Is there a role for aspirin in
stroke prevention in AF 2015?

Jonas Oldgren

Associate professor of cardiology
Uppsala Clinical Research Center and
Dept of Medical Sciences, Uppsala University

Sweden UCR@



October 16 - 18
14 EDITION 2015

MY CONFLICTS OF
INTEREST ARE

Consultant and lecture fees from
Bayer, Boerhinger-Ingelheim, Bristol-
Myers Squibb, and Pfizer




Aspirin vs placebo or control in AF
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Aspirin vs placebo or no treatment
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Warfarin vs antiplatelets
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Warfarin Compared with Antiplatelet Therapy
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Aspirin + Clopidogrel vs. Aspirin

Primary outcome: Stroke, myocardial infarction, non—central

nervous system systoe‘mic embolism, or vascular death
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Aspirin + Clopidogrel vs. Aspirin
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ACTIVE W: Warfarin vs. Clopidogrel + ASA
Risk of Stroke
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Ischemic stroke associated with warfarin,
aspirin, clopidogrel in patients with AF
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Bleeding associated with warfarin,
aspirin, clopidogrel in patients with AF

n=82 854
Warfarin monotherapy ®
Aspirin monotherapy ®
Clopidogrel monotherapy l-b-l
Aspirin + clopidogrel e
Warfarin + aspirin o
Warfarin + clopidogrel  bed
Triple therapy e+
L B LR | B B R R R A
0.1 1.0 10.0
Hazard Ratio (95% ClI)

Hansen et al, Arch Intern Med, 2010;170:1433-1441

HR (95% ClI)

1 [Reference]

0.93 (0.88-0.98)
1.06 (0.87-1.29)
1.66 (1.34-2.04)
1.83 (1.72-1.96)
3.08 (2.32-3.91)
3.70 (2.89-4.76)

UCR®@



Mortality, ischemic stroke and intracranial bleeds
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Net clinical benefit with warfarin or aspirin

in patients with AF
Hazard ratios (95% CI), n=132 372
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Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment
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Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment
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Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment
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Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment
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Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment

Annualized incidence (95% CI) of outcome events in relation to treatment strategy,
according to propensity score matching

ASA No antithrombotic treatment P
lschaemic stroke 137% (7111-7.63) 6.61% (6.37-6.86) <0001
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Intracranial haemorrhage 095% (0.87-1.05) 1.00% (0.91-1.10) 046
Major bleeding 385% (367-4.03) 406% (3.87-49) 012

Sjalander et al. Europace (2014) 16, 631-638



Aspirin versus no treatment in AF

Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment

Adjusted HR for aspirin vs no antithrombotic treatment in relation to age
Ischemic stroke
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Aspirin versus no treatment in AF
Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment

Adjusted HR for aspirin vs no antithrombotic treatment in relation to age
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NOAC studies in Atrial Fibrillation
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Apixaban compared to aspirin in AF

Stroke/SE

Major bleeding
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Is there a role for aspirin
in combination with OAC for
stroke prevention in AF 2015?
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NOACs and antiplatelets
Results from RELY
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MACE (all-cause death, MlI, stroke)
OAC and single antiplatelet therapy post ACS
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Clinically significant bleeding
OAC and single antiplatelet therapy post ACS
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MACE (all-cause death, Ml, stroke)
OAC and dual antiplatelet therapy post ACS
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Clinically significant bleeding
OAC and dual antiplatelet therapy post ACS
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MACE (all-cause death, Ml, stroke)
OAC and antiplatelets in phase lll post ACS studies
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Major bleeding events NOAC
OAC and antipatelets in phase Ill post ACS studies
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Association of effects on MACE with effects on
bleeding rate when adding NOAC to single or

dual antiplatelets post ACS
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WOEST trial:
Omission of aspirin reduces bleeding

Primary Endpoint: Total number of TIMI bleeding events

0% 17 Triple therapy group

—— Double therapy group 2L0%

Cumulative incidence of bleeding
8
*

19.5%
20% - -
o
10% ~ p<0 001
HR=036 S5%CI[0 26-0.50]
oO% ~
L | 1 L) 1 Al 14 L )
O 30 60 90 120 180 270 365
Days
natrsk: 284 210 154 188 11 173 150 140 -—
279 253 244 241 241 236 226 208 sSTANTONIUS

Dewilde W, et al. Lancet 2013; 381: 1107-15.




Summary

e Aspirin monotherapy for stroke prevention in AF
should generally not be used

e Aspirin + Clopidogrel is better than aspirin alone,
with increased risk for major bleeding

e Aspirin + Clopidogrel is non-inferior to OAC

e Treatment with antiplatelets in combination with OAC
Increase bleeding risk, the ideal combinations and
treatment durations are yet to be identified
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stroke, and may even increase the risk of ischaemic stroke in diderly patients. Thus, our data support the new European
guidelines recommendation that ASA as monotherapy should not be used as stroke prevention in atrial fbrillation.
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