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Overview of reported incidences of coronary artery
disease In patients presenting with atrial fibrillation
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Kralev S et al. PLoS ONE 6(9): e24964.




ldentification of high risk patients
CHA2DS2-VASc score

Risk factor Pts.
25% - CHF 1 23.6%
Hypertension 1 21.5% 22.4%
= 20% - Age 275 years 2 19.7%
~ Diabetes mellitus 1
s E St.p. Stroke/TIA 2 15.3%
=~ o 15% - |Vascular disease 1
= r Age 65-74 1
=" F I d 1
5 8 10% - emale gender 9.3%
> E 5.9%
£ 5% 3.7%
2.09
0.8% 7
0% . .
Total score 0 1 2 3 4 5 6 7 8 9

Treatment  None  0AC AR

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

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, Ml, 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.

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




Duration of Dual Antiplatelet Therapy
(DAPT)

PCl for stable CAD = PCI for ACS

DAPT duration after PCI

« High Bleeding Risk »
Patients

Bleeding event
on DAPT < 6 Mo

DAPT<6 Mo (1-3 Mo)
Stop after
« Minimal Duration »
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« High-Risk » Patient and/or
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Ischemic event
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Define
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« High Bleeding Risk »
Patients

Bleeding event
on DAPT <12 Mo

DAPT<12 Mo (1-3-6 Mo)
Stop after
« Minimal Duration »
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Cuisset et al. Lancet 2017



What combination of therapy is optimal
for patients with AF undergoing PCI?

1
1
Anticoagulant therapy Antiplatelet therapy BOTH anticoagulant
and dual antiplatelet
Low shear stress High shear stress thrombosis — therapy =
thrombosis in left atrium platelet mediated in the arteries
‘triple therapy’
Anticoagulation superior Dual antiplatelet therapy
to antiplatelet therapy superior to ASA alone High bleeding risk

?




Risk of Triple Therapy on Bleeding In
82,854 Danish AF Patients

Annual incidence of bleeding 4% HR (95% CI]
Wartfarin monotherapy = 1 [Reference]
Aspirin monotherapy § 0.93 (0.88-0.98)
Clopidogrel monotherapy I-io-l 1.06 (0.87-1.29)
Aspirin + clopidogrel 3! 1.66 (1.34-2.04)
Warfarin + aspirin o 1.83 (1.72-1.96)
Warfarin + clopidoqgrel : o+ 3.08 (2.32-3.91)
Triple therapy (15%) |-e- 3.70 (2.89-4.76)
| — T T T T
0.1 1.0 10.0

Hazard Ratio (95% Cl)

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



AF antithrombotic therapy and PCI

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.

( AF patient in need of OAC after elective PCI with stent ) ( AF patient in need of OAC after an ACS )
‘ { ' }
Bleeding risk low ) Bleeding risk low )
compared to risk for ACS compared to risk for ACS
or stent thrombosis q or stent thrombosis
Time from PCI 1 Time from ACS l
Triple therapy* (1128) NI 1 Triple therapy* (11a8) IIEIEN
Triple therapy* (1laB)
R Cmm

OAC monotherapy* (IB)
OAC monidnnpy‘ (1B) m Helong OAC monidnnpy‘ (18) OAC monidnnpy (1B)

Il oAC [ Aspirin 75-100 mg daily [l Clopidogrel 75 mg daily Il oAC [ Aspirin 75-100 mg daily [l Clopidogrel 75 mg daily

ESC Guidelines AF. Eur Heart J 2016




There are alternatives to triple therapy?

Triple Therapy

* t 1 " Risk of bleeding
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Alternatives to Standard Triple Therapy
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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

Triple-therapy group Double-therapy group
Total number of TIMI bleeding events Death, MI, TVR, stroke, ST
100 - HR: 0.36 (95% CI: 0.26-0.50) P<0.0001 100 - HR: 0.60 (95% CI: 0.38-0.94) P=0.025
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Dewilde et al. Lancet 2013




Implications of major bleeding in PCI

Background risk

l

Bleeding
// \
Shock Anaemia/TraQ;sion Discontinuation of APT
/
E;emia \Inﬂammation Stent thr;(osis
1
Mortality

* Compared with patients without bleeding, patients who experience bleeding are more likely to die not only
early in-hospital but also late after discharge

* The absolute increase in mortality is substantial (~11%; 95% CI: 8-14)

Stenget al. Eur Heart J 2011




Meta-analysis: oral antithrombotic therapy In
patients with AF post-PCI

15 studies (2 randomized controlled trials and 13 observational registries);
7,182 patients; indication for OAC was AF in 90% of pts

