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Antiplatelet Considerations

-

Both ischemic and bleeding events
Increases the risk of mortality!




DAPT Considerations
P2Y12 Potency
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DAPT Considerations

Duration

Ischemic Events Bleeding Events
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Timeline of Ischemic vs. Bleeding Risk after ACS

Higher: ACS, complex

PCI (bifurcation, longer

lesion, CTO, Calcified,
Thrombotic)

Higher: HBR patients,
OAC, potent P2Y12

Bleeding

Thrombosis

Rodriguez F et al. N Engl J Med 2021; 384:452-460



Timeline of Ischemic vs. Bleeding Risk after ACS

Higher More potent P2Y12

A

De-escalation

Bleeding

Thrombosis

Rodriguez F et al. N Engl J Med 2021; 384:452-460
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De-Escalation Strategies
ARC Definition

Switch Dose:- Discontinuation
Reduction
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Capodanno, et al. Circulation. 2023;147:1933—1944



De-escalation to less potent P2Y12 vs.
Standard Potent DAPT

Why?
4 A

De-Escalation Strategies
ARC Definition

Switch




De-escalation from Potent P2Y12

TOPIC
TALOS-AMI
TROPICAL-ACS

POPular Genetics

HOST-RI DUCE-POLYTECH-ALS

' " i As compared with standard DAPT,
3 DAPT de-escalation:
@ (m5,391) :
PFotent P‘.‘V,, ‘
lﬂ!uo' l

ACS Patients BARC = 2 Bleeding
N=10,779 x HROS7, 95% 01(042.078)

- lﬁ

Cardiac Events
MRO.77. 95% O 062-5¢)

Clopidogrel or Reduced Done of Potent P2V, inkibétor

Tavenier et al. European Heart Journal - Cardiovascular Pharmacotherapy (2021) 0, 1-11



r
ﬂ TALOS-AMI
)e-escalation at 30 days to unguided no loading clopidogrel

A '

* 2697 patients (STEMI 54%; NSTEMI 46%) randomized
after 1 month of ASA+Ticag

= Group 1: ASA+Ticag for 11 months
= Group 2: ASA+Clopidogrel for 11 months

* De-escalation resulted In
= Reduced NACE- 45% (P,,=0.0001)
= Reduced bleeding- 48% (P=0.0012)
= No difference in CV death, MI, stroke (2.1% vs. 3.1%; P=0.15)

TALOS-AMI. Lancet 2021; 398: 1305-16



ﬂ TOPIC
| >alation at 30 days to unguided no loading clopidogrel

* 646 patients (STEMI 40%; UA/NSTEMI 60%)
randomization after 1 month of ASA+Ticag/Prasugrel

= Group 1: ASA+Ticag/Prasugrel for 11 months
= Group 2: ASA+Clopidogrel (FDC) for 11 months

* De-escalation resulted in
= Reduced NACE- 52% (Pg,,<0.01)
= Reduced bleeding- 70% (P <0.01)
= No difference in ischemic endpoint (9.3% vs. 11.5%; P=0.36)

TOPIC. European Heart Journal (2017) 38, 3070-3078



De-escalation to shorter DAPT vs.
Standard Potent DAPT
Why?
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ﬂ TWILIGHT ACS: 3m vs. 12m DAPT
Short DAPT at 90 days by dropping ASA

* 4,614 patients at high bleeding or ischemic risk
randomized to 3m DAPT (followed by Ticagrelor) vs. 12
m DAPT (ASA+Ticagrelor)

 STEMI: Excluded, NSTE-ACS: 100%

* 3m when compared with 12m DAPT
= Reduced bleeding (p< 0.001)
= No difference for Ml (3.1% vs. 3.1% (p = 0.99))
= No difference in stent thrombosis (0.4% vs. 0.6% (p = 0.38))



STOPDAPT-Z ACS: 1m vs. 12m DAPT
, Short DAPT at 30 days by dropping ASA

* 4,169 patients randomized to 1m DAPT (followed
by clopidogrel) vs. 12 m DAPT

* STEMI: 56%, NSTEMI: 20%, and unstable angina:
24%

* 1m when compared with 12m DAPT

2 for NACE (CV death, MI, stroke, ST,
TIMI major or minor bleeding)

2 MI: 1.6% vs. 0.9% (p < 0.05)
= Reduced bleeding

Dr. Hirotoshi Watanabe ESC Congress 2021



ﬂ T-PASS: <1m vs. 12m DAPT
Short DAPT at 30 days by dropping ASA

* 2830 patients randomized to <1m DAPT (followed by
Ticagrelor) vs. 12 m DAPT (ASA+Ticagrelor)

* STEMI: 40%, NSTEMI: 35%, and unstable angina: 24%

* <1m when compared with 12m DAPT

. Reduced NACE: HR 0-54 (95% Cl 0-37-0-80); P,,<0.0001;
P..=0.002

sup

= No difference in MACE: HR 0-84 (95% CI 0-50-1-41); P=0.51
- MI: 0.5% vs. 0.6%; P=0.80

