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PRINCIPLES OF DAPT POST-PCI

Majority of events with
contemporary DES occur during
| st year post-PCl.

Annual 0.2-0.5% incremental rate

of ST >| yr, but most events due

to progressive atherosclerosis

w/in DES or are unrelated to the

stented vessel. Number at risk:

Myocardial Infarction

Definite/Probable ST (%)

Unstable Angina
Non-ACS

Majority of ST within first 30 days;
highest in ACS.
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DAPT PRE/DURING PCI

ACS

Initial selection of oral P2Y12 inhibitor

|

PCI
(NSTE-ACS or STEMI)

Clopidogrel when
ticagrelor or prasugrel
are not available,
cannot be tolerated or
contraindicated

'

CABG

D (

No planned invasive
evaluation

Continue aspirin during
CABG and start P2Y12
inhibitor when safe
postoperatively

Clopidogrel when
ticagrelor is not
available, cannot
be tolerated or
contraindicated

\

o

Fibrinolytic in STEMI

Alternate P2Y12
inhibitor can be
considered at PCI
(if applicable)

\

COR LOE RECOMMENDATIONS

All Patients With ACS (STEMI and NSTE-ACS)

1. In patients with ACS, an oral
_ P2Y12 inhibitor should be
administered in addition to
aspirin to reduce MACE."®

. In patients with a history of
stroke or transient ischemic
attack, prasugrel should not be
administered because of worse
net clinical outcomes.*+*

e
In-Hospital Management in Patients With NSTE-ACS

3. In patients with NSTE-ACS un-
dergoing PCl, prasugrel or tica-
grelor is recommended to reduce
MACE and stent thrombosis.*®

. In patients with NSTE-ACS who
are managed without planned
invasive evaluation, ticagrelor is
recommended to reduce
MACE.*>"’

5. In patients with NSTE-ACS, clo-
pidogrel is recommended to
reduce MACE when prasugrel or
ticagrelor are unavailable,
cannot be tolerated, or are
contraindicated.’

6. In patients with NSTE-ACS plan-
ned for an invasive strategy with
timing of angiography antici-
pated to be >24 hours, upstream
treatment with clopidogrel or
ticagrelor may be considered to
reduce MACE."*®
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DAPT AFTER PCI

2013/2014/2015/2016/2021 Guidelines®®

2025 Guideline’

Old Recommendations

COR*

COR*

ﬂw Recnmmendatim

In patients with ACS (NSTE-ACS or STEMI) treated
with DAPT after BMS or DES implantation,
P2Y;2 inhibitor therapy (clopidogrel,
prasugrel, or ticagrelor) should be given for at
least 12 mo.©

In patients with ACS who are not at high bleeding risk,
DAPT with aspirin and an oral P2Y;; inhibitor should
be administered for at least 1y to reduce MACE.

In patients with ACS (NSTE-ACS or STEMI) treated
with DAPT after coronary stent implantation, it
is reasonable to use ticagrelor in preference to
clopidogrel for maintenance P2Y;, inhibitor
therapy.©

In patients with NSTE-ACS undergoing PCl, prasugrel or
ticagrelor is recommended to reduce MACE and
stent thrombosis.

In patients with STEMI managed with PPCI, prasugrel or
ticagrelor should be administered to reduce MACE

%"HIUHIUUSIS. \

Discontinuation of aspirin after
1-3 mo with continued P2Y12
monotherapy

2a In selected patients undergoing PCI, shorter-
duration DAPT (1-3 mo) is reasonable, with
subsequent transition to P2Y;5 inhibitor
monotherapy to reduce the risk of bleeding

events.®

(2a)

High risk of
bleeding or
overt bleeding
on DAPT

ith ACS who have tolerated D,
ticagrelor, transi r monotherapy
=1 mo post-PCl is useful to reduce bleeding risk.

In patients with ACS treated with DAPT after DES
implantation who develop a high risk of
bleeding (eg, treatment with oral anticoagulant
therapy), are at high risk of severe bleeding
complication (eg, major intracranial surgery), or
develop significant overt bleeding,
discontinuation of P2Y,, inhibitor therapy after
6 mo may be reasonable.®

n patients with ACS undergoing PCI who are at high
bleeding risk, transition to single antiplatelet
therapy (aspirin or P2Y;5 inhibitor) after 1 mo may be
reasonable to reduce bleeding risk.

In patients with ACS undergoing PCI, de-escalation of

DAPT (switching from ticagrelor or prasugrel to

clopidogrel) after 1 mo may be reasonable to reduce

bleeding risk.

No high risk of bleeding and no significant
overt bleeding on DAPT

The duration of triple antithrombotic therapy with
a vitamin K antagonist, aspirin, and a P2Y;,
receptor inhibitor in patients with NSTE-ACS
should be minimized to the extent possible to
limit the risk of bleeding.’

ients with ACS who require oral anticoa
therapy; el i é after1to 4
wks of triple antithrombotic therapy, with continued
use of P2Y;; inhibitor (preferably clopidogrel) and
oral anticoagulant to reduce bleeding risk.

