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STUDY POPULATION oo g

* Admitted with acute coronary syndrame (STEMI, NSTEMI, UA)
* Successful PCI of all target Iesionf admission

KEY EXCLUSION CRITERIA

* Prior ischemic stroke < 30 days

* Major active/recent bleeding, or need for oral anticoagulation, or prior
intracranial bleeding, or fibrinolytics < 24 h., or bleeding diathesis.
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STUDY DESIGN

50 center v Brazilii
Funding Brazilian Ministry of Health

A
NEO-MINDSET <

¥  EINSTEIN
Hospitsl leraelita

3400 pts with ACS who underwent
succesful PCl < 4 days from admission

1:1

* Prasugrel or ticagrelor were chosen at

investigator’s discretion before randomization

MONOTHERAPY DAPT

Potent P2Y12 inhibitor* ASA + Potent P2Y12 inhibitor*
DSMB review a 12 months @

400, 1/3,%,3/5, 7 :

and all patients

PRIMARY ISCHEMIC OUTCOME (Noninferiority)
with 30-day fup All-cause death, MlI, stroke, or urgent target vessel revascularization
‘ Hierarchical
PRIMARY BLEEDING OUTCOME (Superiority)

Major or clinically relevant nonmajor bleeding (BARC 2, 3, or 5)

_/
ESC Congress World Congress
2025 Madrid  of Cardiology
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)
SAMPLE SIZE CALCULATION Pt

N
¥

PRIMARY ISCHEMIC OUTCOME PRIMARY BLEEDING OUTCOME
NONINFERIORITY SUPERIORITY
Estimated event rate in both groups: 7% Estimated event rate in DAPT group = 8%
One side type | error: 0.025 SAMPLE SIZE Two-side type | error: 0.025
Power: 80% Power: 88%
3400
Noninferiority margin = 2.5% (relative 36%) 1700 in each arm Reduction in events from 8% (DAPT)
to 5% (mono)
Estimated lost to follow-up = 4% (N=136) (37.5% relative risk reduction)

''''''''''
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BASELINE & PROCEDURAL CHARACTERISTICS

Monotherapy
(n=1712)

Age,y 59.5 (+10.9) 59.8 (+10.7)
Female sex 502 (29.3) 497 (29.3)
Diabetes 459 (26.8) 477 (28.1)
Qualifying index event

STEMI 1058 (61.8) 1061 (62.5)

NSTEMI 527 (30.8) 512 (30.2)

Unstable Angina 127 (7.4) 125 (7.4)
ARC High bleeding risk 339 (19.8) 335 (19.7)
Multivessel coronary artery disease 777 (45.4) 719 (42.3)
Radial access 1465 (85.6) 1445 (85.2)
Treated vessel LAD 1010 (59.2) 999 (59.1)
At least one bifurcation lesion 219 (12.8) 184 (10.8)
Number of implanted stents 1.6 (1.0) 1.6 (1.0)
Days from admission to first PCI 1.0 (1.3) 0.9 (1.0)
Days from admission to randomization 2.3 (1.3) 2.3 (1.0)

@

EINSTEIN
Hospital lsraelita

TOGETHER WITH Numbers are mean (+SD) or count (%)
ESC Congress World Congress > @
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ANTIPLATELET TREATMENT

A
NEO-MINDSET (:.I‘j

‘¥  EINSTEIN
Hospital lsraelita

Monotherapy

Antiplatelet therapy before
randomization

(n=1712)

Aspirin 1641 (95.9) 1656 (97.6)
Clopidogrel 1442 (84.3) 1439 (84.8)
Ticagrelor 136 (8.0) 129 (7.6)
Prasugrel 99 (5.8) 98 (5.8)
P2Y12 inhibitor post-randomization
Prasugrel 1192 (69.6) 1172 (69.0)
Ticagrelor 480 (28.0) 501 (29.5)
Other 40 (2.3) 25 (1.5)

Numbers are count (%)

'''''''''''
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spital bura e it

ISCHEMIC PRIMARY .tu!fg:-"f

All-cause death, M|, stroke, or urgent target vessel revascularization

Difference, 1.47 percentage points Monotherapy 7.0%
(95% Cl -0.16 to 3.10)