Event rate (%)

0 10 20
Death, MI, 21.00
rePTCA,
ST, stroke 15.50
5.50 M Triple therapy: OAC (VKA) + clopidogrel + ASA
Major
bleeding

B Dual therapy: OAC (VKA) + clopidogrel

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

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

D’Ascenzo et al. Am J Cardiol 2015




New ESC focused update on dual antiplatelet
therapy In coronary artery disease

Patients with an indication for oral anticoagulation undergoing PCI'

Time from

treatment u O n (9]
1 month triple therapy 1 month triple therapy
Class Ila B Class lla B
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1month ----
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Class lla B Class lla A
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Al
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OAC alone

Class lla B E Oral anticoagulant

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




Strategies to avoid bleeding complications in
patients treated with oral anticoagulant

 When VKA s 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 PCl/post-ACS: a hot topic for research

PIONEER 23 AUGUSTUS ENTRUST-
AF-PCI' RE(;jzgiA;rzg)l ACS/PCI4 AF-PCI5
(rivaroxaban) Paralle] fssfgnmem (apixaban) (edoxaban)
Parallel assignment B 2x2 factorial Parallel assignment
G e NEW ENGLAND Gatsy e NEW ENGLAND
%/~5/ JOURNAL of MEDICINE %/~ JOURNAL of MEDICINE
2016 2017 ongoing... ongoing...

—

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




PIONEER AF-PCI compared regimens of rivaroxaban
with single or dual antiplatelet therapy: multicentre,
randomized, open-label trial

Rivaroxaban 15 mg /10 mg OD + clopidogrel

2 i Group 1
Paroxysmal,
persistent or
permanent AF, Rivaroxaban 2.5 mg BID  Rivaroxaban 15 mg/10 mg OD ) -
(with stent R 7 7 P bleedingy 9
placement)
N=2124 VKA (INR 2.0-3.0) VKA +
+ DAPT* . low-dose ASA . | Group 3
End of treatment
(12 months)
Table 1. Baseline Characteristics of the Participants.*
Group 1 Group 2 Group 3
Characteristic (M =709 (N=709) (N =7086)
Age — yr 70.429.1 70.0£9.1 69.9+8.7
=65 Yr of age — no. (%) 523 (73.8) 516 (72.8) 526 (74.5)
,”?5 Yr of age — no. (%) 254 (35.8) 245 (34.6) 230 (32.6)

€y Gibson et al. N Engl J Med 2016



PIONEER AF-PCI: primary safety endpoint
results

Group 1: R15/10 + clopidogrel Group 2: R2.5 + DAPT  Group 3: Triple therapy

Group 1 vs Group 3 Group 2 vs Group 3

Primary endpoint: o ; o :
clinically significant bleeding E i

|_Favours Group1 || FavoursGroup3 [ FavoursGroup2 || FavoursGroup3 |
.t 1 1 . 1 1

0 05 1 15 2 0 0.5 1 15 2
HR (95% ClI) HR (95% Cl)

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

Gibson et al. N Engl J Med 2016




PIONEER AF-PCI: efficacy endpoint results

100

Hazard ratio for group 1 vs. group 3,

1.08 (95% CI, 0.69-1.68)
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A major adverse cardiovascular event (a composite of death from cardiovascular causes,
myocardial infarction, or stroke)

Gibson et al. N Engl J Med 2016




RE-DUAL PCI tests the safety of dual therapy
with dabigatran vs triple therapy with VKA

Multicentre, randomized, open-label trial following a PROBE design
Dabigatran 150 mg BID + P2Y12 inhibitor

Patients
u::;'é? p;'i:n Dabigatran 110 mg BID + P2Y12 inhibitor ' primary endpoint:
PCI o 'thg major or CRNM
wl bleeding
stenting

100% of outcome events
were independently
adjudicated by blinded
external committee

Randomization Warfarin (INR 2.0-3.0) + P2Y12 inhibitor + ASA
<120 hours

N=2725 | post-PCI*
I

6-month minimum treatment duration with visits every 3 months for the first year, then visits
and telephone contact alternating every 3 months and a 1-month post-treatment visit

Dabigatran (110 or 150 mg)
P2Y12 inhibitor

P2Y12 inhibitor

1 month of ASA (BMS)
3 months of ASA (DES)

