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Background

• Approximately 15% of AF patients also require PCI with stent placement to 
treat obstructive coronary artery disease

• Current guidelines recommend oral anticoagulation for AF and dual 
antiplatelet therapy (DAPT) with acetylsalicylic acid (aspirin) and P2Y12 
inhibitors after PCI

• DAPT in combination with oral anticoagulation (triple therapy) is associated 
with high rates of bleeding

• Edoxaban has established efficacy and safety for stroke prevention in AF
• Three randomised trials evaluated standard or reduced doses of NOAC in 

AF patients undergoing PCI while aspirin was abandoned
• The effects of edoxaban in combination with a P2Y12 inhibitor in the setting 

of PCI are unexplored



Study Objectives

Primary objective:  To compare a 12-month antithrombotic regimen of 
• edoxaban plus a P2Y12 inhibitor versus
• VKA plus a P2Y12 inhibitor plus aspirin for 1-12 months
in patients with AF and ACS or stable CAD following successful PCI with stent 
placement for the incidence of major or clinically relevant non-major bleeding 
(ISTH)
Two hypotheses for the primary bleeding objective are tested consecutively:

1. The edoxaban-based antithrombotic regimen is non-inferior to the VKA-based 
antithrombotic regimen

2. The edoxaban-based antithrombotic regimen is superior to the VKA-based antithrombotic 
regimen

Secondary objectives (exploratory):
– Main efficacy endpoint:  Composite of cardiovascular (CV) death, stroke, systemic embolic 

events (SEE), spontaneous myocardial infarction (MI), and definite stent thrombosis



Study Design
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• OAC indication for 

AF for at least 12 
months

• Successful PCI 
with stent 
placement (goal of 
at least 25% ACS)

P2Y12 inhibitor**
(without aspirin)

P2Y12 inhibitor 
aspirin 1 - 12 months****

**Clopidogrel 75mg once-daily 
or if documented need prasugrel 
5 or 10mg once-daily or 
ticagrelor 90mg twice-daily .
Predeclared at randomization

PROBE design: Prospective, Randomized, Open label, Blinded endpoint Evaluation in 1500 AF patients with ACS or stable CAD 
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Consort Diagram
1506 randomised

751 to edoxaban regimen (ITT)

746 received study medication
(On-treatment)

147 received the reduced dose
   

616 completed regular
        treatment period as planned

130 did not complete regular 
treatment period as planned

755 to VKA regimen (ITT)

740 received study medication
(On-treatment)

   

580 completed regular
        treatment period as planned

160 did not complete regular 
treatment period as planned
   

186 centres 
18 countries



Baseline Demographics
  Edoxaban regimen

(N=751)
VKA regimen
(N=755)

Age (years), median (Q1; Q3) 69 (63; 77) 70 (64; 77)
Sex, female  194 (25.8) 192 (25.4)
Weight (kg), median (Q1; Q3)    80 (71; 93) 83 (72; 94)
Type of AF, n (%)    
Paroxysmal 402 (53.5) 358 (47.5)
Persistent 140 (18.6) 146 (19.4)
Long-standing persistent or permanent 209 (27.8) 250 (33.2)
CHA2DS2-VASc score, median (Q1; Q3) 4.0 (3; 5) 4.0 (3; 5)
HAS-BLED score, median (Q1; Q3) 3.0 (2; 3) 3.0 (2; 3)
CrCL (mL/min), median (Q1; Q3) 71.8 (53.7, 91.1) 71.7 (54.0, 90.9)
Clinical presentation, n (%)    
ACS 388 (51.7) 389 (51.5)
Stable CAD 363 (48.3) 366 (48.5)

OAC prior to index PCI, n (%) 408 (68.0)  413 (65.1) 
Time (hours) between end of PCI and 
randomisation, median (Q1; Q3) 45.1 (22.3; 75.6) 44.8 (22.1; 76.5)

Type of P2Y12 antagonist, n (%)    
Clopidogrel 696 (92.8) 695 (92.1)
Prasugrel or Ticagrelor   54 (7.2)  60 (7.9)