No high risk of
bleeding and no
significant overt

bleeding on DAPT

[}

Discontinuation of aspirin after
1-3 mo with continued P2Y12
monotherapy

High risk of
bleeding or
overt bleeding
on DAPT




DAPT AFTER PCI

¢ Studies have shown feasibility of early P2Y2i ( ACS )
withdrawal but often enrolled lower-risk pts 1 I I 1
. 3 r . . igh bleeding risk
andlor underpowered for |SChem|C events. Default strategy Bleeding reduction strategies post PCI I ngost PCIg" :

Index admission ------------- I ——— —————— S T———— —————— R —

* Short duration DAPT (1-3 mo) followed by v |
P2Y |12i monotherapy shown to reduce bleeding
w/o increases in ischemic risk vs 12-mo DAPT.

3mo |--

émo | --

9mo | --

* Only Ticagrelor monotherapy after short DAPT r2mo | __
has shown reduction in ischemic event risk.



OPTIMAL DURATION OF DAPT

Twelve or 30 Months of Dual Antiplatelet Therapy
after Drug-Eluting Stents

Authors: Laura Mauri, M.D., Dean |. Kereiakes, M.D., Robert W. Yeh, M.D., Priscilla Driscoll-Shempp, M.B.A., Donald E.

Cutlip, M.D., P. Gabriel Steg, M.D., Sharon-Lise T. Normand, Ph.D., 5 , for the DAPT Study Investigators* Author
Info & Affiliations

>| year DAPT after DES vs ASA monotherapy
reduced risks of MACCE and ST but at cost of
higher bleeding risk.

~51% used out of date stents.

No MACE benefit with more bleeding in
contemporary DES.

w

Cumulative Incidence of MACCE (Major Adverse
Cardiovascular and Cerebrovascular Events)

O

Cumulative Incidence of GUSTO
Moderate/Severe Bleeding

5%

4%

3%

2%

1% =

0% -

== Continued Thienopyridine
- Placebo

12-30 Months:

HR 0.89 (0.67-1.18)
4.3% vs. 4.5%
P=0.42

12 15 18 21 24 27 30
Months After Randomization
5% Continued Thienopyridine
- Placebo
4% 4 12-30 Months:
HR 1.79 (1.15-2.80)
2.5% vs. 1.3%
3% 1 P=0.01 ’
2% A
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SHORT VS PROLONGED DAPT

Events Events
Study HR (95% ClI) group 1 group 2
1
ARCTIC - »- : 0.14 (0.00-6.82) 0/624 1/635
1
DAPT { 0.67(0.33-1.37)  12/4941 18/5020
1
I .
DES LATE :. 1.20(0.37-3.91)  6/2514 5/2531 Meta anaIyS|s of 12 RCTs
1
| LOVE IT 2 -»- : 0.14 (0.01-1.30) 0/857 3/878 mcludmg 34,880 PtS.
ISAR SAFE - : 0.14 (0.02-0.96) 0/1997  4/2003
1
ITALIC - i 0.14(0.01-2.16)  0/912 2/910
1
OPTIDUAL g 0.67 (0.12-3.87)  2/690 3/695
1
OPTIMIZE — 1.95(0.20-18.73)  2/1423 1/1449
1
PRODIGY = 0.51(0.14-1.90)  3/707 6/702
1
I-V Overall (12 = 0.8%, p = 0.427) ‘i 0.59 (0.37-0.95) 25/14665 43/14823
D+L Overall ‘i 0.59 (0.36-0.95)
L 1 : 1 ]
0.01 0.1 1 10
Short DAPT Better Long DAPT Better

Palmerini et al. JACC 2017; 69:2011-2022.



DAPT DE-ESCALATION

Aspirin discontinuation

Switching P2Y |2 inhibitors

P2Y | 2 inhibitor discontinuation



SHORT DAPT - ASPIRIN WITHDRAWAL

Data regarding short DAPT with transition to Clopidogrel is mixed
Clopidogrel monotherapy |-2 months after PCl for ACS may increase MACE risk vs longer DAPT.

Unclear if due to thrombotic risk (endoluminal disruption) or lack of individual response (CYP219 allele) to
Clopidogrel.

Safety of prasugrel monotherapy has not yet been reliably proven in patients 21 month post ACS.*

Experimental studies have demonstrated a physiological basis for the lack of increased ischemic risk after
ASA withdrawal on Ticagrelor monotherapy.

ASA provides limited additional platelet inhibition in healthy individuals treated w/ potent P2Y |2 inhibitors.

P2Y 12 receptor blockade may also interfere with thromboxane A2—induced ADP release.



