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Great Debates: stroke prevention in specific clinical scenarios
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OAC for device-detected AF?
The Issues

1. Are patients with device-detected AF at risk of stroke?

2. Does OAC reduce stroke in these patients?

3. Is the risk of stroke sufficiently high to justify OAC?

4. |s the bleeding risk acceptable?

ESC Congress W;;'RIVHHConqress
2025 Madrid of Cardiology



Device-detected AF increases
the risk of stroke

B Risk of Ischemic Stroke or Systemic Embolism hazard ratio, 249’ 95% Cl, 1.28 to 485, P=0.007
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Years of Follow-up
No. at Risk
Subclinical atrial tachyarrhythmias present 261 249 238 218 178 122
Subclinical atrial tachyarrhythmias absent 2319 2145 2070 1922 1556 1197

Healey JS et al NEJM 2012



OAC for device-detected AF?
The Issues

1. Are patients with device-detected AF at risk of stroke?
YES

2. Does OAC reduce stroke in these patients?

3. Is the risk of stroke sufficiently high to justify OAC?

4. |s the bleeding risk acceptable?
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Apixaban Reduces Stroke in Device-detected AF

Aspirin 1.24% per year

Apixaban  (0.78% per year

Cumulative incidence of
Stroke or Systemic Embolism (%)
I
|

O —
1 | | | | |
0 1 2 3 4 5 6
Years of Follow-up
_ Mean 3.5 * 1.8 years
No. at Risk
Aspirin 1997 1777 1539 1121 779 468 200

Apixaban 2015 1786 1556 1157 822 474 214 — ~

Healey JS et al NEJM 204



ORIGINAL RESEARCH ARTICLE O¢

-ibrillatio

Direct Oral Anticoagulants for Stroke Prevention
in Patients With Device-Detected Atrial

n: A Study-Level Meta-Analysis of the

NOAH-A

-NET 6 and ARTESIA Trials

Ischemic Stroke

Favours DOAC Favours ASA/Placebo
Study DOAC (%) ASA/Placebo (%) Weight RR [95% CI] e —
NOAH-AFNET 6 22/1,270 (1.7%) 27/1,266 (2.1%) 30.4% 0.81[0.47,1.42] L
ARTESIA 45/2,015 (2.2%) 71/1,997 (3.6%) 69.6% 0.63[0.43, 0.91] ]
Pooled Estimate 67/3,285 (2.0%) 98/3,263 (3.0%) 0.68 [0.5, 0.92] ————=siEa——
Mantel-Haenszel, DerSimonian-Laird p=0.01, z=2.47 RR: Risk Ratio !
Random Effects °=0.00 CI: Confidence Interval 1
Major Bleeding
Favours DOAC Favours ASA/None
Study DOAC (%) ASA/None (%) Weight RR [95% CI] - -
NOAH-AFNET 6 53/1,270 (4.2%) 25/1,266 (2.0%) 41.1% 2.11[1.32, 3.38) L
ARTESIA 106/2,015 (5.3%) 78/1,997 (3.9%) 58.9% 1.35[1.01, 1.79] |
Pooled Estimate 159/3,285 (4.8%) 103/3,263 (3.2%) I*: 61% 1.62 [1.05, 2.5] | ——e—
Mantel-Haensrel. DerSimonian-Laird Pp=0.03, 2=2.18 RR: Risk Ratia T
Random Effects =006 CI: Confidence Interval 1

14

Mclintyre WF et al Circulation. 2024;149:981-988.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Anticoagulation with Edoxaban in Patients
with Atrial High-Rate Episodes

P. Kirchhof, T. Toennis, A. Goette, A.J. Camm, H.C. Diener, N. Becher, E. Bertaglia,
C. Blomstrom Lundqvist, M. Borlich, A. Brandes, N. Cabanelas, M. Calvert,
G. Chlouverakis, G.-A. Dan, J.R. de Groot, W. Dichtl, B. Kravchuk, A. Lubinski,
E. Marijon, B. Merkely, L. Mont, A.-K. Ozga, K. Rajappan, A. Sarkozy, D. Scherr,
R. Sznajder, V. Velchev, D. Wichterle, S. Sehner, E. Simantirakis, G.Y.H. Lip,
P. Vardas, U. Schotten, and A. Zapf, for the NOAH-AFNET 6 Investigators*