= Reduced bleeding: HR 0-35 (95% CI 0-20-0-61); P<0.0001

Hong SJ et al. Circulation. 2024;149:562-573



LTIMATE-DAPT: 1m vs. 12m DAPT
Short DAPT at 30 days by dropping ASA

* 3400 patients randomized to 1m DAPT (followed by
Ticagrelor) vs. 12 m DAPT (ASA+Ticagrelor)

* STEMI: 28%, NSTEMI: 32%, and unstable angina: 40%

* 1m when compared with 12m DAPT
» Reduced NACE: HR 0.45 (0.30 to 0.66); P<0.0001

= No difference in MACE: HR 0.98 (0.69 to 1.39); P <0.0001
» MI: 0.9% vs. 0.7%; P=0.29

= Reduced bleeding: HR 0.68 (0.53 — 0.88); P=0.007

Ge L et al. Lancet. 2024



STOP DAPT-3: Om vs. 12m DAPT
: P2Y12 Monotherapy vs. DAPT
* 5966 patients randomized to Om DAPT (Prasugrel 3.75
mg) vs. 12 m DAPT (ASA+Prasugral 3.75 mg)

e STEMI: 43%

* Om when compared with 12m DAPT
= No difference in bleeding: HR 0.95, 0.75-1.20; P= 0.66

= No difference in MACE (30 days): HR 1.12, Cl 0.87-1.45; P
=0.01

o : HR 3.40, 95% CI 1.26-9.23; p < 0.05

Natsuaki M et al. Circulation. 2023



De-escalation to shorter DAPT vs. De-
escalation to less potent P2Y12

Why?
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ACS Patients
De-escalation vs. Short DAPT strategy

ACS Patients Undergoing PCl on DAPT
All-Cause Death RR 0.98, 95% Cl 0.68-1.43
NACE
MACE RR 0.87, 95% Cl 0.70-1.07
Cardiovascular Death RR 0.89, 95% Cl 0.54-1.47

1
Reduce Myocardial Infarction —— RR 0.71, 95% Cl 0.50-1.01
to C75 dose I

Stroke RR 0.71, 95% Cl 0.41-1.20
P2Y12i

DAPT with DAPT with Stent Thrombosis RR 0.60, 95% Cl 0.28-1.28
clopidogrel halved dose

Clinically Relevant

Bleeding RR 0.97, 95% C1 0.70-1.35 e e

ASA ASA

Major Bleeding
ASA

Minor Bleeding RR 0.80, 95% Cl 0.61-1.04

Risk Ratio

Favors Favors
De-Escalation Short DAPT

Laudani, C. et al. J Am Coll Cardiol Intv. 2022;15(3):268-277

ASA

P2Y12i SAPT




Short-Term DAPT and DAPT De-Escalation
Strategies for Patients With Acute Coronary
Syndromes: A Systematic Review and Network
Meta-Analysis

Toshiki Kuno'=, MD, PhD; Atsuyuki Watanabe, MD; Satoshi Shoji, MD, PhD; Tomohiro Fujisaki‘=, MD; Hiroki Ueyama, MD;
Hisato Takagi®’, MD, PhD; Pierre Deharo®®, MD; Thomas Cuisset, MD; Sripal Bangalore®, MD, MHA; Roxana Mehran®=, MD;
Gregg W. Stone'=, MD; Shun Kohsaka'®, MD, PhD*; Deepak L. Bhatt':}, MD, MPH*

Guided selection
Short DAPT [Aspirin R 5622 patients

5,493 patients g §
7 J@==—_____Extended DAPT

\ / 4,494 patients
X /
/

Unguided de-escalation
2,841 patients

/ Standard DAPT with Ticagrelor
23,490 patients
Standard DAPT with Low-dose Prasugrel

2,883 patients Standard DAPT with Prasugrel
16.336 patients

Short DAPT [P2y12i]
8,324 patients

Standard DAPT with Clopidogrel \
\
\

34,014 patients

Kuno....Bangalore et al. Circ Cardiovasc Interv. 2023;16:e013242



DAPT strategies in ACS: Ranking

* MACE e Ml * Bleeding

1. Unguided de-es 1. Extended DAPT 1. Unguided de-es

2. Guided selection 2. Guided selection 2. Short DAPT (P,Y,)
* Death * Stroke

1. Short DAPT (P,Y,) 1. Guided selection

2. Unguided de-es 2. Extended DAPT
* CV death * Stent thrombosis

1. Unguided de-es 1. Extended DAPT

2. Short DAPT (P,Y,) 2. Std DAPT w low P

Kuno....Bangalore et al. Circ Cardiovasc Interv. 2023;16:e013242



De-escalation vs. Standard Potent DAPT
How and When?



De-escalation Strategies in ACS




De-escalation Strategies in ACS




De-escalation Strategies in ACS

No loading and no
testing



De-escalation Strategies in ACS: Summary

Yellow exclamation mark, strategy
associated with possible increased
ischemic risk. Green check, strategy
not associated with any trade-off in

ischemic events.
DAPT with aspirin and

potent P2Y12 inhibition
| 1 month

Modified from Galli M and Angiolillo DJ. Front. Cardiovasc. Med., 2022
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