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20-30% of patients with AF and an
indication for continuous OAC have
coexisting CAD and therefore
may require PCI

An estimated 1-2 million
anticoagulated patients
in Europe are candidates for PCl procedures

Stenting requires follow-up treatment with antiplatelets, which puts
anticoagulated patients at higher risk of bleeding

Lip et al. Thromb Haemost 2010
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Anticoagulant AF and PCI
therapy
For prevention of stroke in

patients with additional
risk factors

DUAL THERAPY:
anticoagulant and single
antiplatelet?

N\

OR

PCI

TRIPLE THERAPY:
anticoagulant and dual
antiplatelet therapy?

@08

Kirchhof et al. Eur Heart J 2016; Lip et al. Eur Heart J 2014

Antiplatelet .
therapy \
For prevention of stent

thrombosis following PCI

Dual antiplatelet therapy
superior to ASA alone




Use of clopidogrel with or without aspirin in patients taking
UNIVERSITA oral anticoagulant therapy and undergoing percutaneous 4

POLITECNICA . S .
DELLE MARCLIE coronary mttlarventlon. an open-label, randomised,
controlled trial

—— Triple therapy group (VKA + clopidogrel + ASA) —— Double therapy group (VKA + clopidogrel)
Total number of TIMI bleeding events Death, MI, TVR, stroke, ST

100 - HR: 0.36 (95% Cl: 0.26—0.50); P<0.0001 100 HR: 0.60 (95% Cl: 0.38-0.94); P=0.025
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Dewilde et al. Lancet 2013;381:1107



Duration of Triple Therapy in Patients
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Patients with an indication for oral anticoagulation
undergoing PCI'

Time from
treatment
Initiation o o
I mo. Triple Therapy I mo. Triple Therapy Dual Therapy
| mo. - up to 12 mo. _

3mo. ---- n o -

Triple Therapy Dual Therapy
6 mo. ---- .
Dual Therapy up to |12 mo.
12 mo. ---- -
Beyond
12 mo. OAC alone
Class lla B
v
S
IEI = Aspirin . = Clopidogrel E = Oral anticoagulation g

Vaglimigli M. et al., ESC focused update on dual antiplatelet therapy in corGnary artery disease, European Heart Journal 2018
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. . . . . . AF-PCI ﬂ
DELLE MARCHE | with Atrial Fibrillation Undergoing PCI

Rivaroxaban 15 mg OD** plus single antiplatelet*
N=2,124
Population:
patients with
parol}(ysmal, Decision Rivaroxaban 2.5 mg BID* Rivaroxaban 15 mg OD*
persistent or for DAPT plus DAPTS plus low-dose ASA 1 mo: 15%
permanent — duration: e 6 MOS: 35%
NVAF 1,6 0r12 : | 12 mos: 50%
undergoing months ! |
PCI (with stent VKA (INR 2.0-3.0)1 : :
placement) P plus DAPTS ! VKA plus low-dose ASA |
. l :
! |
i i
! |
DAPT duration End of treatment
(1 or 6 months) (12 months)

*CrCl 30-49 ml/min: 10 mg OD; *first dose 72—96 hours after sheath removal; *clopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15%); SASA (75—-100 mg daily) plus clopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15%); first dose 12-72 hours after sheath removal

Gibson CM et al, NEJM 2016
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POLITECNICA . . . . . . AF-PCI
DELLE MARCHE | with Atrial Fibrillation Undergoing PCI

Rivaroxaban 15 mg OD plus single antiplatelet vs VKA plus DAPT: HR=0.59; (95% Cl 0.47-0.76); p<0.001
Rivaroxaban 2.5 mg BID plus DAPT vs VKA plus DAPT: HR=0.63 (95% CI 0.50-0.80); p<0.001

30 -
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16.8% NNT= NNT=
12 11

B Group 3 (VKA plus DAPT)

Group 2 (Rivaroxaban
2.5 mg BID plus DAPT)

Group 1 (Rivaroxaban
. 15 mg OD plus single
0 B — I I ] antiplatelet)
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Time (days)

TIMI major, TIMI minor or bleeding
requiring medical attention (%)

Gibson CM et al, NEJM 2016
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POLITECNICA . . . . . . AF-PCI
DELLE MARCHE | with Atrial Fibrillation Undergoing PCI

Rivaroxaban 15 mg OD plus single antiplatelet vs VKA plus DAPT: HR=1.08; (95% Cl 0.69-1.68); p=0.75

