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Ø Interaction between atrial fibrillation and 
myocardial ischemia. Double trouble!

Ø Translating trials to clinical practice: is 
dual therapy the new standard of care for 
AF patients and ACS/PCI?

Atrial Fibrillation and ischemic heart disease
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Ø AF and CAD share the same risk factors
Ø Given their high prevalence and similar risk 

factor profile, AF and CAD often coincide in 
an individual patient

Ø Myocardial ischemia may induce atrial 
fibrillation

Ø Atrial fibrillation may induce myocardial 
ischemia

Atrial fibrillation and ischemic heart disease
A Fatal Attraction 
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Among anticoagulated patients with AF and CV 
risk factors, stroke or systemic embolism is not 

the most common cause of death!

Sharma A et al. Circulation. 2018 Jun 5 [Epub ahead of print]
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Steensig K et al. J Am Coll Cardiol 26 August 2018

CAD is an independent risk factor for stroke
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The modified CHA2DS2-VASC score
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Ø Interaction between atrial fibrillation and 
myocardial ischemia. Double trouble!

Ø Translating trials to clinical practice: is
dual therapy the new standard of care for 
AF patients and ACS/PCI?
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New ESC focused update on dual antiplatelet 
therapy in coronary artery disease

Valgimigli et al. Eur Heart J 2018
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Angiolillo D et al. Circulation 2018;138:527–536

A North American Perspective–2018 Update
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What evidence is there for NOACs in AF + ACS/PCI?
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Afib PCI trials
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Gibson CM et al. NEJM 2016
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Gibson CM et al. NEJM 2016

With a 6% control event rate, 
NIM=2%, β=90%; α=0.05, 4,824 pts 

would be needed to show non-
inferiority (x 2 PIONEER) 

Wide CI. Ranges anywhere 
from 31% or 41% better to 

68% or 48% worse 
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PIONEER AF PCI: an important trial 
but should we change practice?

1. the primary endpoint was mainly driven by
bleedings requiring medical attention, whereas
the rate of TIMI major or minor bleedings was not
significantly different between the groups
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PIONEER AF PCI: an important trial 
but should we change practice?

2. The RVRX regimens used reduced doses
• The RVRX dose was reduced to either 15 mg daily 

with P2Y12 or to 2.5 mg bid with DAPT
• These doses were neither tested nor approved in the 

SPAF indication
• Thus, reduced bleeding when compared to full dose 

VKA is not surprising
• The real question is: does this preserve the efficacy of 

anticoagulation to prevent stroke?
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PIONEER AF PCI: an important trial 
but should we change practice?

3. This trial did not established 
(or even test) noninferiority of 
RVRX-based strategies vs 
VKA+DAPT for stroke 
prevention
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PIONEER AF PCI: an important trial 
but should we change practice?

4. The RVRX strategies were not compared to the WOEST” 
strategy of VKA+clopidogrel alone
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PIONEER AF PCI: an important trial 
but should we change practice?

5. The point estimates for some procedural characteristics known 
to be associated with a higher risk of ST suggest the possibility of 
increased risk ischemic events

Kerneis M et al. J Am Coll Cardiol Intv 2018 in press
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Cannon CP et al. N Engl J Med 2017; 377: 1513-24
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Cannon CP et al. N Engl J Med 2017; 377: 1513-24
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Cannon CP et al. N Engl J Med 2017; 377: 1513-24

Included TVR which may 
be unrelated with the anti-

thrombotic regimen

With a 8.5% control event rate, 
NIM=2%, β=90%; α=0.05, 6,698 pts 

would be needed to show non-
inferiority (x2 REDUAL) 
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Additional individual 
thromboembolic endpoints

Cannon CP et al. N Engl J Med 2017; 377: 1513-24



ENTRUST-AF PCI Diagram
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§ Patients with 
AF

§ Successful 
PCI with stent 
placement

§ Goal of 25% 
ACS (tbd)
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P2Y12 antagonist  for 12 months
(without ASA)

P2Y12 antagonist for 12 months with ASA per routine 
practice

12 months:
end of treatment

Duration of P2Y12 antagonist (of choice) will be 
12 months 

Duration of ASA in the VKA arm will be at least 
1 month depending on clinical presentation and 
local practice

PROBE design: open label edoxaban vs VKA
N @ 1500

Edoxaban 60/30mg day for 12 months

VKA for 12 months

ACS or stable 
coronary disease

Edoxaban dose 
reduction to 30 mg 
according to SMPC

Primary outcome: 
ISTH major and 

clinically relevant 
non-major bleeding



ISO 9001

Apixaban vs Warfarin in Patients with AF 
and ACS or PCI: The AUGUSTUS Trial
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Ø Any type of AF can increase the risk of future ischemic 
events

Ø Consider further risk stratification for identifying 
atherotrombotic risk

Ø The optimal antithrombotic strategy for AF PCI/ACS pts 
undergoing PCI remain  a clinical challenge

Ø NOACs based strategies are superior with respect to 
safety when compared to VKA strategies

Ø PIONEER AF-PCI and REDUAL PCI were underpowered 
to examine the impact on ischemic events

Ø Triple therapy with VKA may be still needed in some 
pts (high ischemic risk; complex PCI, poor LV function)

Atrial Fibrillation and ischemic heart disease


