Antithrombotic Therapy in @

updates

Patients with Atrial
Fibrillation Undergoing
Percutaneous Coronary

Intervention

Anton Camaj, MD, Ms, Michael S. Miller, Msc, Jonathan L. Halperin, MD,

Gennaro Giustino, MD*

KEYWORDS

¢ Triple antithrombotic therapy ® Dual antithrombotic therapy e Atrial fibrillation

® Percutaneous coronary intervention

KEY POINTS

e The antithrombotic strategy in patients with atrial fibrillation (AF) undergoing percutaneous coronary
intervention (PCI) should be chosen after a thorough assessment of an individual patient’s bleeding

and ischemic risks.

e Dual antithrombotic therapy with a direct oral anticoagulant should be the default antithrombotic

strategy in most patients with AF undergoing PCI.

e Monotherapy with an oral anticoagulant after 6 months or 1-year post-PCl should be favored over a
dual antithrombotic strategy, combining an oral anticoagulant with an antiplatelet agent, especially
in patients whose bleeding risk outweighs the ischemic risk.

INTRODUCTION

It is estimated that 20% to 40% of patients with
atrial fibrillation (AF) have coronary artery dis-
ease (CAD) and approximately 10% of patients
who undergo percutaneous coronary interven-
tion (PCI) with drug-eluting stent (DES) implanta-
tion have AF.! AF is associated with increased
risk of thromboembolic events, thus warranting
prophylaxis with long-term oral anticoagulation
(OAC)." In contrast, dual antiplatelet therapy
(DAPT) with a combination of aspirin and an
oral P2Y,,-receptor inhibitor is necessary to pre-
vent coronary thrombotic events after PCl with
DES.? Historically, triple antithrombotic therapy
(TAT), combining OAC and DAPT, has been the

default antithrombotic strategy for these pa-
tients. TAT is associated, however, with a high
risk for bleeding complications, which are asso-
ciated with morbidity and mortality.® Therefore,
balancing the risk of cardiogenic embolism, cor-
onary events, and major bleeding in this patient
population poses a clinical dilemma. Evidence
from randomized controlled trials (RCT)*° has
prompted the rapid evolution of recommenda-
tions surrounding optimal antithrombotic strate-
gies for patients with AF after PCIL.'"'® The
purpose of this review is to provide an update
on the evidence, recommendations, and future
directions in the field of antithrombotic therapy
for patients with AF who undergo PCI.
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ANTITHROMBOTIC STRATEGIES IN PATIENTS
UNDERGOING PERCUTANEOUS CORONARY
INTERVENTION WITHOUT AN INDICATION
FOR ORAL ANTICOAGULATION

The evidence informing antithrombotic strategies
in patients undergoing PCI with stent implantation
who do not have an indication for OAC favors
DAPT over OAC with respect to both ischemic
and bleeding events.'”~2° American and European
guidelines both provide a class | recommendation
for DAPT after PCI with stent implantation with the
type of P2Y4, inhibitor dependent on the clinical
scenario.'*?"

With respect to DAPT duration, prolonged
DAPT reduces the risks of stent thrombosis and
myocardial infarction (MI) but increases the risk
of bleeding. Both the American and European
guidelines strongly recommend a shorter course
(eg, 6 months) of DAPT in patients with stable
CAD undergoing PCI with implantation of a DES
(American College of Cardiology [ACC]/American
Heart Association [AHA]: class of recommenda-
tion [COR] |, level of evidence [LOE] B; European
Society of Cardiology [ESC]: COR I, LOE A).'#2!
For patients with acute coronary syndrome
(ACS) undergoing PCI with DES, the guidelines
recommend a minimum of 12 months of DAPT
(ACC/AHA: COR |, LOE B; ESC: COR I, LOE A)
unless the patient is at high bleeding risk (HBR),
when shorter therapy (eg, 6 months) should be
considered (ACC/AHA: COR lib, LOE C; ESC:
COR lla, LOE B)."*2" After this period, in patients
who have tolerated DAPT without adverse events
and who are not at HBR, DAPT might be
extended beyond 12 months (ACC/AHA COR:
lIb, LOE A).