3 MONTHS DAPT

TWILIGHT

Inclusion criteria: High ischemia- or bleeding-risk
7 1 1 9 patients who underwent successful PCI with at least

’ one locally approved DES and had successfully tolerated
patients DAPT for 3 months post-PCl without an ischemic or
bleeding event

Ticagrelor with or without Aspirin in High-Risk Patients Following Ac
PCl 3 Months
: : Pri
: I N=2,341 . o )
H 1 0 e Ticagrelor (90 mg twice daily) /
; =MA :
1 1 i .
! High-Risk Patients ! “ '||' Aspirin (81 to 100 mg daily) |
: with NSTE-ACS : :
I N=5739 ! I
1 o O 1
: | Randomization |
| I 1 |
1 ] | 9
] I |
|} I
: Placed on DAPT for3 : |
1 months followingPCI | |
! | N=2,273 I
! 1 e o Ticagrelor (90 mg twice daily) |
i E > l
i i Placebo <
i i
] I

N Engl J Med, Volume 381(21):2032-2042, November 21, 2019
Eur Heart J, Volume 41, Issue 37, 1 October 2020, Pages 3533-3545

Ticagrelor + , ; Ticagrelor +
\_ Placebo @ Aspirin N

(n=3,555) (n=3,564)

PRIMARY OUTCOME

BARC type 2, 3, or 5 bleeding %
HR 0.56; 95% ClI, 0.45 to 0.68; P<0.001

SECONDARY OUTCOME

Death from any cause,
nonfatal MI, or nonfatal stroke % {
HR 0.99; 95% CI, 0.78 to 1.25; P<0.001 for NI / E]

Ticagrelor + Aspirin

Ticagrelor + Placebo

Randomization Period
12 Months

Standard of Care

Standard of Care

Observation Period
3 Months

Stent thrombosis,
definite or probable %

HR 0.74; 95% ClI, 0.37 to 1.47; P=NS

Conclusion: Among high-risk patients who underwent PCI
and completed 3 months of DAPT, ticagrelor monotherapy
was associated with a lower incidence of clinically
relevant bleeding than ticagrelor plus aspirin.



@ avaNetworc
QUESTION Does switching to ticagrelor monc
among patients with acute coronary syndrom

CONCLUSION This randomized clinical trial fc
12-month DAPT, significantly reduced net ad

POPULATION INTERV
2428 Men ~
628 Women
Ticagr
Adults with acute after 3
coronary syndrome treated 100 mg:
with drug-eluting stents 90 mg tit
for 3 mor
Mean age: 61 years twice dai
LOCATIONS PRIMAI
38 1-ye:
Centers (";e";'
in South Korea orta

Kim B-K, Hong S-J, Cho Y-H, et al. Effect of ticagrelo
with acute coronary syndrome: the TICO randomized ¢

3 MONTHS DAPT

JAMA Cardiology

RCT: Long-term Effects of P2Y12 Inhibitor Monotherapy After Percutaneous Coronary Intervention

POPULATION
2198 Men, 795 Women

Adults who underwent percutaneous
coronary intervention (PCI) with
drug-eluting stent

Mean age,64.5y

SETTINGS / LOCATIONS

33 hospitals in
Republic of Korea

Choi KH, Park YH, Song YB, et al; SMART-CHOICE Investigators. Long-term effects of P2Y12 inhibitor monotherapy after percutaneous coronary intervention: 3-year follow-up of the

INTERVENTION
2993 Participants randomized

> o

1495 P2Y12 inhibitor monotherapy 1498 Prolonged DAPT
Dual antiplatelet therapy (DAPT) for Extended use of DAPT
3 mo followed by P2Y12 inhibitor up to 36 mo
monotherapy

PRIMARY OUTCOME

Occurrence of a major adverse cardiac or cerebrovascular event (MACCE),
a composite outcome including all-cause death, myocardial infarction, or
stroke up to 3 y after the index PCl procedure

SMART-CHOICE randomized clinical trial. JAMA Cardiol. Published online September 28, 2022. doi:10.1001/jamacardio.2022.3203

FINDINGS

There was no significant difference in MACCE between the P2Y12
inhibitor monotherapy group and the prolonged DAPT group at 3y
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nalysis of composite events

31
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: P=.63
_ P2v12 inhibitor group
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t T T 1
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Y12i
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JAMA Cardiol. 2019;321(24):2428-2437. doi:10.1001/jama.2019.8146

JAMA Cardiol. 2022;7(11):1100-1108.

doi:10.1001/jamacardio.2022.3203



| MONTH DAPT

I NDAI I FANNCDC

Effect of 1-Month Dual Antiplatelet Therapy Followed

by Clopidogrel vs 12-Month Dual Antiplatelet Therapy py for:
on Cardiovascular and Bleeding Events in Patients
Receiving PCI

The STOPDAPT-2 Randomized Clinical Trial

| month DAPT not superior to standard DAPT for

mortality at 2 years.

