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Escalation antiplatelet therapy 

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

• In which patient: patient with stable coronary artery disease at HTR

• How: unguided or guided (platelet function or genetic test)
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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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Unguided escalation antipaltelet therapy

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

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

Prasugrel 60 mg LD

Clop 600 mg LD



Escalation «guided» antiplatelet therapy
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Genetic testing
HPR
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ARCTIC, NEJM 2012

TRIGGER PCI, JACC 2012

Positive predictive value
Disease

No Disease

Test positive

DiseaseNo dis.

Stone et al; Lancet 2013



TAILOR PCI trial

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

82% ACS

CYP2C19 LOF

LOF treated with clop





BROADER DEFINITION: depotentiation of DAPT upfront compared

to the default strategy 
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• Genetic studies using

clop upfront

• Platelet function studies

LITERAL DEFINITION: a period of DAPT with Pras/Tica followed by 

a less intensive regimen
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• POPULAR GENETIC

• TAILOR PCI

• PHARMACLO

Are genetic guided strategies truly de-
escalation strategies? 

Potent DAPTCarriers of LOF

Non-carriers Clopidogrel

EXPERIMENTAL ARM

Hocholzer et al; JACC 2010Bauer et al; BMJ 2011



Rodriguez et al; NEJM 2021

Tica/pras

Clop in pts with no LOF



• De-escalation antiplatelet therapy defined as a brief period of 
potent DAPT followed by a depotentiated antiplatelet regimen

• Consider only ACS patients treated with ASA + 
Prasugrel/Ticagrelor for 1 year as control arm 

• Consider de-escalation as switching to depotentiated DAPT or 
ticagrelor monotherapy

Rationale for a meta-analysis on de-escalation AT



Reduced Mortality With Antiplatelet Therapy De-escalation After PCI  
in Acute Coronary Syndromes: A Meta-analysis 

Pairwise aggregate meta-analysis of  de-
escalation antiplatelet therapy (n= 10,392) 
versus potent DAPT (n= 10,445) in patients with 
ACS undrgoing PCI

Network meta-analysis comparing de-escalation 
strategies each other

Primary endpoint: all-cause mortality

Palmerini et al; Circ Cv Int 2022
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Palmerini et al; Circ Cv Int 2022



Network meta-analysis

Palmerini et al; Circ Cv Int 2022



Double blind, placebo-controlled

RCT with 3,400 patients with ACS

Primary superiority EP: BARC 2,3,or 5 bleeding

Primary non-inferiority EP: MACE

Ge et al; Lancet 2024



Ge et al; Lancet 2024



Conclusion

• In patients with ACS undergoing PCI, de-escalation antiplatelet
therapy, defined as a breief period of potent DAPT followed by           
depotentiated DAPT or ticagrelor monotherapy, is associated with 
reduced rates of major bleeding (and probably mortality) with no 
tradeoff with ischemic events compared with standard potent DAPT.

• 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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