More recently, multiple randomized controlled
trials (RCTs) compared the efficacy and safety of
single antiplatelet therapy (SAPT) using a P2Y5-
receptor inhibitor monotherapy, instead of aspirin,
versus DAPT after PCl with newer-generation
DES.??725 None of these trials included patients
with AF or another indication for chronic OAC.
The Ticagrelor With Aspirin or Alone in High-Risk
Patients After Coronary Intervention (TWILIGHT)
study tested the hypothesis that after a 3-month
course of DAPT using aspirin and ticagrelor, tica-
grelor monotherapy would be superior to DAPT
with respect to clinically significant bleeding
without ischemic harm in a cohort of HBR and
ischemic risk patients after PCI.?2 In this random-
ized, double-blind trial, the investigators found a
significantly lower rate of Bleeding Academic
Research Consortium (BARC) 2 to 5 bleeding (pri-
mary endpoint) in the experimental arm (hazard ra-
tio [HR] 0.56; 95% ClI, 0.45-0.68; P<.001) without

an increased risk of death, nonfatal Ml or nonfatal
stroke.??

ANTITHROMBOTIC THERAPIES IN PATIENTS
UNDERGOING PERCUTANEOUS CORONARY
INTERVENTION WITH AN INDICATION FOR

ORAL ANTICOAGULATION

Vitamin K Antagonist Trials

The What Is the Optimal Antiplatelet and Anticoag-
ulant Therapy in Patients With Oral Anticoagulation
and Coronary Stenting (WOEST) trial was the first
of a series of studies comparing double antithrom-
botic therapy (DAT) using a vitamin K antagonist
(VKA) plus a P2Y,-receptor inhibitor to TAT, using
a VKA, a P2Y,-receptor inhibitor, and aspirin in
patients with an indication for chronic OAC
following PCI.® WOEST was an open-label RCT
that included 573 patients (69% of whom had
AF) randomized to DAT (VKA plus clopidogrel)
versus TAT (VKA plus clopidogrel plus aspirin) af-
ter PCI in order to test the hypothesis that SAPT
with clopidogrel would reduce the risk of bleeding
without increasing the risk of thrombotic events
compared with DAPT. WOEST demonstrated
that the early discontinuation of aspirin reduced
the relative risk of any bleeding event by 64%,
which was driven largely by Thrombolysis in
Myocardial Infarction (TIMI) minor and Global Stra-
tegies for Opening Occluded Coronary Arteries
(GUSTO) moderate  bleeding.®  Although
underpowered, the DAT group did not show any
increase in the risk of ischemic events and all-
cause death was significantly lower in the DAT
group.®

The Intracoronary Stenting and Antithrombotic
Regimen-Testing of a 6-Week versus a 6-Month
Clopidogrel Treatment Regimen in Patients With
Concomitant Aspirin and Oral Anticoagulant Ther-
apy Following Drug-Eluting Stenting (ISAR-TRI-
PLE) trial tested whether 6 weeks of DAPT was
superior to 6 months of DAPT in patients with an
indication for chronic OAC after PCL.” The study
randomized 614 patients (83% AF or atrial flutter)
and found no difference in its primary composite
endpoint of death, MI, definite stent thrombosis,
stroke, or TIMI major bleeding at 9 months be-
tween the 2 groups. Furthermore, the abbreviated
strategy showed a lower risk of BARC types 2 to 5
bleeding in a post hoc landmark analysis of events
between 6 weeks and 6 months.’

Direct Oral Anticoagulant Trials

Multiple trials have evaluated the safety and effi-
cacy of a direct oral anticoagulant (DOAC)-based
antithrombotic strategy after PCI in patients with
AF requiring chronic OAC. These trials had varying



designs and randomization schemes and were
powered to demonstrate superiority for reduction
in bleeding with a DOAC-based strategy versus a
VKA-based strategy. Individually, they were un-
derpowered to detect significant differences in
major adverse cardiac events between antithrom-
botic strategies.