=0.11 for noninferiority

5.5%

HR 1,28 (0,98-1,68)

Cumulative Incidence %
O = N W A OO N

0 1 2 3 4 3] 6 7 8 9 10 11 12

Months since randomization

No. at risk
DAPT 1698 1659 1652 1640 1631 1621 1616 1613 1608 1590 1577 1571 1546
Monotherapy 1712 1647 1637 1630 1620 1617 1610 1605 1595 1588 1577 1569 1543
ESC Congress World Congress e @
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BLEEDINGPRIMARY

BARC 2, 3, or 5 bleeding

(95% CI -4.20 to -1.73)

Difference, 2.97 percentage points

DAPT

Monotherapy

Cumulative Incidence %
O =~ N W A OO N ©

‘.».
INDSET &a® 1359

¥  EINSTEIN
Hospital lsraelita

4.9%

HR 0,40 (0,26-0,59)
2.0%

LI L] L} L}

0 1 2 3

No. at risk
DAPT 1698 1649 1639 1627
Monotherapy 1712 1668 1661 1658

TOGETHER WITH

ESC Congress World Congress
2025 Madrid of Cardiology

4 S 6 7 8 9 10 11

Months since randomization

1613 1605 1596 1586 1577 1557 1540
1646 1641

1535
1635 1629 1620 1611 1602 1598

12

1511
1569



A Death, myocardial infarction, stroke or B Major or clinically relevant non-major bleeding{0-30 days)
urgent target-vessel revascularisation((0-30 days)

5% s Nonotharapy DAPT 8% = Monctherapy DAFPT
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No, at risk Days after randomisation No. at fisk Days after randomisation
Min otharapy 17z 1689 1673 1662 1656 1651 1648 Monotherapy 1712 16590 1681 187 1674 1670 1668
1698 1681 1674 1671 1667 1664 1659 1628 1672 1663 1660 1657 1655 1649
C Death, myocardial infarction, stroke or, D Major or clinically relevant non—-major bleeding {(31-365 days
IJI"QEI'It tﬂl‘gEt-\ﬁESSEl revascularisatiom\(31-365 days
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Days after randomisation No. af risk Days after randomisation
Menaotk crapy 1647 1RAT 1821 1810 1685 1578 1667 Maonotharapy 1668 1661 1647 1636 1621 1603 1682
1659 1653 1632 1616 1608 1577 1560 1648 1840 1614 1507 1577 1541 1524

European Heart Journal (2026) 00, 1-11



12-MONTH SECONDARY OUTCOMES

Monotherapy

(n=1712)

DAPT

(n=1698)

A
NEO-MINDSET e’

¥  EINSTE
Hospital Israe

Hazard Ratio

(95% Cl)

IN

All-cause death 62 (3.6) 50 (3.0) 1.24\(0.85 to 1.79)
Cardiovascular death 42 (2.5) 34 (2.0) 1.2310.78 to 1.93)
Stroke 20 (1.2) 15 (0.9) 1.33 (0.68 to 2.60)
Myocardial infarction 45 (2.7) 31(1.9) 1.45 (0.92 to 2.30)
Definite or probable stent thrombosis > 12 (0.7) 4(0.2) 2.99 (0.97 to 9.28)
Urgent target-vessel revascularization 22 (1.3) 12 (0.7) .83/(0.90 to 3.69)
BARC Bleeding
Type 1 to 5 75 (4.5) 150 (9.0) 0.49 (0.37 to 0.64)
Type 1 45 (2.7) 76 (4.6) 0.58 (0.40 to 0.84)
Type 2 21 (1.3) 50 (3.0) 0.41 (0.25 to 0.69)
Type 3 11 (0.7) 33 (2.0) 0.33(0.17 to 0.65)
Type 5 1(0.1) 2 (0.1) 0.50 (0.05 to 5.48)
Net adverse clinical events* 145 (8.5) 166 (9.9) 0.86 (0.69 to 1.08)

*All-cause death, MI, stroke, urgent TVR, BARC 2, 3 or 5

ESC Congress World Congress
2025 Madrid of Cardiology
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Hazard Ratio for Death, MI, Stroke, q...’"