STOPDAPT-2 (CCS + ACS,): Clopidogrel monotherapy
after 1-2 months DAPT was superior in bIeeding outcome
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POPULATION
3280 Men, 856 Women

(I NRAI IEANCDC  Dnct+ ha- AnAalucic
JAMA Cardiology

INTERVENTION
4169 Patients randomized

& Q).@

(PCI)Wllhever Imus I tng t t
Meanage,66.8y

SETTINGS / LOCATIONS

@

96 PCl centers
inJapan

H, Mar

aﬁb@raamdafv% lfedwer
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type

Pat\entsw\th acuf te :oronary sy drome

2091DAPT group,
12mo

DAPT with aspirin and
clopidogrel for 12 mo

2078 DAPT group, 1-2mo
Dual antiplatelet therapy
(DAPT}) for 1-2 mo followed
by clopidogrel monotherapy

PRIMARY OUTCOME

A composite of cardiovascular events (death, myocardial infarction,
definite stent thrombosis, ischemic/hemorrhagic stroke) or bleeding
defined by Thrombolysis in Myocardial Infarction (TIMI) major/minor
criteriaat 12 mo

RCT: Comparison of Clopidogrel Monotherapy After 1to 2 Months of DAPT With 12 Months of DAPT in
Patients With Acute Coronary Syndrome

FINDINGS

Clopidogrel monotherapy after 1-2 mo of DAPT failed to attest
noninferiority compared with 12 mo of DAPT with aspirin and
clopidogrel

Hazard ratio, 1.14 (95% C1, 0.80-1.62)
P for noninferiority =.06

Cumulative incidence, %
o = N W s ow

120 180 240 300 360
Time after index PCI, d

0 30 60

‘Composite cardiovascular or bleeding events:
1-2 mo DAPT: 65 patients (3.20%)
12-mo DAPT: 58 patients (2.83%)

Hazard ratio, 1.14 (95% Cl, 0.80-1.62); P for noninferiority =.06

oto T, Natsuaki M, et al; STOPDAPT-2 ACS Investigators. Cor of clopidog I rapy af { to 2 months of dual antiplatelet the: vith 12 months of dual
ary syndrol the STOPDA PTZ [ Jnmlzeddn‘lialt \ MA Cardiol. Publi \ ed online Mar \ZZCIZZd ICH:IOW ardio.2021.524
§ 3 é 3
s s
] £
B2 B2
5 3
E E
3 3
0.0+
12 15 it 21 15 1 2 )
Number at risk Months from randomisation Number at risk Months from randomisation
Exp. 5,308 5,231 5176 5,128 5,057 Exp. 5,308 5223 5,164 5116 5,040
Ref. 5813 5,178 5,647 5,578 5,503 Ref. 5813 5112 5,639 5,569 5,492

Ono et al, 2022



| MONTH DAPT

A
100 ¥ Ticagrelor plus aspirin
— Ticagrelor plus placebo

104
ULTIMATE-DAPT = HR 0-45 (95% C1 0-30-0-66); p<0-0001
Fow
% 46%
IVUS-ACS RCT § 4 TRCT
S N 2:1%
IVUS-guided PCI " S S TR 1-year follow-up
Number at risk
(N =1 753) ‘(number Censonle?l)
Ticagrelor plus aspirin 1700 1681 1664 1652 1634 1622 1615
! © 1) @) ) @) @ an
Ticagrelor plus placebo 1700 1688 1684 1676 1665 1657 1654
(0) 2) 4) (6) 3 (1) (14 .
B ratified by
: Ticagrelor + R , IVUS vs
Randomized 1:1* — <29 R H
asplrln X1 mo 5 HR 0-98 (95% CI 0-69-1:39; P sty <0-000L; Py =0-89 and Slt.e
3% imization
Angiography-guided 35 4 . 1-year follow-up
PCI (N=1752) B (N=1699)
105 pts wer
60 120 180 240 300 330
Number at risk Time since randomisation (days)
(number censored)
Ticagrelor plus aspirin 1700 1693 1684 1669 1659 1648 1636
(0) (0) (1) 3) (5) 7) 9)
Ticagrelor plus placebo 1700 1690 1684 1673 1664 1652 1640

(0) (@) (0) 1) ) @ (®



<| MONTH

DAPT

T-PASS

Stopping Aspirin Within 1 Month After
Stenting for Ticagrelor Monotherapy in
Acute Coronary Syndrome: The T-PASS
Randomized Noninferiority Trial

Sung-Jin Hong, MD , Seung-Jun Lee, MD , Yongsung Suh, MD , Kyeong Ho Yun, MD , Tae Soo Kang, MD , Sanghoon Shin, MD

, Sung Woo Kwoen, MD , ... SHOW ALL ... on behalf of the T-PASS (Ticagrelor Monotherapy in Patients Treated With New-Generation Drug-

Eluting Stents for Acute Coronary Syndrome) Investigators | AUTHOR INFO & AFFILIATION

<| month DAPT resulted in less major bleeding.

<| month DAPT superior for MACE, primarily driven
by significantly less bleeding.

2,850 e

treat ACS
ACS PATIENTS

g®

TICAGRELOR MONOTHERAPY TICAGRELOR-BASED
AFTER <1-MONTH DAPT 12-MONTHS DAPT

PRIMARY ENDPOINT

TICAGRELOR MONOTHERAPY 2.8% vs. DAPT 5.2%
HAZARD RATIO 0.54 (P<0.001 NONINFERIORITY,

P=0.002 SUPERIORITY)

SECONDARY OUTCOMES

(1% vs. 1%)
€0.1% vs. 0.1%)

(1.7% vs. 3.0%)

CONCLUSION

Among patients treated with DES for ACS, <1 month of DAPT followed by ticagrelor
monotherapy was noninferior and provided evidence of superiority to 12 months of
ticagrelor-based DAPT for the one-year composite outcome primarily driven by a
significant reduction in bleeding events.




