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Overview of reported incidences of coronary artery 

disease in patients presenting with atrial fibrillation  

Kralev S et al. PLoS ONE 6(9): e24964.  

7% of pts undergoing PCI has already AF 

or other indication to OAC therapy.  



Identification of high risk patients  

CHA2DS2-VASc score  

Kirchhof et al. Eur Heart J 2016;37:2893–962  

Olesen et al BMJ 2011;342:d124 



Postprocedural Antithrombotic  

Therapy in PCI  

 Antiplatelet Agents          Rec/LOE 

Elective • Aspirin 70-100 mg lifelong             1      A 
          • Clopidogrel 75 mg for 1 - 6 months      1      A 

 

 

ACS       • Aspirin 70-100 mg lifelong        1      B 

               • Prasugrel 10 mg for 1 year         1      B 

      or  

               • Ticagrelor 90 mg bid for 1 year                    1      B 

 

Anticoagulants 

ACS        • Rivaroxaban 2.5 mg bid          2c    B 

 

ESC Guideline Revascularisation. Eur Heart J 2014;35:2541-2619  

ESC Guideline NSTE-ACS. Eur Heart J 2016;37:267-315  

ESC Guideline STEMI. Eur Heart J 2017;00:1-66 

 

In the ATLAS ACS 2–TIMI 51 trial (n = 15 526, 50% STEMI), a low dose of rivaroxaban (2.5 mg twice daily), on top of aspirin plus clopidogrel, 

reduced the composite primary endpoint of cardiovascular death, MI, or stroke, but also all-cause mortality. However, this was associated with 

a three-fold increase in major bleeding and intracranial haemorrhage. Thus, in selected patients at low bleeding risk, the 2.5 mg dose of 

rivaroxaban may be considered in patients who receive aspirin and clopidogrel after STEMI.  



Duration of Dual Antiplatelet Therapy 

(DAPT)  

 
        

Cuisset et al. Lancet 2017 



What combination of therapy is optimal 

for patients with AF undergoing PCI?  

 

AF PCI AF + PCI 



Risk of Triple Therapy on Bleeding in 

82,854 Danish AF Patients  

Hansen ML. Arch Intern Med. 2010;170:1433-1441 

Annual incidence of bleeding 4% 



AF antithrombotic therapy and PCI 

ESC Guidelines AF. Eur Heart J 2016 

The optimal combination antithrombotic therapy or duration of combination therapy for 

AF patients undergoing PCI, there is very little randomized evidence  to guide the 

decision  and recommendations derive from Expert Consensus. 



There are alternatives to triple therapy? 

Gwyn JCV et al. Eur Heart J – Cardiovasc Pharmacol. 2017;170:1433-1441 



WOEST: dual therapy with VKA + clopidogrel 

(excluding ASA) reduces bleeding risk vs triple 

therapy without compromise on efficacy  

Dewilde et al. Lancet 2013 

573 patients receiving OAC and undergoing PCI in open-label, randomized WOEST trial. OAC for AF 70% 

PCI, percutaneous coronary intervention; ST, stent thrombosis; TIMI, Thrombolysis In Myocardial Infarction; TVR, target vessel 



Implications of major bleeding in PCI  

Stenget al. Eur Heart J 2011 



Meta-analysis: oral antithrombotic therapy in 

patients with AF post-PCI  

D’Ascenzo et al. Am J Cardiol 2015 

OAC (VKAs) + clopidogrel associated with reduction in major bleeding and no increase in rates of 

death, MI, stroke, and stent thrombosis vs OAC + ASA + clopidogrel 

15 studies (2 randomized controlled trials and 13 observational registries); 

7,182 patients; indication for OAC was AF in 90% of pts 



New ESC focused update on dual antiplatelet 

therapy in coronary artery disease  

Valgimigli et al. Eur Heart J 2017;0:1-48  



Strategies to avoid bleeding complications in 

patients treated with oral anticoagulant  

 

• When VKA is used a target INR 2-2.5 should be considered. 

 

• Consider the use of NOACs instead VKA. 

 

• When a NOAC is used, the lowest dose effective for stroke 
prevention in AF should be considered (no dose reduction beyond 
the approved dosing tested). 

 

• The use of prasugrel or ticagrelor as part of triple therapy should be 
avoided given the lack of evidence and the greater risk of major 
bleeding compared with clopidogrel  

 
 

Valgimigli et al. Eur Heart J 2017;0:1-48  



What else needs to be considered when 

co-prescribing? 