8 - Rivaroxaban 2.5 mg BID plus DAPT vs VKA plus DAPT: HR=0.93 (95% Cl 0.59-1.48); p=0.76
g 6.5%
g 6 — 6.00/0
0
2 5.6%
n
o
- 4 -
=
% B Group 3 (VKA plus DAPT)
% 5 _ Group 2 (Rivaroxaban
> 2.5 mg BID plus DAPT)
o Group 1 (Rivaroxaban
15 mg OD plus single
antiplatelet)
0 | | I | | l
0 30 60 90 180 270 360

Time (days)

Gibson CM et al, NEJM 2016
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Open issues

e 2.5 mg BID dose is not approved for AF; data on the efficacy of 15/10 mg OD in
patients with AF are limited; therefore, stroke prevention of those dosages strengths
tested post-PCl is unknown

* DAPT duration in each triple therapy arm was at investigators’ discretion; most
patients received triple therapy for 26 months, which is not in line with current
guidelines

* Primary endpoint was driven by bleeding requiring medical attention
only 15% were adjudicated; no hazard ratio data are available for ISTH bleeding or

ICH

Gibson CM et al, NEJM 2016
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DELLE MARCHE Dabigatran after PCI in Atrial Fibrillation

Dabigatran 150 mg BID + P2Y12 inhibitor

Patients _
with AF : - Primary
underaoin Dabigatran 110 mg BID + P2Y12 inhibitor endpoint:

FCI E;ithg : ISTH major or

stenting ; CRNM bleeding
|

N=2725 ,Randomization Warfarin (INR 2.0-3.0) + P2Y12 inhibitor + ASATI

a <120 hours

6-month minimum treatment duration,

post-PCI* : : :
maximum treatment duration 30 months :
|

(mean follow-up ~14 months)

e *Study drug should be administered 6 hours after sheath removal and no later than 120 hours post-PCl (<72 hours is
preferable). TASA discontinued after 1 month after bare-metal stent and 3 months after drug-eluting stent

Cannon C et al, NEJM 2017
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UNIVERSITA Dual Antithrombotic Therapy with
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2) RE-DUAL PCI™

DELLE MARCHE Dabigatran after PCI in Atrial Fibrillation

HR: 0.52 (95% CI: 0.42-0.63) 40 -
Non-inferiority P<0.001 Warfarin

P<0.001 triple therapy 35 |

30

25 1

20 A

Dabigatran 110 mg 19 1

dual therapy
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Time to first event (days)

HR: 0.72 (95% CI: 0.58-0.88)
Non-inferiority P<0.001 Warfarin

P=0.002 triple therapy

Dabigatran 150 mg
dual therapy

I

| | | I [ | I
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Time to first event (days)

Cannon C et al, NEJM 2017
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DELLE MARCHE Dabigatran after PCI in Atrial Fibrillation
20 - 39 7
18 -
30 1
g 16 - HR: 1.04 (95% CI: 0.84-1.29)
= Non-inferiority P=0.005 |
o 14 3 25
2 :é" Dabigatran (combined doses)
g 12 g 0 | dual therapy
S 10 - -
S o
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(n=1744) (n=981) Time to first event (days)

Cannon C et al, NEJM 2017
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Population:
Patients with non-valvular
AF? who have undergone
PCI with stent placement®

in previous 2 weeks in
whom antiplatelet therapy
is planned for
1-6 months®

Antithrombotic Therapy after Acute Coronary 14

Syndrome or PCI in Atrial Fibrillation

Apixaban + P2Y ., inhibitor
+ ASA 81 mg od

Apixaband-e +
P2Y ., inhibitor

N=4600

R

Apixaban + P2Y ,, inhibitor
+ placebo'

VKA® + P2Y,, inhibitor
+ ASA 81 mg od’

R

VKA® + P2Y,, inhibitor

VKA® + + placebo!

P2Y ,, inhibitor

Lopes R et al., NEJM 2019
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— 100~ 207 Hazard ratio for apixaban vs. vitamin K
X 90— antagonist, 0.69 (95% Cl, 0.58—0.81) Vitamin K antagonist
1= 154 P<0.001 (noninferiority)
E 80- P<0.001 (superiority)
w 707 I
> 107 Apixaban
§ 60 P
3 504 5— Event rate per 100 patient-yr:
9 40 Vitamin K antagonist, 35.8
: 7 -
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Lopes R et al., NEJM 2019
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Antithrombotic Therapy after Acute Coronary 16
Syndrome or PCI in Atrial Fibrillation