No. of or Urgent Target Vessel Hazard Ratio for Major or Clinically EINSTEIN
Subgroup Patients Revascularization (95% CI) Relevant Nonmajor Bleeding (95% Cl) Heaital laraalita
ACS presentation Cardioiogia
NSTEMI 1039 o 0.78 (0.45 to 1.33 # 0.38 (0.18 to 0.80
STEMI 2119 sanflile 1.60 (1.14 to 2.24 . 0.37 (0.22 to 0.61
SUnstabIe angina 252 el {10 (042 to 284 0.96 (0.19 to 4.77
ax [ ] -
Female 999 o 1.02 (0.65 to 1.60{ ﬂ:: 0.39 (0.20 to 0.?6{
Male 2411 sl 1.46 (1.04 to 2.05 E 0.40 (0.24 to 0.66
ge - -
=70 years 600 1.33 (0.76 to 2.35 — 0.57 (0.28 to 1.18
< 70 years 2810 '5'-' 1.27 (0.93 to 1.?3} - 0.33 (0.20 to 0.55}
Diabetes mellitus . ’
No 2474 ol 1.47 (1.05 to 2.07 €i- - 0.34 (0.21 to 0.56
B%?S 936 o 1.02 (0.65 to 1_60{ o s 0.54 (0.27 to 1_08{
L L ]
= 27 kg/m2 1680 -=_ 1.15 (0.77 to 1.71 C-I_.—_: 0.35 (0.20 to 0.61
Pc_: Q?N!Iclgme 1715 - 1.39 (0.96 to 2.02 H 0.45 {0.25 to 0.81
rier - -
No 3077 _t 1.32 (0.98 to 1.78 = 0.39 (0.26 to 0.60
PYESCABG 333 . 111 (0.58 to 2.13 L_ 0.41 {0.11 to 1.80
rier
No 3354 =l 1.32 (1.00 to 1.74 - - 0.39 (0.26 to 0.58)
MYIES = 56 Guiemfe— (45 (0.08 to 2.47 ene— 090 (0.06 to 14.41)
ultivessel disease . »
No 1914 1.33 (0.92 to 1.93 & 0.40 (0.24 to 0.68
SUBGROU (Yes 1496 -‘gt 135 085 1o 183) ﬂ:f 038 (031 to 073) All p-values for
eft main disease - - i H
No 3365 ol 126 (0.96 to 1.66) -t 041 (027 to 061) Interaction terms were
ANALYSIS Yes 33 e——y—fle 702 (0.33 to 26.14) Gy () 00 (0.00 to 30.00) non-significant
Multivessel PCI . .
No 2656 _ﬁ_ 1.23 (0.91 to 1.56{ ;: 0.42 (0.26 to U.BS{
Yes 741 152 (0.79 to 2.91 = 0.34 (0.15 to 0.75
Vascular access - g
Femoral 486 -2— 141 (0.75 to 2.64} P 0.29 (0.11 to 0.?9}
| IandigICI 2860 - 1.26 (0.93 to 1.71 ol - 0.40 (0.25 to 0.63
naex . -
Single 3094 - 1.36 (1.03 to 1.81 : 0.38 (0.25 to 0.59
PStaged ) 313 Gl 0.55 (0.19 to 1_62; =+ 0.49 (0.15 to 1.60;
rior stroke
No 3353 B 1.27 (0.97 to 1.6?% - 0.40 (0.27 to 0.61%
PYESPAD 57 G—fe— > 45 (022 to 27.06) ey (.00 (0.00 to 30.00)
rier = =
No 3387 ) 1.30 (0.99 to 1.71 = 5 0.39 (0.26 to 0_59{
Yes 23 C—— () ()0 (0.00 to 30.00) - 0.50 (0.03 to 7.99
P2Y12 inhibitor H H
Prasugrel 2364 i 1.31 50_94 to 1.35} ﬁ—‘ 0.37 50_23 to 0.81%
Ticagrelor 931 - 1.12 (0.70 to 1.78 . 0.47 (0.23 to 0.96
[].55 05 1 5 :l [].55 05 1 5 3
Monotherapy Better DAPT Better Monotherapy Better DAPT Better
TOGETHES WITH
ESC Congress World Congress e O
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Deepak L. Bhatt comments at ESC 2025
 NEO-MINDSET is an important, well-conducted trial