The Study Exploring Two Strategies of Rivarox-
aban and One of Oral Vitamin K Antagonist in Pa-
tients With Atrial Fibrillation Who Undergo
Percutaneous Coronary Intervention (PIONEER
AF-PCI) study included 2124 patients who were
stratified prior to randomization by DAPT duration
(1 month, 6 months, or 12 months) and P2Y4 in-
hibitor (clopidogrel, ticagrelor, or prasugrel) and
then were randomized into 2 groups: (group 1)
low-dose rivaroxaban (15 mg daily) plus SAPT
with a P2Y4, inhibitor; (group 2) very-low-dose
rivaroxaban (2.5 mg twice daily) plus DAPT; and
(group 3, control) VKA plus DAPT.® Only 22% of
patients received TAT for 1 year. The
rivaroxaban-based strategies led to a reduction
in the primary safety endpoint of clinically signifi-
cant bleeding driven by reduction in rates of
bleeding requiring medical attention as opposed
to TIMI major or minor bleeding without significant
differences in rates of major adverse cardiovascu-
lar (CV) events between the 3 groups.®

In the Evaluation of Dual Therapy With Dabiga-
tran versus Triple Therapy With Warfarin in Pa-
tients With AF That Undergo a PCI With Stenting
(RE-DUAL PCI) trial, 2725 patients were random-
ized post-PCl to DAT consisting of dabigatran,
110 mg or 150 mg twice daily, plus a P2Y, inhib-
itor (86.6% clopidogrel, 12.4% ticagrelor) or TAT
consisting of warfarin plus DAPT (90.3% clopidog-
rel, 7.8% ticagrelor).® Aspirin was discontinued
1 month after bare-metal stent implantation or
3 months after DES implantation in the TAT group.
Although powered for noninferiority analysis, both
DAT regimens proved superior to the TAT regimen
with respect to the primary endpoint of major or
clinically relevant nonmajor bleeding at 14 months
irrespective of clinical presentation or P2Y 5 inhib-
itor selection.®

Although both PIONEER AF-PCI and RE-DUAL
PCI support a DAT over a TAT strategy, neither
was designed to delineate whether the reduction
in bleeding was due to aspirin withdrawal, the
doses of DOACSs, or both. This was addressed in
the an open-label, 2 x 2 factorial, randomized
controlled trial to evaluate the safety of apixaban
versus VKA and aspirin versus placebo in patients
with AF and acute coronary syndrome and/or
percutaneous coronary intervention (AUGUSTUS)
trial.* AUGUSTUS randomized 4614 AF patients
within 14 days after having an ACS or PCI in a
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2 x 2 factorial design to apixaban, 5 mg twice
daily, or VKA (open-label) and to aspirin or match-
ing placebo (double-blind) for 6 months.* A P2Y4,
inhibitor was prescribed for all patients: 92.6%
clopidogrel, 6.2% ticagrelor, or 1.1% prasugrel.
The primary endpoint of major or clinically relevant
nonmajor bleeding was lower in those receiving
apixaban compared with a VKA (HR 0.69; 95%
Cl, 0.58-0.81; P<.001 for both noninferiority and
superiority) and higher in those receiving aspirin
compared with placebo (HR 1.89; 95% ClI, 1.59-
2.24; P<.001).* Additionally, the apixaban group
had a lower incidence of death or hospitalization
compared with the VKA group (HR 0.83; 95% Cl,
0.74-0.93) without a significant difference in rates
of ischemic events.* Although aspirin increased
the risk of bleeding compared with placebo, there
was no significant difference in the incidence of
coronary ischemic events (eg, Ml, CV death, stent
thrombosis, and urgent revascularization).* The
results from AUGUSTUS support a DAT strategy
with DOACs over VKAs and early aspirin with-
drawal, but the optimal duration of aspirin therapy
remains uncertain and may vary based on a pa-
tient’s thrombotic risk.

