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A neverending story...

ASA + Ticlopidine

superior to 

Warfarin
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23 years story, 35 RCTs, > 225000 patients enrolled
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A neverending story...
23 years story, 35 RCTs, > 225000 patients enrolled

Effort for more potent 

and predictable P2Y12

inhibitors



Gallone G et al. J Am Coll Cardiol 2018;72:2886-2903



Alnasser SMA et al. Am J Med 2015; 128:766-775

STEMI

NSTEMI

Angina 

Instabile



Camezind E et al. Circulation 2007 2015;(11):1440-55

delayed endothelialization secondary to 

antiproliferative drug

hypersensitivity reaction to the polymer coating

1st gen 

DES
BMS



A progressive disease, not 

only stent thrombosis...

Stone GW et al. N Engl J Med 2011; 364:226-235

PROSPECT Study (697 ACS patients treated with PCI)



Increasingly complex CAD 

patterns



Yusuf S et al. N Engl J Med 2001; 345:494-502



The “classical” paradigm

DES

BMS + stable CAD

ACS (DES, BMS, conservative) 
12 mesi

1 mese

Stable CAD or high risk 

conservative
No DAPT

BUT...



Thrombotic 

risk

Haemorragic

risk



Bleeding risk

Palmerini T et al. J Am Coll Cardiol 2017;69:2011–22c

Bleedings <30 days and 30 days-1 year 

INDIPENDENT PREDICTORS OF 

MORTALITY



Thrombotic 

risk

Haemorragic

risk

A new paradigm...

Reducing or prolonging DAPT duration?



Shortened DAPT



ISAR-SAFE Trial: 6 vs 12 

months DAPT after DES

Schulz-Schüpke S et al. Eur Heart J 2015;36(20):1252-63

Non inferiority trial

Clopidogrel vs Placebo 

4005 pts (stopped 

prematurely for low 

events rate) 

50% ACS

100% DES implantation

(90% new generation DES) 

STENT THROMBOSIS

3 pts standard DAPT

5 pts short DAPT



Schulz-Schüpke S et al. Eur Heart J 2015;36(20):1252-63

ISAR-SAFE Trial: 6 vs 12 

months DAPT after DES



Metanalysis of short DAPT 

trials (3-6 vs 12 months) 

Mehran R et al. J Am Coll Cardiol 2015;65:1103-06



Hanh JY et al. Lancet 2018;391(10127):1274-1284

MACCE Death

MI BARC 2+

SMART-DATE Trial: 6 vs 12 

months DAPT after ACS

Non inferiority trial

80% Clopidogrel

2712 pts

p = 0.02
p = 0.09



Shortened DAPT...

but stent thrombosis?



32.135 patients, 3-6 months vs 12 months DAPT

Giustino G et al. J Am Coll Cardiol 2015;65(13):1298-1310
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32.135 patients, 3-6 months vs 12 months DAPT
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Newer stents



662 ACS patients enrolled in LEADERS FREE
554 (84%) NSTEMI & 105 (16%) STEMI

Naber CK et al. Eur Heart J 2017;38(13):961-969



Prolonged DAPT



Mauri L et al. N Engl J Med 2014; 371:2155-2166

DAPT beyond 12 months: 
DAPT Study

62% patients had an ACS
Thienopyridine: Clopidogrel (35%) or Prasugrel (65%)
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DAPT beyond 12 months: 
DAPT Study



Yeh RW et al. J Am Coll Cardiol 2015; 65(20):2211-2221

DAPT beyond 12 months: 
DAPT Study

Greater benefit of prolonged DAPT 

in post-MI patients...



Ticagrelor beyond 12 months: 
PEGASUS-TIMI 54 Study

Età > 65 anni, diabete, già pregresso IMA, 

malattia multivasale, IRC non end-stage

Bonaca MP et al. N Eng J Med 2015;372: 1191–1800
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Ticagrelor beyond 12 months: 
PEGASUS-TIMI 54 Study



Trattando 10 000 pazienti con ticagrelor 90 mg x 2, si prevengono 40 eventi ischemici e si 

causano 41 eventi emorragici, per un risultato netto sfavorevole di +1 evento.

Al dosaggio di 60 mg x 2 invece, si stimano 42 eventi ischemici prevenuti e 31 eventi 

emorragici provocati, per un risultato netto favorevole di -11 eventi.

Ticagrelor beyond 12 months: 
PEGASUS-TIMI 54 Study



Procedural complexity

Giustino G et al. J Am Coll Cardiol. 2016;68(17):1851-1864

Complex PCI: 

3 vessels treated

≥3 stents implanted

≥3 lesions treated

bifurcation with 2 stents

total stent length >60 mm

CTOs6 RCT

9577 patients

85% new gen. DES



Choosing DAPT duration



ESC guidelines

Valgimigli M et al. Eur Heart J (2018)39, 213–254



Valgimigli M et al. Eur Heart J (2018)39, 213–254



Conclusions

 12 months DAPT duration remains a mainstay after ACS (don’t 
stop prematurely unless absolutely necessary).

 Seriously consider > 12 months DAPT for 

- clinical factors (diabetes, PAD, myocardial infarction...)

- anatomical factors (long lesions, left main, bifurcation, CTO)

- technical / PCI-related factors (long and/or multiple stents)

 In high bleeding risk patients at least 6 months DAPT duration 
should be reasonable.

 In “very very” high bleeding risk patients consider 1 – 3 months 
DAPT...



Grazie per 

l’attenzione!