Dabigatran 110 mg Warfarin triple therapy Dabigatran 150 mg Warfarin triple therapy

dual therapy (n=981) (n=981) dual therapy (n=763) (n=764)
Age, years, mean 71.5 71.7 68.6 68.8
280 (US, ROW), 2 70 (Japan), % 22.9 229 1.0 1.0
<80 (US, ROW), < 70 (Japan), % 77.1 771 99.0 99.0

Cannon et al. New Engl J Med 2017




Dabigatran dual therapy: significantly lower
rates of ISTH major bleeding or clinically
relevant non-major bleeding

40 - 40 -
HR: 0.52 (95% Cl: 0.42-0.63) \yarfarin HR: 0.72 (95% CI: 0.58-0.88)
35 4 Noninferiority P<0.0001 triple thera 35 Noninferiority P<0.0001 Warfarin
P<0.0001 P=0.002 triple thera
30 - 304
S 25 25 .
T
§ 20 - 20 . Dabigatran 150 mg
5 dual therapy
% 15 - Dabigatran 110 mg 15 -
§ dual therapy
g 10 10
5 5
0 T T T T T T T 0+ T T T T T T T
0 90 180 270 360 450 540 630 720 0 90 180 270 360 450 540 630 720
Time to first event (days) Time to first event (days)

International Society on Thrombosis and Haemostasis (ISTH) Bleeding Definitions Meets 21 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 22g/dl or leading to transfusion; 3. Fatal bleed

Cannon et al. New Engl J Med 2017



Dabigatran dual-therapy was non-inferior to
warfarin triple therapy in the composite
efficacy endpoint

20 ~

Patients with outcome event (%)

13

19 -

18 -

17 -

16 -

15 -

14 -

HR: 1.04 (0.84-1.29)
Noninferiority P=0.0047

[ T

Dabigatran (combined Warfarin
dose) dual therapy triple therapy
(n=1744) (n=981)

Probability of event (%)

354
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Time to first event (days)

Death or thromboembolic event (M, stroke, systemic embolism) and unplanned revascularisation (PCl or CABG).

Cannon et al. New Engl J Med 2017



What about elderly patients?




.
Hypertension (especially when systolic blood pressure is > 160 mmHg)=> T h e C O m p I eX I ty O f

Labile INR or time in therapeutic range <60%in patients on vitamin

Kargonis aging

Medication predisposing to bleeding, such as antiplatelet drugs and
non-steroidal anti-inflammatory drugs*

Excess alcohol (>8 drinks/week)=
Potentially modifiable bleeding risk factors * In elderly, isolated systolic hypertension is

Anaemiz®< the most common HTN phenotype

Impaired renal function®®<

Impaired liver function*®

 People aged >65 are the main users of
antiplatelet drugs and FANS.

Reduced platelet count or function®

Non-modifiable bleeding risk factors

Biomarker-based bleeding risk factors

High-sensitvity troponin® * Age is THE ONLY risk factor included in all
Growth differentiation factor-15¢ \ the bleeding scores

Serum creatinine/estimated CrCI®

a : 44
ABC = age, biomarkers, clinical history; ATRIA = AnTicoagulation and Risk Derived from the HAS-BLED score.

factors In Atrial fibrillation; CKD = chronic kidney disease; CrCl = creatinine bDer‘iVEd from the HEMORR,;HAGES scgre_jag

clearance; HAS-BLED = hypertension, abnormal renal/liver function (1 point c p 388
each), stroke, bleeding history or predisposition, labile INR, elderly (=65 years), Derived from the ATRIA score.

drugs/alcohol concomitantly (1 point each); HEMORR;HAGES = hepatic or renal  9Darived from the ORBIT score. &8

disease, ethanol abuse, malignancy, older (age >75), reduced platelet count or & . . 387

function, rebleeding risk (prior bleed; 2 points), hypertension (uncontrolled), Derived from the ABC bIEEdlng score.

anaemia, genetic factors (CYP 2C9 polymorphisms), excessive fall risk (including

neuropsychiatric disease), and stroke; INR = international normalized ratio; . .

ORBIT = Outcomes Registry for Better Informed Treatment of Atrial Fibrillation; ESC AF G L”dellnes - EUI’ H eal’t J 2016

TTR = time in therapeutic range; VKA = vitamin K antagonist.



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

Cognitive Impairment

or Dementia
Malnutrition Depression
Risk of falls Disability
Multi-organ changes Low life expectancy
Socio economical Reduced adherence to
status prescriptions
Poli-therapy Risk of under-prescription

Multiple extra-cardiac
comorbidities




Conclusions:
How to manage association of antiplatelets
and anticoagulants in the frail elderly?