The recent Edoxaban Treatment versus Vitamin
K Antagonist in Patients With Atrial Fibrillation Un-
dergoing Percutaneous Coronary Intervention
(ENTRUST-AF PCI) trial randomized 1506 AF pa-
tients after successful PCl (52% ACS) to a DAT
strategy with edoxaban (60 mg daily) and a
P2Y 4, inhibitor (92% clopidogrel) or a TAT strategy
with a VKA.° DAT was noninferior to TAT with
regards to the primary composite endpoint of ma-
jor or clinically relevant nonmajor bleeding at
12 months. There was no significant difference in
rates of ischemic events between groups. It is
important to acknowledge the results from the
landmark analysis at 14 days, when a higher risk
of bleeding was observed with edoxaban and a
high proportion of patients in the VKA group had
an international normalized ratio less than 2 (69%
in the first week and 42% in the second week).
Beyond 14 days, edoxaban consistently was
associated with less bleeding (HR 0.68; 95% ClI,
0.53-0.88; Pinteraction<0.0001).

A meta-analysis of these 4 DOAC-based trials
comparing DAT versus TAT in 10,234 AF-PCI/
ACS patients®® found DAT associated with a
reduction in major or clinically relevant nonmajor
bleeding compared with TAT (risk ratio [RR] 0.66;
95% CI, 0.56 to 0.78) at the cost of an increase
in stent thrombosis (RR 1.59; 95% CI, 1.01-
2.50).2° There were no significant differences in
rates of MI, CV death, or all-cause death. There
were 1715 major or clinically relevant nonmajor
bleeding events (523 major bleeding events)
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versus 85 stent thrombosis events across the
more than 10,000 patients with no between-
group differences in CV death or major adverse
clinical events.?® Given that bleeding complica-
tions are numerically significantly more frequent
than stent thrombosis and associated with sub-
stantial morbidity and mortality, these findings
support the safety of a DAT strategy using a
DOAC over a TAT strategy, whereas patients at
very high risk of stent thrombosis may benefit
from a brief course of TAT.

Summaries of the study designs and trial results
of the VKA and DOAC trials are provided in Figs. 1
and 2, respectively.

ANTITHROMBOTIC MANAGEMENT OF
PATIENTS WITH ATRIAL FIBRILLATION AFTER
PERCUTANEOUS CORONARY INTERVENTION:
GUIDELINE AND CONSENSUS
RECOMMENDATIONS

Guideline and Consensus Recommended
Strategies

Emerging RCT data largely have replaced expert
consensus as the basis for international guidelines
and consensus recommendations.’®'®  The
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precepts underlying these recommendations as
follows:

1. Assess individual patient thrombotic and
bleeding risks.

2. Minimize TAT duration to mitigate bleeding.

3. DOAC preferred over a VKA unless
contraindicated.

4. Clopidogrel is the P2Y, inhibitor of choice.

5. Beyond 1 year, OAC monotherapy preferred
over DAT.

International guidelines and consensus docu-
ments, at present, do not incorporate results
from AUGUSTUS or ENTRUST-AF PCI. Sum-
maries of the American and European consensus
document recommendations are provided in
Figs. 3 and 4, respectively.

Assessment of Thrombotic and Bleeding Risks

Once the need for OAC has been established, risk
stratification according to the individual risk of cor-
onary thrombosis and major bleeding becomes
critical, because this determines subsequent deci-
sions surrounding TAT duration and antiplatelet
selection. The most recent North American
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Fig. 1. Study design and outcomes of WOEST and ISAR-TRIPLE: patients with atrial fibrillation on VKAs undergo-

ing PCl.
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consensus document highlights multiple patient
and complex procedural characteristics that may
predispose to increased ischemic and thrombotic
risks, including ACS presentation, age, prior Ml,
extent of CAD, diabetes mellitus, chronic kidney
disease, older-generation stents, smaller stent
diameter, longer stent length, and bifurcation
stents, among others.’? In a similar, qualitative
fashion, the North American document cites a his-
tory of prior bleeding, OAC therapy, female sex,
age, diabetes mellitus, chronic kidney disease,
and anemia, among others, as bleeding risk fac-
tors.'? The European counterpart emphasizes the
use of risk scores to quantify ischemic and
bleeding risk in addition to patient and procedural
characteristics.'® For ischemic risk assessment,
the European document recommends the Synergy
Between Percutaneous Coronary Intervention

Treatment

- .