The primary efficacy outcome was a composite of:
e cardiovascular death
e stroke
e systemic embolism

Kirchhof P et al NEJM 2023



In AF Patients, A Minority of Deaths are
From DOAC Responsive Conditions

TABLE 2 Descriptive Analysis of Causes of Death as Total Numbers and as

Percentage of Total Deaths

Cause of Death All Patients DOAC Warfarin
All-cause death 6,206 100) 3,579 (100) 2,627 (100)
Vascular death 3,970 (64) 2,297 (64) 1,673 (64)

Cardiac death 2,855 (46) 1,699 (47) 1,156 (44)
Sudden death/dysrhythmia 1,759 (28) 1,044 (29) 715 (27)
Heart failure 922 (15) 547 (15) 375 (14)
Myocardial infarction 174 (3) 108 (3) 66 (3)

Ischemic stroke/SE 356 (6) 206 (6) 150 (6)

Hemorrhage (all) 350 (6) 148 (4) 202 (8)
Hemorrhagic stroke 202 (3) 77 (2) 125 (5)
Other intracranial hemorrhage 63 (1) 28 (1) 35 ()
Extracranial hemorrhage 85(1) 43 (1) 42 (2)

Other vascular deatht 409 (V) 244 (7) 165 (6)

Nonvascular death 1,849 (30) 1,103 (31) 746 (28)

Malignancies 706 (11) 441 (12) 265 (10)

Infections 533 (9) 318 (9) 215 (8)

Respiratory 177 (3) 89 (2) 88 (3)

Trauma/accidental 72 (1) 34 (1) 38 (1)

Hepatobiliary/liver failure 17 (0.3) 9 (0.3) 8 (0.3)

All other 344 (6) 212 (6) 132 (5)

Undetermined death 387 (6) 179 (5) 208 (8)

~ 15% of All-cause death
~ 23% of Vascular death
~ 33% of Cardiac death

Consequence:
Including Death
in a trial endpoint
dilutes the effect of OAC

Gomez-Outes et al ) Am Coll Cardiol 2016;68:2508-21



ORIGINAL RESEARCH ARTICLE ©¢

Direct Oral Anticoagulants for Stroke Prevention
in Patients With Device-Detected Atrial
-ibrillation: A Study-Level Meta-Analysis of the
NOAH-AFNET 6 and ARTESIA Trials

Composite of All-cause Stroke, Peripheral Arterial Embolism, Myocardial Infarction, Pulmonary Embolism or Cardiovascular Death

Favours DOAC Favours ASA/None
Study DOAC (%) ASA/None (%) Weight  RR [95% CI] = A
NOAH-AFNET 6 83/1,270 (6.5%) 101/1,266 (8.0%) 30.4% 0.82 [0.62, 1.08] B
ARTESIA 189/2,015 (9.4%) 218/1,997 (10.9%) 69.6% 0.86 [0.71, 1.03] ]
Pooled Estimate 272/3,285 (8.3%) 319/3,263 (9.8%) 0.85 [0.7m =T
Mantel-Haenszel, DerSimonian-Laird p=0.03, z=2.11 is; i ;
Random Effects 2=0.00 CI: Confidence Interval 1

17 Mclntyre WF et al Circulation. 2024;149:981-988.



OAC for device-detected AF?
The Issues

1. Are patients with device-detected AF at risk of stroke?
YES

2. Does OAC reduce stroke in these patients?
YES

3. Is the risk of stroke sufficiently high to justify OAC?

4. |s the bleeding risk acceptable?

ESC Congress W;;'RIVHHConqress
2025 Madrid of Cardiology



What annual rate of stroke justifies OAC?