Primary Study Endpoint
ITT Analysis (N=1506), overall study period 

Hierarchical test procedure (confirmatory statistics):
STEP 1: 1.047 < 1.20      The edoxaban regimen is non-inferior to the VKA regimen

STEP 2: 1.047 > 1.00      superiority of edoxaban regimen could not be demonstrated

  Edoxaban 
regimen

VKA
regimen

Hazard Ratio
(2-sided 95% CI) P-value

Primary outcome of major or CRNM bleeding (ISTH)
Intent-to-treat analysis:          
Number of patients 751 755    
Number of patients with event 
(%)

128
(17)

152
(20)

   

Annualised event rate 
(% per year)

 
20.7

 
25.6

 
0.83 

(0.65; 1.05) 

Non-inferiority: 
P=0.0010  
Superiority: 
P=0.1154



Primary Study Endpoint
ITT Analysis (N=1506), overall study period 



Main Efficacy Endpoint
ITT Analysis (N=1506), overall study period 

  Edoxaban 
regimen

VKA
regimen

Hazard Ratio
(2-sided 95% CI)

Main efficacy outcome (composite of CV death, stroke, SEE, MI or definite stent thrombosis)
Intent-to-treat analysis:       
Number of patients 751 755  
Number of patients with event 
(%)

49 
(7) 

46 
(6) 

 

Annualised event rate 
(% per year)

 
7.3

 
6.9

 
1.06 

(0.71; 1.69) 
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Bleeding Outcomes (ISTH, TIMI, BARC)
ITT Analysis (N=1506), overall study period 



Post Hoc Landmark Kaplan Meier 
Analysis

            Primary Study Endpoint



INR in VKA regimen in first 5 weeks

Overall study period: median TTR = 63.1%

Time from PCI to 
Randomisation: 
• shortest – 0.2 h
• median – 45 h  94%

69%

42%
37% 37%

39%

5%

23%

34%
40%

44%
44%

1%
8%

24% 22% 19% 17%



Meta-Analysis: 
Comparative NOAC AF PCI trials 
ISTH Major or CRNM Bleeding



Myocardial Infarction and Stent 
Thrombosis

- Endpoints as defined by each of the NOAC AF PCI trials -



Limitations

• TTR for the patients who received VKA was modestly lower than in ENGAGE 
AF-TIMI 48 but comparable to other NOAC AF PCI studies. The observed TTR 
in NOAC AF PCI trials reflects the challenges with VKA treatment in routine 
clinical practice. 

• The number of patients on a more potent P2Y12 inhibitor is limited; therefore, our 
trial must primarily be viewed as a comparison of clopidogrel-based antiplatelet 
therapies, which is consistent with all prior NOAC AF PCI trials.

• Furthermore, our study was designed as an open-label study, with potential 
treatment or reporting bias, which may explain why more patients withdrew from 
the VKA arm. However, patient data were 100% monitored for unreported 
events and all potential events were blindly adjudicated.

• Finally, in concert with the other trials, the enrolment of 1506 patients in 
ENTRUST-AF PCI was not large enough to detect small but potentially 
important differences in the incidence of the main efficacy outcome.



Conclusions

• The ENTRUST-AF PCI trial showed that, among patients with AF who 
underwent successful PCI, a full-dose anticoagulation therapy with edoxaban 60 
mg once daily plus a P2Y12 inhibitor  is noninferior to a triple therapy with VKA 
(ASA given for 1 to 12 months) regarding the risks of major or CRNM bleeding 
events at 12 months.

• The edoxaban-based dual therapy regimen, as compared to the triple VKA-
based regimen, showed similar rates with respect to the main efficacy outcome, 
a composite of death from cardiovascular causes, stroke or SEE, MI, or definite 
stent thrombosis.  

• Of note,  all NOAC AF PCI trials show numerically increased rates of MI and 
stent thrombosis in patients with early withdrawal of aspirin.

• In conclusion, in patients with AF who underwent PCI, the edoxaban-based dual 
antithrombotic therapy was noninferior for bleeding compared with VKA-based 
triple antithrombotic regimen without significant differences in ischaemic events. 
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