With Taxus (SYNTAX) score in elective cases and
the Global Registry of Acute Coronary Events
(GRACE) score (>140) in patients with ACS, while
accounting for other risk factors, including left
main PCI, proximal left anterior descending artery,
proximal bifurcation, recurrent Ml, and a history of
stent thrombosis.'® For bleeding risk assessment,
the European document recommends the
Hypertension, Abnormal renal/liver function,
Stroke, Bleeding history or predisposition, Labile
international normalized ratio, Elderly (>65 years),
Drugs/alcohol concomitantly (HAS-BLED) score. ™
A consensus document from the Academic
Research Consortium (ARC) proposed 20 clinical
criteria (14 major and 6 minor) to define patients
at HBR undergoing PCI (ARC-HBR definition).?”
Although long-term OAC use is a major criterion,
this definition may inform the estimation of
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bleeding risk. The ARC-HBR definition has not
been validated in an independent patient data
set.?’

Triple Antithrombotic Therapy Duration

The recommended duration of TAT differs slightly
between the 2019 ACC/AHA/Heart Rhythm Soci-
ety (HRS) guidelines for AF and the 2018 ESC
guidelines for myocardial revascularization.'" '3
Both provide a COR lla recommendation for
DAT as an alternative to TAT to reduce bleeding,

2018 European
Consensus

X
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Fig. 3. American consensus recom-
mendations on the management of
antithrombotic therapy in patients
with atrial fibrillation undergoing
PCl. ASA, aspirin.
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but the European document limits this to patients
at HBR."""'® The European guidelines otherwise
recommend a default 1-month TAT strategy that
can be extended for 3 months to 6 months
depending on a patient’s thrombotic risk (COR
lla). The American guidelines, conversely, recom-
mend a default DAT strategy, limiting aspirin to
the periprocedural, in-hospital period.'” More-
over, the American guidelines recommend 4
weeks to 6 weeks of TAT in patients at greatest
risk of stent thrombosis, such as those with
STEMI (COR lIb).""

Fig. 4. European consensus recom-
mendations on the management of
antithrombotic therapy in patients

with atrial fibrillation undergoing
PCl. ASA, aspirin.
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Oral Anticoagulation Selection and Dosage

Unless contraindicated, DOACs are favored over
VKAs given their relative safety and ease of
use.'""® Regarding dosing, the North American
consensus document recommends DOACs as
dosed in the AF-PCI trials. Because the 110-mg
twice daily dose of dabigatran is not approved in
the United States for stroke prevention, the 2018
AHA/ACC/HRS guidelines for AF recommend
150 mg twice daily (COR lla, LOE B),"" whereas
the 2018 ESC guidelines on myocardial revascu-
larization offer a COR lla, LOE C recommendation
for the 110-mg twice daily dose during TAT and a
COR llb, LOE B recommendation for the 150-mg
twice daily dose during DAT."® The American and
European guidelines also differ slightly in recom-
mendations for rivaroxaban, 15 mg daily, with the
2019 ACC/AHA/HRS guidelines for AF providing
a COR lla, LOE B recommendation and the 2018
ESC guidelines for myocardial revascularization
providing a COR llb, LOE B recommendation.’’-'3
When a decision is made to discontinue the P2Y 4,
inhibitor (typically at 1 year), the North American
and European consensus documents recommend
increasing the OAC to its labeled dose. %2 Lastly,
specific dosage recommendations for apixaban
and edoxaban are not provided by either the
guidelines or consensus documents, which were
written prior to publication of the results from
AUGUSTUS and ENTRUST-AF PCI. In both trials,
the full recommended doses of DOACs were
used, and it is likely that future guidelines and
consensus documents will incorporate these
options.*?

