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Escalation antiplatelet therapy 

• Why: to reduce the risk of ischemic events with no tradeoff with bleeding

• In which patient: 

• How: guided or unguided

Escalation APT trial control arm: clopidogrel ACS treated with clopidogrel

Escalation therapy versus suboptimal therapy in ACS?
patients with stable CAD (specific subgroup of ACS?)



Switch to a more potent drug
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BROADER DEFINITION: intensification of DAPT upfront compared

to the default strategy 

Clinical context

• Stable patient

• High thrombotic risk

• Low bleeding risk

LITERAL DEFINITION: a period of DAPT with clopidogrel plus ASA 

followed by a more intensive regimen
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Prasugrel or ticagrelor in stable patients

Mehilli et al; Circ Cv Int 2020 13eSilvain et al; Lancet 2020; 396:1737-44

ALPHEUS trial (1910 pts)                        SASSICAIA trial (781 pts)



Escalation «guided» antiplatelet therapy
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Platelet funtion testing

Genetic testing
HPR
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ARCTIC, NEJM 2012

TRIGGER PCI, JACC 2012
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Stone et al; Lancet 2013



• Ethnic issue

• Single center

• Platelet Function Assay never

validated in western population

• Mainly driven by urgent

revascularization (unblinded study)

PATH PCI trial 

Zheng et al; EHJ Cv Pharm; 2020;6:211-21 

PL 12 (MAR> 55% TICA)



Genetic testing: escalation or de-escalation? 

Control arm                                             Experimental arm
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Trial ACS Control

PHARMACLO 97% Clop

ADAPT 50% Clop

TAILOR PCI 82% Clop



TAILOR PCI trial

Pereira et al; JAMA 2020;324761-71 Ingraham et al; JACC Int 2023

82% ACS

CYP2C19 LOF



I2= 82%

I2= 66%

Galli et al; Lancet 2021;397:1470-83



ESC guidelines for CCS

Knuuti et al al; EHJ 2019



Escalation by dose increase
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Jones et al; nejm 2021



Add on SAPT
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Conclusion

•Despite the need of a tailored approach for 
balancing ischemic and bleeding risk and the 
strong rationale for escalation antiplatelet
therapy in specific clinical contexts, more 
data are needed for a broader implementation
of this strategy 
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