VI SESSIONE:
NUOVE FRONTIERE IN
CARDIOLOGIA

Verso la LONG DAPT
per tutti?

HOT TOPICS

IN CARDIOLOGIA Plinio Cirillo,
2023 Universita di Napoli
13 e 14 Novembre 2023 «Federico lI»

Villa Doria D'Angri - Via F. Petrarca 80,
Napoli

tKLink

profitable solutions



Up to a third of patients who are event free for the first year post-
MlI, will suffer a MI, stroke or death within 3 years.
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Risk and timing of recurrent ischemic events  (f)cos Rationale for lon g DAPT

among patients with stable ischemic heart
disease, non-ST-segment elevation acute after PCI
coronary syndrome, and ST-segment

elevation myocardial infarction
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Residual platelet reactivity to predict long-term clinical outcomes
after clopidogrel loading in patients with acute coronary
syndromes: comparison of different cutoff values by light
transmission aggregometry from the responsiveness to clopidogrel aft e r PCI
and stent thrombosis 2-acute coronary syndrome (RECLOSE

2-ACS) study

Rationale for long DAPT
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Nazario Carrabba * Rita Paniccia + Giulia Cantini * Marco Marrani *

Gian Franco Gensini * Rosanna Abbate + David Antoniucci

20 19.7

B MACE (p=0.020)
B cardiac Death (p=0.001)
15 | @ stent Thrombosis (p=0.066)

2 10 - ‘ ‘ !
7.2

13,

11.1

8.5

0-20 21-40 41-60 61-80 81-100

Platelet Reactivity Groups
Residual Aggregation (%) to ADP10 pmol by LTA

Fig. 1 Two-year outcome according to platelet reactivity groups
after clopidogrel loading. Caption: MACE major adverse cardiovas-
cular events
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Three, six, or twelve months of dual antiplatelet
therapy after DES implantation in patients with
or without acute coronary syndromes: an
individual patient data pairwise and network

meta-analysis of six randomized trials and Eur_‘-opean Heart]r::urr?al (2017) 38, 1034-1043
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P value for
HR (95% CT) interaction
MI or ST
Thrombosis All patients 1.15(0.88-1.51) 0.31
Stable CAD patients 0.93 (0.65-1.35) 0.72
ACS patients 1.48 (0.98-2.22) 0.06
Cardiac death, MI, or ST : 0.34
All patients —— 1.08 (0.86-1.36) 0.49
Stable CAD patients —_— 0.97 (0.72-1.33) 0.88
ACS patients ————e 1.22(0.87-1.71) 0.24
)
Any bleeding 1 0.11
Al patients —_—O—, 0.67 (0.49-0.91) 0.01

Stable CAD patients —e 0.79 (0.55-1.14) 0.22
ACS patients o ! 0.45 (0.26-0.81) 0.007

Major bleeding 0.84
Haemostasis All patients 0.50 (0.30-0.83) 0.008

Stable CAD patients 0.52 (0.27-0.99) 0.05
ACS patients 0.47 (0.20-1.08) 0.08
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We have to identify
patients suitable for
long DAPT

HOW ????
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Factors for physicians to consider in determining the optimal
duration of DAPT after DES implantation for individual patients

Patient-related factors

Anatomy-related
factors

Stent-related factors

—dg prm——

<12 months DAPT

Patients with stable CAD

>12 months DAPT

Patients with ACS

Patients with a history of bleeding
Patients with high risk of bleeding

Patients with diabetes mellitus
Patients with renal dysfunction
Patients with CHF
Patients with previous ST
Patients with PAD

Clinical
determinants

Short lesion
Single-vessel disease

Long lesion
Small vessel
Bifurcation lesion
Complex anatomy
Left-main coronary artery

Second-generation DES

First-generation DES
Long stent
Multiple stents

Nature Reviews | Cardiology

Eisen, A. & Bhatt, D. L. (2015) Defining the optimal duration of DAPT after PCI with DES
Nat. Rev. Cardiol. doi:10.1038/nrcardio.2015.87



ORIGINAL RESEARCH ARTICLE

Combined association of key risk factors on ischaemic
outcomes and bleeding in patients with
myocardial infarction
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Figure 2 CVD/Ml/stroke: Kaplan-Meier estimates of CVD/Ml/stroke in relation to risk factors. CKD, chronickidney disease; CVD, cardiovascular
death; MI, myocardial infarction; MVD, multivessel disease.