Antiplatelet Regimen

The default P2Y 4, inhibitor per American and Euro-
pean guidelines and consensus documents
should be clopidogrel.'®"® The 2019 ACC/AHA/
HRS guidelines for AF provide a COR lla, LOE B
recommendation for clopidogrel irrespective of
TAT versus DAT strategy whereas the 2018 ESC
guidelines for myocardial revascularization pro-
vide a COR lla, LOE A recommendation for clopi-
dogrel in DAT strategies and COR lla, LOE B
recommendation for clopidogrel during TAT treat-
ment.""'® The 2018 ESC guidelines for myocardial
revascularization caution against the use of more
potent P2Y, inhibitors (ie, prasugrel or ticagrelor)
in combination with OAC."® The North American
consensus document also recommends against
prasugrel, given the results from a small study
that demonstrated a 4-fold increase in bleeding
with prasugrel-based TAT?® but recommends tica-
grelor as a suitable option for patients at high

Antithrombotic Therapy in AF-PCl

thrombotic and low bleeding risk who otherwise
are not on triple therapy.'?

Once the transition from TAT to DAT occurs,
aspirin should be dropped in favor of continuing
P2Y,, inhibitor therapy.'®'? A significant propor-
tion of patients who undergo PCI might be hypo-
responsive to clopidogrel.?° High platelet
reactivity on clopidogrel reflects inadequate
platelet inhibition and has been associated with
an increased risk of stent thrombosis.?® Random-
ized trials comparing platelet function-guided anti-
platelet therapy failed to show benefit,*°=>2 but
further research is needed to evaluate the use of
platelet function testing to guide antiplatelet thera-
pies in patients treated concurrently with OAC.

Long-Term Oral Anticoagulation

Upon completion of DAT therapy, patients should
continue OAC monotherapy at the dose recom-
mended for stroke prevention, accounting for renal
function.’®'? Because there appears to be little
advantage to continuing SAPT plus OAC beyond
1 year,®*~3° these recommendations are aimed at
reducing bleeding in patients with AF and stable
CAD. Support for this recommendation comes
from the Atrial Fibrillation and Ischemic Events
With Rivaroxaban in Patients With Stable Coronary
Artery Disease (AFIRE) trial.*® The investigators
randomized 2236 patients with stable CAD to
rivaroxaban, 15 mg daily, or a DAT with rivaroxa-
ban plus SAPT (70% aspirin vs. 27% P2Y12 inhib-
itor). When the trial was terminated because of
increased mortality in the DAT group, rivaroxaban
monotherapy was noninferior to DAT for the pri-
mary efficacy endpoint of all-cause mortality, M,
stroke, unstable angina requiring revasculariza-
tion, or systemic embolism (P<.001) and superior
to DAT for the primary safety endpoint of major
bleeding.®® Still, those at high thrombotic risk
may benefit from a prolonged course of DAT.
The ongoing French Assessment of Quitting
versus Using Aspirin Therapy In Patients Treated
With Oral Anticoagulation for Atrial Fibrillation
and With Stabilized Coronary artery disease
(AQUATIC) trial aims to study the superiority of
DAT with aspirin plus OAC for 24 months to
48 months versus placebo plus OAC in high-risk,
stable CAD-AF patients and will provide more
data on this issue.

Additional Strategies and Future Directions

Other practices to incorporate in the routine care
of AF-PCI patients include radial over femoral ac-
cess, use of bivalirudin in HBR patients, use of
newer-generation DES, use of proton pump inhib-
itors post-PCI for patients on DAPT or DAT/TAT,
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Table 1

Ongoing trials evaluating antithrombotic strategies in patients with atrial fibrillation undergoing percutaneous coronary intervention

ClinicalTrials.gov
Trials Identifier

Target Population Experimental Arm(s) Control Arm

Endpoint(s)