• Check the patients is not prescribed medication that increase 
bleeding risk further (i.e. non steroidal anti-inflammatory drugs) 

 

• Routine use of PPI inhibitor 

 

• Discuss the risk/benefit of the treatment with the patients  

 

• Risk stratification is a dynamic process, and has to be performed at 
regular intervals  

 

• Consider patient’s ability to adhere to the medication regimen and 
take steps to assist if necessary 

 

Floyd et al. BMJ 2017;359:j3782  



New data available in this clinical 

setting 

 



Antithrombotic therapy in patients with NVAF 

after PCI/post-ACS: a hot topic for research  

1. Gibson et al. N Engl J Med 2016; 2. Cannon et al. Clin Cardiol 2016; 3. ClinicalTrials.gov: NCT02164864; 4. ClinicalTrials.gov: 

NCT02415400; 5. ClinicalTrials.gov: NCT02866175 

2016 2017 ongoing… ongoing… 



PIONEER AF-PCI compared regimens of rivaroxaban 

with single or dual antiplatelet therapy: multicentre, 

randomized, open-label trial 

  

Gibson et al. N Engl J Med 2016  

Rivaroxaban 2.5 mg BID has not been tested or approved for stroke prevention in AF  

Rivaroxaban 15 mg OD regimen has been tested in 1474 in patients with moderate renal 

dysfunction (ROCKET-AF)  

Rivaroxaban 15/10 mg OD regimen has been tested in 639 Japanese patients for stroke 

prevention in AF (J-ROCKET)  

*DAPT duration 1, 6 or 12 months (physician choice). 
 Composite of major bleeding or minor bleeding according to TIMI criteria, or bleeding requiring medical attention  

 



PIONEER AF-PCI: primary safety endpoint 

results  

Gibson et al. N Engl J Med 2016  

The primary endpoint of clinically significant bleeding is a composite of 

major bleeding or minor bleeding according to TIMI criteria, or bleeding requiring medical attention  

Any bleeding requiring medical or surgical treatment or 

laboratory evaluation (e.g. compression, stopping or reducing 

study medication, endoscopy, CT/MRI scans) 

Accounts for 85% of primary outcome events 



PIONEER AF-PCI: efficacy endpoint results  

Gibson et al. N Engl J Med 2016  

A major adverse cardiovascular event (a composite of death from cardiovascular causes, 

myocardial infarction, or stroke)  



RE-DUAL PCI tests the safety of dual therapy 

with dabigatran vs triple therapy with VKA  

Cannon et al. New Engl J Med 2017 



Dabigatran dual therapy: significantly lower 

rates of ISTH major bleeding or clinically 

relevant non-major bleeding  

Cannon et al. New Engl J Med 2017 

International Society on Thrombosis and Haemostasis (ISTH) Bleeding Definitions Meets ≥1 of the following criteria: 1. Symptomatic bleeding 

in a critical area ororgan (e.g., intracranial, retroperitoneal), with compartment syndrome; 2. Bleeding associated with a reduction in 

hemoglobin of ≥2g/dl or leading to transfusion; 3. Fatal bleed  

 



Dabigatran dual-therapy was non-inferior to 

warfarin triple therapy in the composite 

efficacy endpoint  

Cannon et al. New Engl J Med 2017 

Death or thromboembolic event (MI, stroke, systemic embolism) and unplanned revascularisation (PCI or CABG).  



What about elderly patients? 



• In elderly, isolated systolic hypertension is 

the most common HTN phenotype 

 

• People aged >65 are the main users of 

antiplatelet drugs and FANS. 

 

• Anaemia is common in elderly 

 

• Impaired renal and liver function (up to 

dialysus and cirrhosis) are highly prevalent 

in >65 aged patients 

 

• Age is THE ONLY risk factor included in all 

the bleeding scores 

The complexity of 

aging 

ESC AF Guidelines – Eur Heart J  2016 

In order to avoid elderly pts being denied antithrombotic therapies because of 

unjustified concerns or, on the other hand, being inappropriately overtreated, 

improved methods of estimating risks and benefits of different therapy (i.e. 

antithrombotic) in specific subgroups and settings (i.e. elderly frail patients) are 

urgently needed 



Multi-organ changes 

Reduced adherence to  

prescriptions 

Poli-therapy 

Cognitive Impairment 

or Dementia 

Risk of falls Disability 

Socio economical 

status  

Depression 

Multiple extra-cardiac  

comorbidities 

Risk of under-prescription 

Modern Medicine should shift towards 
person rather than disease-oriented care 

Low life expectancy 

Malnutrition 



Conclusions: 

How to manage association of antiplatelets 

and anticoagulants in the frail elderly? 

Agnostic 
I don’t know & you don’t either 