META-ANALYSIS

The Safety and Efficacy of Aspirin
Discontinuation on a Background of a P2Y 5
Inhibitor in Patients After Percutaneous
Coronary Intervention: A Systematic Review and
Meta-Analysis

Michelle L. 0’'Donoghue, MD, MPH B sabina A Murphy, MPH, and Marc S. Sabatine, MD, MPH AUTHOR INFO & AFFILIATIONS

Meta-analysis of RCTs (32,145 pts):

Aspirin stopped |-3 months post-PClI
then transitioned to P2Y | 2i

monotherapy vs traditional DAPT.

I Primary Bleeding Outcome I MACE
HR (95% Cl) Weight HR (95% Cl) Weight
GLOBAL LEADERS (n=15968) —i— 0.86 (0.67-1.11) 27.5% . 0.83 (0.69-1.00) 42.6%
SMART CHOICE (n=2993) —®&—| 058(0.36-0.92) 17.9% —=——  1.19(0.76-1.85) 9.6%
STOPDAPT2  (n=3009) g 0.26 (0.11-0.64) 8.0% —_— 0.79 (0.49-1.29) 8.2%
TWILIGHT (n=7119) B 0.56 (0.45-0.68)  29.6% - 0.99 (0.78-1.25)  29.4%
TICO (n=3056) —a— 0.56 (0.34-0.91) 17.0% — 0.69 (0.45-1.06) 10.3%
OVERALL (n=32,145) ‘ 0.60 (0.45-0.79) 100% 0.88 (0.77-1.02) 100%
02 | o4 06081012 16 12=64.6% S o S, 12=11.8%
P2Y12 inhibitor ASA +P2Y12

monotherapy preferred

P2Y12 inhibitor
inhibitor preferred

Primary Bl

eeding Outcome I

GLOBAL LEADERS ACS (n=7487) —Jl—
SMART CHOICE ACS(n=1741)
TWILIGHT ACS (n=4614)

.3

.

OVERALL (n=16,398) ‘

TICO  (n=3056)

—_—

rrrrrr
03 04 0.6 0.8 1.

ASA +P2Y12

monotherapy preferred  inhibitor preferred

P2Y12 inhibitor
monotherapy preferred

HR(95% CI)  Weight HR(95%CI)  Weight
0.52 (0.33-0.81)  19.1% —— 0.73 (0.51-1.03) 27.6%
0.56 (0.30-1.05) 9.8% 1.06 (0.61-1.85) 11.3%
0.47 (0.36-0.61)  55.3% 0.97 (0.73-1.28) 42.3%
0.56 (0.34-0.91)  15.9% —. 0.69 (0.45-1.06) 18.8%
0.50 (0.41-0.61) 100% ’ 0.85 (0.70-1.03) 100%
ek 5 o, T T T T 1T 117 T T T
012 16 1°=0.0% 03 04 0.6 0.8 1.0 1.6 2.0 12=2.9%

ASA +P2Y12
inhibitor preferred

P2Y12 inhibitor

monotherapy preferred

ASA +P2Y12
inhibitor preferred



META-ANALYSIS

Recent meta-analysis at SCAIl 2026:
RCTs comparing Ticagrelor monotherapy after 1-3 months DAPT vs |2 months Ticagrelor + ASA after PCl in ACS.
Four RCTs w/17,981 pts

Ticagrelor monotherapy significantly reduced all-cause mortality and cardiac death, w/ a 51% reduction in major
bleeding.

Modest but significant reduction in composite ischemic endpoint (MACCE).

Meta analysis by |Ibrahim et al (J Cardiovasc Med, 2026): (16,289 pts) after 6 months DAPT post-PCl for
stable CAD, Plavix monotherapy showed a 31% reduction in MACCE compared with ASA monotherapy.

Plavix led to significantly less risk of stroke and Ml vs ASA.

No differences in major bleeding or all-cause death.



DAPT DE-ESCALATION

Aspirin discontinuation

Switching P2Y |2 inhibitors

P2Y | 2 inhibitor discontinuation



Cumulative incidence rate(%)
Primary endpoints

TALOS-MI

15

-
o

o
I

DEESCALATION

AMI

patients

- == Active control
De-escalation

Absolute difference -3.6%
HR 0.55 (95% CI, 0.40-0.76)

pnoninferiority<0-001
<0.001

psuperiority

with

successful

PCI

Aspirin
+Ticagrelor

30+7days

Months from PCI

12

Patients
Without

Adverse
events

Treatment group : Aspirin + Clopidogrel

Control group : Aspirin +Ticagrelor

Composite of cardiovascular death, Ml, and stroke Composite of BARC bleeding (type 2,3, or 5)