Anticipated
Completion

Timeline Date

APPROACH-ACS-AF NCT02789917 ACS + NVAF or Apixaban and VKA, clopidogrel, and  Primary: major bleeding 6 mo TBD
(N = 400) atrial flutter + clopidogrel aspirin for 6 mo if Secondary: combined
successful PCl for 6 mo HAS-BLED <3 death, M, ST, STE
VKA, clopidogrel, and
aspirin for 1 mo
followed by VKA
and clopidogrel
for 5 mo if
HAS-BLED >3
COACH-AF-PCI NCT03536611 NVAF + successful Dabigatran, aspirin,  Warfarin, aspirin and Primary: clinically 24 mo  June
(N =1120) PCl with DES and clopidogrel clopidogrel for 1 mo relevant bleeding 2020
for 1 mo followed followed by Warfarin Secondary: death M,
by dabigatran and Cclopidogrel STE, ischemia-induced
and clopidogrel for 5 mo revascularization
for 5 mo
OPTIMAL-1/2 NCT03234114 ACS + NVAF + OPTIMAL-1: warfarin, OPTIMAL-1: warfarin,  OPTIMAL-1: combined 12 mo December
(N = 1550) successful PCl clopidogrel, and clopidogrel, and death, MI, STE, 2021
with DES aspirin for 1 mo, aspirin for 6 mo, unplanned
then quit aspirin then quit aspirin revascularization
until 12 mo after until 12 mo OPTIMAL-2: major or
PCl after PCI clinically relevant
OPTIMAL-2: OPTIMAL-2: dabigatran  bleeding
dabigatran with clopidogrel
with ticagrelor for 12 mo
for 12 mo
SAFE-A N/A NVAF + PCl with  Aspirin and Aspirin and apixaban  Primary: all bleeding 12mo TBD
(N = 600) DES apixaban for for 12 mo with P2Y;,  complications

12 mo with P2Y 1>
inhibitor for 1 mo

inhibitor for 6 mo

Secondary: combined
death, MI, STE
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MASTER-DAPT NCT03023020 HBR who DAPT for 1 mo, then DAPT for 6 mo, then Combined death, M, 12mo  March
(N =430 underwent PCl SAPT for 11 more aspirin for 6 more stroke, bleeding 2021
months months Major or clinically
relevant bleeding

Abbreviations: APPROACH-ACS-AF, APixaban Versus PhenpRocoumon: Oral AntiCoagulation Plus Antiplatelet therapy in Patients With Acute Coronary Syndrome and Atrial Fibril-
lation; COACH-AF-PCl, Comparing Dabigatran Etexilate Versus Warfarin in Chinese Patients With Nonvalvular Atrial Fibrillation Who Undergo Percutaneous Coronary Intervention
With Stenting (DES); MASTER-DAPT, Management of High Bleeding Risk Patients Post Bioresorbable Polymer Coated Stent Implantation With an Abbreviated Versus Prolonged DAPT
Regimen; NVAF, nonvalvular atrial fibrillation; OPTIMAL-1/2, Optimal Antithrombotic Therapy for Acute Coronary Syndrome Patients Concomitant Atrial Fibrillation Undergoing
New Generation Drug Eluting Stent Implantation; SAFE-A, SAFety and Effectiveness trial of Apixaban use in association with dual antiplatelet therapy in patients with AF undergoing
percutaneous coronary intervention; STE, systemic thrombolic event; TBD, to be determined.
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and avoidance of nonsteroidal anti-inflammatory
drugs.'%'2 Finally, ongoing trials evaluating novel
approaches to antithrombotic strategies using
contemporary DES platforms will provide more
data to inform clinical decision making (Table 1).

SUMMARY

PCI in the setting of AF necessitates concomitant
antiplatelet and anticoagulant agents to prevent
ischemic events. The totality of data supports
use of a DOAC-based DAT strategy, combining
OAC with a P2Y,,-receptor inhibitor for most pa-
tients requiring chronic OAC who undergo PCI. A
TAT strategy should be considered in selected
cases, when the thrombotic risk exceeds bleeding
risk. In this setting, the optimal duration of aspirin,
in combination with an OAC and a P2Y,-receptor
inhibitor, remains unclear and could vary from
weeks to months. Finally, in patients who have
completed an initial 6-month or 1-year course of
DAT, withdrawal of the P2Y,-receptor inhibitor
and ongoing treatment with an OAC alone are rec-
ommended to reduce the risk of bleeding.
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