Event rate per 100 patient-yr:
== Vitamin K antagonist
and aspirin, 49.1
= Apixaban and aspirin, 33.6
== Vitamin K antagonist
and placebo, 26.7
Apixaban and placebo, 16.8
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Lopes R et al., NEJM 2019
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DELLE MARCHE in patients with atrial fibrillation (ENTRUST-AF PClI): ENTRUST- PCI

a randomised, open-label, phase 3b trial

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

4 hours — P2Y,, inhibitor** i
. . . [
5 days (without aspirin) |
I
after ol 12 m.
sheath '
removal
P2Y,, inhibitor :
. . [
aspirin 1 - 12 months™*** |
*Edoxaban dose reduction to 30 **Clopidogrel 75mg once-daily or ***k VKA, target INR 2-3
mg OD if documented need prasugrel 5 or
*if CrCL<50 ml/min 10mg once-daily or ticagrelor ***k*aspirin 100mg OD for 1-12 months guided by clinical
*BW<60 kg 90mg twice-daily . presentation (ACS or stable CAD), CHA,DS-VASc, and
ecertain P-gp inhibitors Predeclared at randomization HAS_ BLED

Varnckx P et al, Lancet 2019
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DELLE MARCHE in patients with atrial fibrillation (ENTRUST-AF PClI): ENTRUST- PCI

a randomised, open-label, phase 3b trial

Major bleeding: on-treatment

0-25
— Edoxaban — VKA
[0
£
& 0-20—
2
=
o
c
T 0-15-
T
c
@
2
£ 0-104
2 NMumber of events:
= Edoxaban: 124/746
S 0-05- VKA 142/740
E HR (95% CI): 0-84 (0-66; 1-06)
Q P-value (non-inferionty): 0-0016
P-value (superiority): 0-1434
0-00—

I I I I I I I I | | | I I
0 30 60 90 120 150 180 210 240 270 300 330 360

Days from randomisation

Number at risk:
EDOXABAN 746 674 651 632 614 600 590 583 573 567 554 543 471

VKA 740 653 621 594 573 554 543 529 520 510 501 492 428

Varnckx P et al, Lancet 2019
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[PJCI;TLIIVTEE%SILTIéA antithrombotic regimen after successful coronary stenting
DELLE MARCHE in patients with atrial fibrillation (ENTRUST-AF PCl): ENTRUST- PClI

a randomised, open-label, phase 3b trial

19

Major bleeding: post-hoc landmark KM

0.25
— Edoxaban — VKA
0.20
[72]
=
@
>
@
s 0.157
@
®
@
2 0104
©
S
E
O  0.051 Phase 1 (= day 14) HR (95%Cl): 2.42 (1.27; 4.63)
Phase 2 (>day 14) HR (95% CI): 0.68 (0.53; 0.88)
L‘// Interaction P-value: <0.0001
0.00
| | | | | | | | | | | | |
0 14 30 60 90 120 150 180 210 240 270 300 330 360
Days from randomization
Number at risk:
EDOXABAN 751 707 688 665 646 629 618 609 600 590 584 575 565 506
VKA 755 721 678 648 625 603 588 578 568 561 552 543 538 485

Varnckx P et al, Lancet 2019
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Sub-par performance of the investigational drug Very good performance of the comparator
* Lower safety in PCI e Low TTR in the first 2 weeks
* High CHA2DS2-VASc (mean 4) * Unexpectedly low bleeding rate with VKA,
* Nearly 50% with ACS comparable to DAPT alone
Edoxaban regimen VKA regimen
(n=751) (n=755)
Age, years 69 (63-77) 70 (64-77)
Recalculated CHA,DS,-VASc score 4-0 (3-0-5-0) 4-0 (3-0-5-0) 22% 19% Lo
Recalculated HAS-BLED score 3-0(2:0-3:0) 3-0(2-:0-3:0) =
Clinical presentation (documented in IXRS) g o
Acute coronary syndrome 388 (52%) 389 (52%) E_ 40% 44% e
Stable coronary artery disease 363 (48%) 366 (48%) E
Type of therapy before index PCl ‘%
VKA 232 (31%) 224 (30%) g 5
NOAC 176 (23%) 189 (25%) 37% 37% 39
None 192 (26%) 221 (29%)
Data missing 151 (20%) 121 (16%) Ramc:lomisati(:mI Days 2-7 I Days 8-14 I Days 15-21 I Days 22-28 I Days 28-35 I
Duration between end of PCl and randomisation, h 45-1(22-3-75-6) 44-8 (22-1-765) I Mean INR<2 [IMean IR 2-3 I Mean INR >3

Varnckx P et al, Lancet 2019
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pCI D:i\:s(::::r; eat 1 month 3 months 6 mc?nths 1 year
- Triple therapy i NOAC
El.ectlve — NOAC+A+C ' | monotherapy
with newer . : . . !
generation DES | : : M m————— 5 :
E i-_----)El-llll-ll-ll-l+ll-ll-llll-ll-lll-)i i
Alternative: DAPT only, if CHA,DS,-VASc = 1 {men) or 2 (women) & elevated bleeding risk E
) | : NOAC
Triple therapy {NOAC + A + C) | | monotherapy

:.---__-__):_--__-____)..............)