Cumulative incidence rate(%)
Composite of CV death, Ml or stroke

De-escalation

15 7 --- Active control
— De-escalation
HR 0.69 (95% ClI, 0.42-1.14)
10 — p=0.148
5 o=
_—~31%
::'___'-_-;-'_"J_’p' 21 OA’
0 T T 1
1 3 6 12
Months from PCI
Number at risk
1349 1299 1264 1201
1348 1288 1226 1147

Active control

Cumulative incidence rate(%)
Composite of BARC (2,3, or 5)

=
(9)]
|

10

===Active control
— De-escalation

HR 0.52 (95% Cl, 0.35-0.77)

De-escalation

Active control

p=0.001
cume=m=—5.6%
3.0%
1
12
Months from PCI
Number at risk
1349 1293 1251 1180
1348 1276 1197 1120



DAPT DE-ESCALATION

Aspirin discontinuation

Switching P2Y |2 inhibitors

P2Y | 2 inhibitor discontinuation




ASPIRIN MONOTHERAPY

SMART-DATE
Reduced Myocardial Infarction Increased Myocardial Infarction
Increased Ml risk w/ 6 mo DAPT followed by ASA Increased Major Bleeding Increased Major Bleeding
monotherapy vs 12 mo DAPT © DAPT
¢ ASA
- P2Y12
RCTs have found that after ACS w/ PCI, P2Y | 2i £
discontinuation followed by ASA alone after 3-6 >
months of DAPT resulted in excess thrombotic risk, 51 o
albeit w/ less bleeding. =
o)
o
E . 4
Network meta-analysis (Ando et al, JACC Interv 2022) x
2
|9 RCTs (73,126 pts) s/p PCl w/ 2nd-generation DES. , _ 1 , _
Reduced Mypcardlal I_nfarctlon Increased Myocardltal Infarct!on
Less major bleeding w/ P2Y12i or aspirin monotherapy vs 0.5 LReduced Major Bleeding Reduced Major Bleeding
prolonged DAPT. 0.5 1 2

Risk Ratio for Myocardial Infarction
Ml risk after DAPT cessation significantly higher for pts
continuing with ASA vs P2Y |2 inhibitor monotherapy.



ANTIPLATELET THERAPY BEYOND | YEAR




ANTIPLATELET THERAPY BEYOND |
YEAR

* Beyond standard DAPT therapy (6-12 months), uncertainty remains as to the optimal antiplatelet
regimen — include appropriate antiplatelet monotherapy and risk/benefits of extended DAPT.

Multiple studies have suggested that Clopidogrel may provide more benefit than Aspirin.

CAPRIE trial
Clopidogrel monotherapy better than ASA to reduce risk of CV death, Ml, or CVA

Bleeding rates were comparable between groups, but Clopidogrel w/ lower risk of GIB.

Multiple studies have suggested that Clopidogrel may provide more benefit than Aspirin.



HOST-EXAM

HOST-EXAM

5,530 pts randomized to Clopidogrel
vs ASA monotherapy |12-18 months
post-PCl.

26% reduction in MACE at 5 yrs.

39% risk reduction in MI.

No difference in mortality.

*ACS in 71.9%.

Cumulative Incidence of Events (%)

Cumulative Incidence of Events (%)

301

— Aspirin

MACE

25 —— Clopidogrel

20 Hazard ratio 0.74 (95% CI, 0.63 — 0.86)
Log rank P < 0.001

154 - 12.8%

10

Years after Randomization

30~

25 BLEEDING
Hazard ratio 0.74 (95% ClI, 0.57 — 0.94)

204 Log rank P =0.016

154

Years after Randomization



SMART-CHOICE 3

100 —  Clopidogrel
5,000 Patients Being Treated with Standard Duration of DAPT at High Risk" of I T TR MACE
Recurrent Ischemic Events After PCI withDES
*Previous MI, medication-treated l 80 HR 0.71 (95% CI 0.54-0.93); P=0.013
diabetes, complex PCI Randomization (11) . 10 15 6.6%
Treatment Strategy of Antiplatelet Monotherapy E 60
Stratified by clinical presentation at the index PCI and participating center E 50 ’ 44%
l l % “ 25 Absolute risk reduction of 2.2 percentage points
7 5 Clopidogrel Monotherapy Aspirin Monotherapy g % NNT to prevent one event 45 patients
—— ¥ N =2,500 N =2,500 e 20 0 . - > ;
10
0 1 2 3
Follow-up (Years)
. 100 -
After >2 yrs follow-up, Clopidogrel monotherapy . 1 Clopidogrel
led to 29% lower risk for primary composite " | T epirn BLEEDING
. 51 HR0.97 (95% CI0.67-1.42)
endpoint (all-cause death, Ml, or CVA). g ™
g 6o 5
Primarily due to significant reduction in MI. R 5.0%
E 40 25 4 3.0%
No significant difference in rate of major bleeding 3 e
20 0 4=
between groups. o 0 1 2 3
L -
0 1 2 3

Follow-up (Years)



STOPDAPT-2 / ACS — 5 YEAR ANALYSIS

Clopidogrel Monotherapy vs. Aspirin Monotherapy Beyond 1-year after PCI
Final 5-year analysis of the STOPDAPT-2 ACS and STOPDAPT-2 Total Cohort