* In patients with recent ACS, despite percutaneous revascularization
of culprit and non-culprit vessels spirin-free monotherapy with
potent P2Y12 inhibition was¢ot non-inferior o DAPT

» Therefore_DAPT after ACS should remain the standard of care >

» Durati PT remains a topic of debate, but an absolute
minimum of one monthif then de-escalating to a P2Y12 inhibitor
(InS and If stent opUqular

Imaging had been performed; woulddefault to 3-12 months if ACS

-

» Bottom line, still need to individualize therapy based on
bleeding/ischemic risks, not just of the lesions/stents, but the patient



—

Zavery

. DAPT<1M vyjimecne pri krvaceni (BARC >3)
. Po PCI pro AKS DAPT 1-3-12 mésicu, po 1-3M lze ASA

ex

. Lécbu doporucuje interv. kardiolog, modifikuje osetrujici

kardiolog dle rizika ischem. prihody/krvaceni

. DCB-POBA? Scaffolds?






=

abkwn

o

De-eskalace

TWILIGHT —high risk pac. po PCI (vyzn. ACS): tica+ASA 3M, poté tica - |
krvaceni

TICO —ACS pac.: 3M tica+tASA, pote tica lepSi nez 12M tica+ASA

T-PASS — ACS+DES: stop ASA po 16 dnech, tica only lepsi nez tica+ASA 12M
GLOBAL-LEADERS: Ize 1M tica+ASA, poté 23M tica

ULTIMATE-DAPT — PCI+ACS: ASA+tica 1M, poté tica - | krvaceni, beze zmén
Ischem. Prihody

STOP-DAPT 3 Circ 2024 ACS or high bleeding risk: Pra 3,75mg OD vs DAPT
meéné Kkrvaceni, vice ischem. Prihod

TARGET-FIRST low risk IM: 1M DAPT followed by monoth. (pra/tica) |
bleeding, bez narustu ischem. pfihod

TAILORED-CHIP ESC 2025 complex high risk PCI: 60mg tica+ASA 0-6M, than
clopi alone 6-12M vs clopi+ASA 12M- no net clinical benefit









Historie

1. ASA+warfarin 90. leta
2. ASA+ticlopidine/clopidogrel 12M 2000
3. ASA+prasugrel/ticagrelor 2009

4. De-eskalace
a. DAPT 1-3 M, poté ASA
b. DAPT 0-1-3 M, poteé Pra/Tica




TAKEAWAY: TAILORED-CHIP REAFFIRMS CURRENT PRACTICE

European Society of Cardiology

2024 Guidelines on Chronic Coronary Syndromes

DAPT consisting of aspirin 75—-100 mg
and clopidogrel 75 mg daily for up to 6
/ months is recommended as the default
| Inhibitor - antithrombotic strategy after PCl-stenting.

6 months

Standard DAPT
duration

Q\,' Universita

diCatania Vrints C, et al. Eur Heart J. 2024;45:3415-3537 | @DFCapodanno



CONCLUSIONS  TARGET-First |

STUDY

In low-risk acute Ml patients undergoing early complete revascularization with a
contemporary DES and no ischemic or bleeding events after 1 month of DAPT,
switching to P2Y12 inhibitor monotherapy:

* Was non-inferior to continued DAPT in preventing net adverse cardiovascular
and cerebrovascular events

* Was associated with a 54% relative reduction in clinically relevant bleeding
events

* These findings highlight that when complete revascularization meets
personalized pharmacotherapy, abbreviated DAPT emerges as a safe and
effective strategy for carefully selected patients.

ESC Congress World Congress s @
2025 Madrid of Cardiology



Conclusions, after PCl in AMI/ACS \AcTion

- 1 month DAPT is mandatory

- In low-risk patients (and not only in HBR patients), an « ASA-free » strategy
Is possible after 1 month of DAPT

-> There is less evidence for an « ASA-only » strategy after 1 month of DAPT

- The current recommendations on the duration of DAPT are obsolete.

Montalescot G.: Discussant to Target-First study, ESC 2025



BACKGROUND cnsten

12-month dual antiplatelet therapy (DAPT) with aspirin + P2Y12 inhibitor is standard for patients
with acute coronary syndromes (ACS) treated with percutaneous coronary intervention (PCl).