NOAG +A+ Tica® | NOAC mono |

orrrrrnrnns e —————

- {Uncorrectable} high bleeding risk
- Low atherothrombotic risk (by REACH or SYNTAX score if elective; GRACE 2140 if ACS)

Factors to lengthen combination therapy

- First-generation DES
- High atherothrombotic risk (scores as above ; stenting of the left main, proximal LAD,
proximal bifurcation; recurrent Mls; stent thrombosis etc.) and low bleeding risk

Steffel et al., EHRA Practical Guide, European Heart Journal 2018
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* NOAC better than VKA for AF treatment in patients with recent
PCI

* Dual therapy better than triple therapy in low-risk patients,
and can be started at discharge

* Length of DAPT does not depend on the type of stent but on
the clinical presentation (elective PCl vs. ACS)

* Clopidogrel is the only P2Y12- inhibitor with robust evidence

so far, so it should be preferred in a dual therapy strategy
* No need to extend antiplatelet therapy over 1-year after PCI
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* Are PIONEER-AF PCl dosages (2.5 mg BID and 15 mg OD)
effective in stroke prevention in AF patients?

* |s withdrawing aspirin safe in terms of ACS recurrence and
stent thrombosis? And, if yes, when is the best time?

* What is the best P2Y12 to use in dual therapy?

* |s the lack of a superior safety in ENTRUST-AF PCI due to an

intrinsic difference in edoxaban when compared to other
NOACs?

23
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Thank you for your
attention
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POLITECNICA Therapy With Warfarin, Aspirin, and Clopidogrel
PELLE MARCHE in Patients With Atrial Fibrillation

Nationwide registries to identify all Danish patients surviving first-time hospitalization for AF
between January 1, 1997, and December 31, 2006

HR (95% Cl)
Warfarin monotherapy - 1 [Reference]
Aspirin monotherapy i 0.93 (0.88-0.98)
Clopidogrel monotherapy |—:H 1.06 (0.87-1.29)
Aspirin + clopidogrel e 1.66 (1.34-2.04)
Warfarin + aspirin [ 1.83 (1.72-1.96)
Wartarin + clopidogrel e 3.08 (2.32-3.91)
Triple therapy e 3.70 (2.89-4.76)
| T T T Trrr
0.1 1.0 10.0
Hazard Ratio (95% CI)

Hansen et al. Arch Intern Med 2010
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AF patient on NOAC

|
2 v

Elective PCI

v

Stop NOAC: |ast dose 224h before intervention On admission:

- Stop NOAC
- Load with ASA (150-300 mg) +/- P2Y,; inhibitor as per standard protocol

Consider alternatives {as in all with ¢ J,
need for chronic OAC):

- Bypass surgery

(- Sole balloon angioplasty)

v ¥ | ) J

Periprocedural anticoagulation Fibrinolysis Primary PCl (preferred) Urgent Non-urgent
per local practice: €
- UFH (per ACT/aPTT} - Only if below - Radial access Approach as per - Delay PCl
- Bivalirudin reference range - Prefer new- primary PCl - Start
- Avoid Gp lIb/llla inhibitors (Tab. 9) generation DES fondaparinux
- NoUFHor - Additional UFH, (preferred) or
¢ enocxaparin until LMWH, bivalirudin LMWH 212h after
NOAC levels {regardless of last last NOAC
Stent type: below reference NOAC) - Avoid upstream
Prefer contemporary DES range (Tab. 9) - Avoid IIb/llla inhi- bivalirudin, UFH,
{BMS and 1 gen DES to be avoided) bitors unless bail-out or lb/llla
l - Avoid fondaparinux inhibitors

After discontinuation of parenteral anticoagulation: restart {same) NOAC according to SmPC, in combination with single or dual antiplatelets
(see Figure 11)

Y

PPI should be considered
Discharge with prespecified step-down plan (Figure 11)

Steffel et al., EHRA Practical Guide, European Heart Journal 2018



