14%) 22/722 (3.12%) i ! 0.69 (0.36-1.32) 0.26 :
Two or more target vessels :
Yes 4/100 (4.14%) 8/116 (6.94%) L | 0.58(0.17-1.92) 0.37 0.85
No 31/1400 (2.24%) 47/1393 (3.43%) —&— | 0.66 (0.42-1.03)  0.07 '

1

1
Overall 35/1500 (2.36%) 55/1509 (3.70%) —— 0.64 (0.42-0.98) 0.038
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SIQERAPT-2  Subgroup analysis for the primary endpoint (2)

1-month DAPT 12-month DAPT

(N=1500) (N=1509) mal\tl'lgin HR (95%C|) P superiority Pinteraction
PARIS thrombotic risk score !
Intermediate/High 26/771 (3.43%) 37/751 (5.00%) —&T | 0.68 (0.41-1.13) 0.14 0.56
Low 9/729 (1.24%) 18/758 (2.40%) i : 0.52 (0.23-1.15) 0.11 '
CREDO-Kyoto thrombotic risk score i
Intermediate/High 15/431 (3.55%) 30/480 (6.31%) —e—t 0.55(0.30-1.03)  0.06 0.45
Low 20/1069 (1.89%) 25/1029 (2.47%) —.——E 0.77 (0.43-1.39) 0.38 '
Overall 35/1500 (2.36%) 55/1509 (3.70%) —— | 0.64 (0.42-0.98) 0.038
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200828572 Limitations

« Lack of consensus on the use of the NACE as primary endpoint

* Open label design with its inherent limitations

« Limited enrollment of high ischemic risk patients

« Lower ischemic risk of Japanese versus US/European CAD patients
« Ticagrelor / Prasugrel (standard dose) not available in Japan

* No assessment of aspirin monotherapy after 1-month DAPT



SIQBRAPT2 Conclusions

One-month DAPT followed by clopidogrel monotherapy provided a net
clinical benefit for ischemic and bleeding events over 12-month DAPT with
aspirin and clopidogrel after CoCr-EES implantation.

The benefit was driven by significant reduction in bleeding events without
Increase in ischemic events.