)

|

ACS 38% and CCS 62%

STOPDAPT-2

|

N=3005
I

STOPDAPT-2 ACS
ACS 100%

N=2986
|

STOPDAPT-2 Total Cohort
N=5991

\

15%

10%

5%

0%

Cumulative Incidence

Y

0

STOPDAPT-2 ACS

CVD/MI/ST/Stroke

R 0.70 (0.51-0.96)

H
P =0.03

1 2 3 4
Years after PCI

= Clopidogrel
— ASPpirin

TIMI major/minor bleeding

PCI

15%- 1
| " HR1.00(0.62-1.61)
| P=0.99
10%4
68% |
|
5% 1 .
4.7% : S
0% "7 4%
0

5

1 2 3 4 5
Years after PCI /

™

1Y

5Y

Clopidogrel monotherapy

DAPT :
(Aspirin + P2Y12i) ; Analyzed period
| H H

Aspirin monotherapy

L DAPT (Aspirin + Clopidogrel)

~

umulative Incidence

\

0%

Is

15%
10%

5%

STOPDAPT-2 Total Cohort

CVD/MI/ST/Stroke

| HR 0.74 (0.60-0.91)
I P=0.004

1
1
1
1
[}

7.7%

5.8%

0

1 2 3 4
Years after PCI

5

TIMI major/minor bleeding

15%
10%

5%

0%
0

1

HR 1
P =043

2

3 4 5
Years after PCI /

13 (0.84-1.53)

= Clopidogrel
— Aspirin

3.2%
2.9%

Clopidogrel monotherapy
significantly superior to ASA beyond
| year:

23% lower risk of major CV
outcomes at 5 yrs.

2/2 significant reduction in M.



SCAI LATE-BREAKING

Recent late-breaking trial at SCAI 2026:

5,664 high-risk pts (HBR and ischemic) | year post-PCl after DAPT.

Clopidogrel vs ASA monotherapy was associated w/ lower rates of thrombotic and bleeding events regardless of HBR
and/or PC| complexity.

Magnitude of net clinical benefit by Clopidogrel monotherapy was more pronounced in pts at highest risk — pts at
HBR who underwent complex PCI.



OPT-BIRISK

JAMA Cardiology

RCT: Extended Clopidogrel Monotherapy vs DAPT in Patients With Acute Coronary Syndromes
at High Ischemic and Bleeding Risk

POPULATION INTERVENTION FINDINGS

4575 Males, 3183 Females 7758 Patients randomized Extended 9-mo clopidogrel monotherapy was superior to
continuing clopidogrel plus aspirin in reducing clinically relevant
bleeding (2.5% vs 3.3%; P=.03) without increasing ischemic events

54
HR, 0.75; 95% Cl, 0.57-0.97; P=.03

Clopidogrel plus aspirin 3.3%

ES
o
£
B
9
=3
w34
‘6. 2.5%
™ 24
~
Patients at high ischemic/bleeding risk 3873 Clopidogrel plus 3885 Clopidogrel plus g Clopidogrel plus placebo
who completed 9-12 mo of DAPT after placebo aspirin (DAPT) 21
drug-eluting stent for ACS Extended antiplatelet with Extended DAPT with E
Meanage, 64.8y clopidogrel plus placebo clopidogrel plus aspirin @ 0" ‘ X
for 9 mo for9mo 0 3 6 9
Time since random assignment, mo
SETTINGS / LOCATIONS PRIMARY OUTCOME Rate of bleeding in clopidogrel plus placebo group:
2.5% (95 of 3873 patients)
T~ 101Hospitals Clinically relevant bleeding at 8 mo defined as Bleeding Academic Research Rate of bleeding in clopidogrel plus aspirin group:
CQ? inChina Consortium (BARC) types 2, 3, or 5, including bleeding that is overt and 3.3% (127 of 3885 patients)
actionable (type 2), requires clinician response (type 3), or is fatal (type 5) Difference, -0.8%; 95% Cl, -1.6% to -0.1%, P=.03

Li'Y, LiJ, Wang B, et al; OPT-BIRISK Investigators. Extended clopidogrel monotherapy vs DAPT in patients with acute coronary syndromes at high ischemic and bleeding risk:

the OPT-BIRISK randomized clinical trial. JAMA Cardiol. Published online April 17, 2024. doi:10.1001/jamacardio.2024.0534 AR

Noninferiority for
MACCE was met with
Clopidogrel over DAPT:

26% relative risk
reduction.