However, DAPT is associated with increased risk of bleeding. E L+ E —~p @
() . .

1 == 3

Recent evidence supports shorter DAPT strategies, with withdrawal of
aspirin after 1-3 months followed by monotherapy with P2Y12 inhibitor. EC, ::. E.

Still, the early post-PCl period carries substantial risk of thrombotic and bleeding events. A

‘f It is unclear whether an early aspirin-free approach is effective and safe.

Byrne et al. Eur Heart J 2023; 44: 3720-3826

ESC Congress World Congress Davide Capodanno et al. Circulation 2023;147:1933-1944 ®

2025 Madrid of Cardiology



OBJECTIVES it

We therefore designed the NEO-MINDSET, a large-scale, academic-led,
multicenter, randomized, open-label trial including ACS patients treated with PC
to determine whether:

Early aspirin-free monotherapy with potent P2Y12i versus DAPT would be:

Ischemic Events

‘Hierarchical
m Bleeding events
ESC Congress io:\'-.'lrnz.'.:rraltrC1r:uno:;|rc|a-s'.a

2025 Madrid  of Cardiology e ©®
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Center / PI # Pts ospits
0

Braganga Paulista-5P | Murillo Antunes
Aracaju-8E | Fabio Silveira
Marilia-SP | Pedro Beraldo
Pogos de Caldas-MG | Ricardo Bergo
INC-5C / Rodrigo Joaguim
Linhares-ES | Jodo de Paula
Ciéncias Medicas BH-MG ! Bruno Nascimento
Albert Einstein-5P | Pedro Lemos
Vila Velha-ES | José Amruda
Santa Casa Vitoria-ES / Renato Serpa
Dante Pazzanese-SP ! Louis Ohe
Beneficéncia Portuguesa-SP | Jose Mangione
INCOR-SP | Remo Furtado
UERJ-RJ | Esmeralci Ferreira
INC-RJ | Fernanda Sampaio
Pres. Prudente-S5P ! Charlene Nascimento
Hospital Antdnio Giglio-5P [ Luiz Genelhu
Ana Mery-BA ! Cristiano Bezerra
ICFUC-RS | Rogério Sarmento-Leite
$30 José do Rio Preto-5P | Lilia Maia
IMIP-PE/ Flavio Oliveira
HCPA-RS | Marco Wainstein
Unicamp-5P | Andrei Sposito
UFMS-MS | Delcio Gongalves
Real Portugués Recife-PE | Gabriela Montenegro
PUC PR-PR/ Jose Fortes
Santa Casa Passos-MG /| Walter Alvarenga
UFTM-MG ! Fernando de Martino
UPECLIN-5P /| Marcos Seki
IPECC-SP | José Saraiva
Felicio Rocho-MG | Jamil Saad
Messejana-CE/! Jodo Falcdo
Unifesp-5P | Adriano Caixeta
UF Goids-G0 | Weimar Barroso
IAMSPE-5P | George Meireles
Intituto Orizonti-MG | Estevio Figueiredo
PUCCAMP-5F ! Aloisio da Rocha
Aramari APO-DF | Alexandre Soares
Hospital Madre Teresa-MG [ Marcos Marino
530 Lugas-RJ/ Bruno Pacling
HMAP-GO Mayler Olambrada
Baia Sul-SC | Rodrige Joagquim
PUC RS5-RS/ Paulo Caramori
IECAC-RJ | Edgard Quintella
Atena-RN/ André Antonangelo
Santa Casa Santos-5P | Marcello Estrela
Hospital de Base de Brasilia-DF | Alberto Fonseca
Hospital 9 de Julho-5P | Eduardoe Lima
CASSEMS-MS [ Maria Budib
Eurolatino Juiz de Fora-MG | Gustavo Ramalho
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50

50 Enrolling Centers

282 investigators and study coord.

¥

— N

- Inclusion ©®

- 10/2020 -

- 10/2023

= N

- _ 12-month follow-up
I Thanks to all patients who (99.2%)

»  participated in the NEO-MINDSET y:



NEO-MINDSET

ASA 81-100mg
Loading 180mg tica, 60mg pra u pac. na clopi. Kdyz jiz byli na pra/tica, tak no loading
Maintanance pra 5/10mg OD, tica 90mg BID