Lindholm D, et al. Heart 2019;105:1175-1181. doi:10.1136/heartjnl-2018-314590
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Lights and shadows of long-term dual antiplatelet therapy in “real life”
clinical scenarios
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The final take-home MADRE:

message 1s that an accurate clinical evaluation between ischemic and hemorrhagic risk should be  Multivessel disease,
done when deciding the choice of the long term DAPT. In this context, the Study Group propose the ~ Age > 65 years

acronym MADRE (Multivessel disease, Age > 65 yrs., Diabetes, Renal impairment, Event Dijgbetes

recurrence) to facilitate recognition of those patients who might have the greater benefit in  Rengl impairment

prolonging DAPT. Event recurrence



Factors for physicians to consider in determining the optimal
duration of DAPT after DES implantation for individual patients

Patient-related factors

Anatomy-related
factors

Stent-related factors
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<12 months DAPT

>12 months DAPT

Patients with stable CAD

Patients with ACS

Patients with a history of bleeding
Patients with high risk of bleeding

Complex
PCI

Short lesion
Single-vessel disease

Patients with diabetes mellitus
Patients with renal dysfunction
Patients with CHF
Patients with previous ST
Patients with PAD

Long lesion
Small vessel

Bifurcation lesion
Complex anatomy
Left-main coronary artery

Second-generation DES

First-generation DES
Long stent
Multiple stents

Nature Reviews | Cardiology

Eisen, A. & Bhatt, D. L. (2015) Defining the optimal duration of DAPT after PCI with DES
Nat. Rev. Cardiol. doi:10.1038/nrcardio.2015.87



Efficacy and Safety of

Dual Antiplatelet Therapy After Complex PCI h
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ORIGINAL ARTICLE

Impact of dual antiplatelet therapy duration

on clinical outcome after coronary bifurcation stenting:

Its £ i : I ; Patients divided into 3 groups: Short DAPT (<6 months, N.=375); Standard DAPT
results from the Euro Bifurcation Club registry (26 months but <12-months, N.=636); Prolonged DAPT (>12-months, N.=1273)

2284 consecutive patients who completed at least 18 months follow-up

Plinio CIRILLO ! *, Luigi DI SERAFINO !, Habib GAMRA 2, Marco ZIMARINO 3.4,
Emanuele BARBATO !.7, Carlo BRIGUORI 5, Ignatio J. AMAT-SANTOS 6, Alaide CHIEFFO s, ________________________________________________________________________________________________________|
Andrejs ERGLIS 9, Robert J. GIL 19, Sasko A. KEDEV !!, Ivo PETROV 2, Francesco RADICO 3,
Tullio NIGLIO !, Sunao NAKAMURA 13, Ricardo A. COSTA 4, Vojko KANIC 15, Matteo PERFETTI 4,
Mariano PELLICANO !.7.16 Kristina MARIC 7, Tullio TESORIO 6, Vladan VUKCEVIC ¥,
Giovanni ESPOSITO !, Goran STANKOVIC '8 on behalf of The EuroBifurcation Club
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srProlonged DAPT
0.0 Log Rank: 45.23, p for trend <0.001
0 6 12 18 24
Time (months)
Patients at risk
Short DAPT 375 324 299 296 209
Standard DAPT 636 603 542 507 375
Prolonged DAPT 1273 1219 1186 1145 811

Figure 2.—Two-years MACCE free survival.

The Kaplan-Meier curves for survival free of major adverse cardiac and
cerebrovascular events for all patients grouped according to the DAPT
duration (MACCE: log rank 45.23. P for trend <0.001).