Month

12
Months

INDIVIDUALIZED TREATMENT

PC| e PRECISE-DAPT score

/\

No high High .
bleeding risk bleeding risk .
(score <25) (score 225)

|1

STANDARD SHORT
DAPT* DAPT*

l

Haemoglobin (1 g/dL decrease) 0 to 15
White blood cell (10 units/uL  0to 15
increase)

Age (10 years increase) 0to19
Creatinine clearance (10 mL/ 0to 25
min decrease)

Prior bleeding Oor 26
TOTAL 0to 100

Re-assess the risks and benefits for DAPT

Uneventful patients s DAPT score

/' \

DAPT DAPT
score <2 score 22

STOP PROLONG

DAPT DAPT

h 4

Age
. >75 -2
o 65-74 -1
. <65 0
* Cigarette smoking 1
* Diabetes mellitus il
* Ml at presentation 1
* Prior PCl or Ml 1
* Paclitaxel-eluting stent 3
¢ Stent diameter <3 mm 1
* CHF or LVEF <30% 2
* Vein graft stenting 2

TOTAL -2to 10

6-month versus 12-month or longer DAPT According to PRECISE-DAPT Score in Patients with ACS

ACS with Non-High Bleeding Risk
(PRECISE-DAPT Score <25)

ACS with High Bleeding Risk
(PRECISE-DAPT Score 225)

2017 ESC ine for DAPT i Class Level

In patients with ACS treated with coronary stent implantation, DAPT
with @ P2Y12 inhibitor on top of aspirin is recommended for 12 months

2017 ESC ine for DAPT

Class

In patients with ACS and stent implantation who are at high risk of
bleeding (e.g. PRECISE-DAPT 225), discontinuation of P2Y12 inhibitor

unless there are i such as ive risk of therapy after 6 months should be considered.
3 ARD = +1.3%, p=0.035 6
= Bleeding/Long DAPT == Bleeding/Long DAPT ARD = +1.5%, p=0.327
Bleeding/Short DAPT s Bleeding/Short DAPT
3 == Ischemia/Long DAPT 3 wmm IschemialLong DAPT
: Ischemia/Short DAPT o Ischemia/Short DAPT
§ g 3 ARD = -1.7%, p=0.045
w N W 2
ARD = +0.2%, p=0.498 .
1
° = ! °
~— Long DAPT (212-month) . ~ Long DAPT (212-month)
Bleeding  _ 5.1 papT (6-month) Jschemia Bleeding  _ g\ ooner (6-month) Ischomia
Log rank p =0.413 Log rank p =0.036 Log rank p=0.087 Log rank p =0.345
g g £ g
3 s 3
H H H ]
3 3 3 3
2 2 H £
] s
2 H £
] ] E ]
3 3 3 3
§ E s : E 2 E
o o o j o
=4 ° °
0 " % o 0 o T w g W 3 o v W o =

Level

Longer DAPT associated w/ lower risk of ischemic events w/o
significant increase in major bleeding risk vs w/ shorter DAPT in
pts w/ non-HBR (PRECISE-DAPT <25). Shorter DAPT associated
w/ lower risk major bleeding w/o significant increase of ischemic
risk vs longer DAPT in pts w/ HBR (PRECISE-DAPT 225).



HOW TO SUMMARIZE IT ALL?

Short (1-3 mo) DAPT followed by antiplatelet
monotherapy (ASA or P2Y |2i) best for high
bleeding risk.

P2Y 12i (vs ASA) monotherapy following DAPT
associated w/ better net clinical benefit (lower
bleeding and ischemic events).

DAPT deescalation is best prescribed to pts at
greatest ischemic risk.

Short DAPT may be best strategy for reducing
major bleeding and all-cause death.

Both short DAPT and DAPT deescalation reduce
major bleeding w/o increasing ischemic events vs
standard DAPT regardless of clinical presentation or
procedural complexity.

Early (1-2 months) use of more potent P2Y|2i agents
(Ticagrelor, Prasugrel) appears better.

Short (1-3 months) DAPT followed by P2Y| 2i
monotherapy likely represents the optimal DAPT
strategy for most, regardless of presentation or
complexity.

Longer DAPT with more potent/consistent P2Y |2i
(ticagrelor or clopidogrel) is best for high ischemic
risk.

P2Y 12i monotherapy (clopidogrel or ticagrelor)
provides greater long-term safety and effectiveness
than ASA monotherapy.

Unguided de-escalation | month after PCl reduces
bleeding w/o incurring ischemic risk asvs longer term
prasugrel- or ticagrelor-based DAPT.




KEY TAKEAWAYS

After ACS, Ticagrelor or Prasugrel > Clopidogrel.

Few patients benefit from extended DAPT. Use
risk scores.

3-6 months DAPT likely sufficient in many pts and
should be default in patients at HBR (PRECISE
DAPT 225). Stop ASA and continue P2Y2.

For post-ACS pts who have tolerated DAPT w/
Ticagrelor, transition to Ticagrelor monotherapy is
recommended 2| month after PCI.

Clopidogrel is acceptable 6-18 months after ACS and
w/ CCS.

DAPT de-escalation to Clopidogrel (+Aspirin),
reduces bleeding risk w/ similar incidence of ischemic
events vs standard DAPT. *

Consider Clopidogrel over Aspirin for chronic
antiplatelet monotherapy.

For pts requiring dual therapy with long-term AC,
discontinue ASA |-4 weeks post PCl and continue
P2Y 12i (preferably Clopidogrel). Discontinue P2Y12
at 6 or 12 months and continue AC monotherapy.




END

Aspirin investors:
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