Trade-off of myocardial infarction vs. bleeding
types on mortality after acute coronary
syndrome: lessons from the Thrombin
Receptor Antagonist for Clinical Event
Reduction in Acute Coronary Syndrome
(TRACER) randomized trial

Marco Valgimigli'?*, Francesco Costa®>, Yuliya Lokhnygina®, Robert M. Clare?,
Lars Wallentin®, David J. Moliterno®, Paul W. Armstrong’, Harvey D. White®,
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BLEEDING IMPACTS ON
MORTALITY!!!

Eur Heart J 2017; 38(11):804-810

12 944 patients with non-ST-segment elevation ACS

Estimate of
: Relative Risk
MI versus Bleeding (Ratioof Ry p Value
Adjusted Hazard Ratios with 95% CI
315
MI vs. Minor Bleeding‘ ‘ ol <0.001
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Figure 2 Differential impact of myocardial infarction vs. bleeding on mortality. Blue rhombuses represent the magnitude (adjusted hazard ratio) of
the impact on mortality of late myocardial infarction, whereas red thombuses represent that of bleeding of different severity. On the right part of the
figure, the estimate of the relative risk (ratio of the hazard ratios) for each category is presented. ¥The estimates of the impact of events on mortality
is derived from Model 1, including BARC 3 bleeding as a single category. TThe estimates of the impact of events on mortality is derived from Model 2,
including BARC 3 bleeding subcategories separately. MI, myocardial infarction.



RESEARCH ARTICLE

Prevalence and predictors of dual antiplatelet Contemporary management of patients referring to cardiologists one to L)
therapy prolongation beyond one year in three years from a myocardial infarction: The EYESHOT Post-MI study s
patie nts with acute corona ry syn drome Leonardo De Luca **, Federico Piscione °, Furio Colivicchi €, Donata Lucci d Franco Mascia“,

Barbara Marinoni !, Plinio Cirillo & Daniele Grosseto ", Ciro Mauro', Paolo Calabrd, Federico Nardi
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Odds ratio for DAPT prolongation beyond 1 year
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Prior PClwith »2 stentsvs No PCI 3458 |2.185-5472 <.0001 } *
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History of PAD 1.934 |1.255-2.982 0.0028 *
Previous TIA/stroke B 0.66 (0.20-2.2) 0.50 i5Es
Multiple Ml 1563 | 1.162-2.103 0.0032 ——
Cr C1 <50 mL/min —B— 251350  0.006 -
i iths . .208-2. 0.0045
PAD 1.8 (L1-3.0) 0.038 Prior PCl with £ 2 stents vs No PCI 1.840 |1.208-2.802 ——
. 0,985
= e (perl-yearincrease 0.985 |0.975-0.995 0.0045
STEMI as index event —B— 0.65 (0.40-1.1) 0.074 Age (per 1-yeari ) b
PCI for the index event . 12 (0.53-2.7) 0.66 Hospital admission vs outpatient visit 1561 |1.147-2126 0.0046
i i ) .028-2. 0.0348
PCI with stent . 1.1 (0.37-3.2) 0.89 Chronicrenal failure 1470 |1.028-2.103
DES implantation 2.4 (0.55-10.1) 0.25 History of major bleeding 0.467 | 0.222-0.985 0.0457
1,255
Noanemia during f-up 2.6 (1.1-5.9) X NSTEMI vs STEMI 1.255 |0.998-1.578  0.0520 o
1,048
Nobleeding up to 1 yr —— 321233 0.017 Diabetes 1.048 | 0.813-1350 0.7182 ——
0,990
New MACE up to 1 yr — B 33QA4770)  0.006 FemalevsMale 0.990 |0.745-1316  0.9465 i
0,000 2,000 4,000 6,000

NoDAPT prolongation DAPT prolongation

PLOS ONE | https://doi.org/10.1371/journal.pone.0186961 October 23, 2017 International Joumal of Cardiology 273 (2018) 8-14




How identify
High Bleeding Risk patients???

Risk score vs clinical judgments

Use of risk scores as guidance for the duration of dual
antiplatelet therapy

Recommendations Class® | Level®

The use of risk scores designed to evaluate
the benefits and risks of different DAPT Ib

durations® may be considered.”>"®

However, none of these risk prediction models have been pro-
spectively tested in the setting of RCTs. Therefore, their value in

improving patient outcomes remains unclear.



Determinants of High Determinants of High

Bleeding Risk Ischemic Risk
Elderly, ACS
Previous bleeding events, Diabetes
Anemia, Chronic Renal Failure
Thrombocytopenia, Heart Failure
Coagulation diseases, Recurrent Events
Renal dysfunction, Previous ST
Low body weight and gender, PAD
Chronic treatment with steroids or FANS, Multivessel Disease
Atrial Fibrillation (DOACs) Stenting of LM

Clinical “Dynamic”
Assessment



2023 ESC Guidelines for the management
of acute coronary syndromes

Developed by the task force on the management of acute coronary
syndromes of the European Society of Cardiology (ESC)

Prolonging antithrombotic therapy

Discontinuation of antiplatelet treatment in patients
treated with an OAC is recommended after 12
months, 324325
Adding a second antithrombotic agent to aspirin for
extended long-term secondary prevention should be
considered in patients with high ischaemic risk and
without HBR®.>'*318

Adding a second antithrombotic agent to aspirin for

\ 4

extended long-term secondary prevention may be
considered in patients with moderate ischaemic risk

» and without HBR¢ 14318




Consensus statement ™ Check for updates

De-escalation or abbreviation of dual antiplatelet
therapy inacute coronary syndromes and percutaneous
coronary intervention: a Consensus Statement froman
international expert panel on coronary thrombosis

Diana A. Gorog @'**?_, Jose Luis Ferreiro ®***?, Ingo Ahrens®®, Junya Ako®’, Tobias Geisler®, Sigrun Halvorsen®'",
Kurt Huber ® "2, Young-Hoon Jeong ® '**, Eliano P. Navarese'>'®, Andrea Rubboli”, Dirk Sibbing'®'*%°,

Jolanta M. Siller-Matula™, Robert F. Storey @, Jack W. C. Tan®®, Jurrien M. ten Berg®**®, Marco Valgimigli®®¥,
Christophe Vandenbriele?® & Gregory Y. H. Lip ®%°°%

Patients with ACS undergoing PCI

Risk stratification

Bleeding risk: PRECISE-DAPT score or ARC-HBR criteria
I Ischaemic risk: DAPT score

High bleeding risk
High ischaemic risk Not at high ischaemic risk

! !

DAPT strategies s« Individualized decision-making, ¢ De-escalation of DAPT intensity

balancing ischaemic and (at 1-4 weeks)
bleeding risks Or
» Consider specific features of o Abbreviation of DAPT
high ischaemic risk versus high - Followed by SAPT with aspirin
bleeding risk (at 3-6 months)
Or

- Followed by SAPT with P2Y,,
inhibitor? (at 1-3 months)

1

 Standard DAPT duration: 12 months

» Consider prolonged DAPT duration:

Not at high bleeding risk

High ischaemic risk

!

Not at high ischaemic risk

!

« Standard DAPT duration: 12 months
Or
« Consider

- De-escalation of DAPT intensity
(at 1-4 weeks)

Or

- Abbreviation of DAPT followed by
P2Y , inhibitor® (at 1-3 months)

Fig. 2| Algorithm for the selection of DAPT in patients with ACS undergoing 12; PCI, percutaneous coronary intervention; SAPT, single antiplatelet therapy.
PCI. ACS, acute coronary syndrome; ARC-HBR, Academic Research Consortium *Clopidogrel is the most studied P2Y,, inhibitor in this setting. "Ticagrelor is the

for High Bleeding Risk; DAPT, dual antiplatelet therapy; P2Y,,, P2Y purinoceptor most studied P2Y,, inhibitor in this setting.

Nature Reviews Cardiology | Volume 20 | December 2023 | 830-844
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