ASA— New “Safer” Anticoagulant threshold | 0.9%/year

ASA — Warfarin threshold

New MSafe',.k
Anticoagulant

Warfarin

New “Safer”
Anticoagulant

Quality-Adjusted Life Expectancy
oo
ASA

001 p.02 0.03 0.04 0.05 0.06 0.07 0.08 0.09 0.1 0.11 0.12 0.13 0.14 0.15

Nothing

Annual Rate of Ischemic Stroke

Eckman MH et al. Circulation Cardiovasc Qual Outcomes 2011;4:14-21



For Clinical AF
Annual Stroke Rates >1%
Warrant Consideration of OAC
Consistent Threshold in Europe and US

Recommendations for Antithrombotic Therapy

Referenced studies that support the recommendations are summarized in the

COR LOE RECOMMENDATIONS

1. For patients with AF and an estimated annual thromboembolic risk of 22% per year (eg, CHA,DS,-VASc
1 score of =2 in men and 23 in women), anticoagulation is recommended to prevent stroke and systemic
thromboembolism.'”

3. For patients with AF and an estimated annual thromboembolic risk of 21% but <2% per year (equivalent
2a to CHA,DS,-VASc score of 1in men and 2 in women), anticoagulation is reasonable to prevent stroke and
systemic thromboembolism."

2023 ACC/AHA/ACCP/HRS Guideline
for the Diagnosis and Management of
Atrial Fibrillation



For Clinical AF
Annual Stroke Rates >1%
Warrant Consideration of OAC
Consistent Threshold in Europe and US

i.e. >2% A CHA,DS,-VA score of 2 or more is recommended
as an indicator of elevated thromboembolic risk for | C

decisions on initiating oral anticoagulation.

l.e. >1% A CHA,DS,-VA score of 1 should be considered an
indicator of elevated thromboembolic risk for lla C

decisions on initiating oral anticoagulation.

....following a patient-centred and shared care

approach.... 2024 ESC Guidelines for the management
of atrial fibrillation developed in collaboration
with the European Association
for Cardio-Thoracic Surgery (EACTYS)




The ESC Device-detect AF Recommendation

is Not Internally Consistent

with the Rest of the Guideline Document

l.e. >1% A CHA,DS,-VA score of 1 should be considered an

indicator of elevated thromboembolic risk for lla C

decisions on initiating oral anticoagulation.

>1%

Direct oral anticoagulant therapy may be considered

in patients with asymptomatic device-detected

subclinical AF and elevated thromboembolic risk to 1) B
prevent ischaemic stroke and thromboembolism,

excluding patients at high risk of bleeding.?®"*%>

2024 ESC Guidelines for the management

of atrial fibrillation developed in collaboration
with the European Association

for Cardio-Thoracic Surgery (EACTYS)




Stroke Rates in Device-Detected AF Exceed 1%/year
An Identified Important Threshold

Apixaban Aspirin Hazard Ratio
Outcome ARTESIA (N=2015) (N=1997) (95% CI) P Value
o
no. of patients no. of patients 21 /0

with event  %/patient-yr  with event (* % /patient-yr

Stroke or systemic embolism 55 0.78 86 1.24 0.63 (0.45-0.88) 0.007
Stroke 55 0.78 84 1.21 0.64 (0.46-0.90)
Ischemic or unknown typeT 45 0.64 71 1.02 0.62 (0.43-0.91)
Hemorrhagic 10 0.14 13 0.18 0.76 (0.33-1.73)
Edoxaban Placebo Adjusted Hazard Ratia
Outcome  NOAH-AFNET 6 (N=1270) (N =1266) (95% Cl)
no. of patients with event/patient-yr
(% per patient-yr)
Primary composite efficacy outcomef 83/2557 (3.2) 101/2495 (4.0) 0.81 (0.60 to 1.08)
Ischemic stroke 22/2573 (0.9) 27/2519 (1.1) 0.79 (0.45 to 1.39)
Systemic embolism 14/2579 (0.5) 28/2515 (1.1) 0.51 (0.27 to 0.96)

>1%



OAC for device-detected AF?
The Issues

1. Are patients with device-detected AF at risk of stroke?
YES

2. Does OAC reduce stroke in these patients?
YES

3. Is the risk of stroke sufficiently high to justify OAC?
YES

4. |s the bleeding risk acceptable?

ESC Congress WS?IVHHConqress
2025 Madrid of Cardiology



ARTESIA Showed a Reduction in Fatal/Disabling Stroke
at the Expense of Non-fatal Major Bleeds

Apixaban Aspirin Hazard Ratio
(N = 2015) (N =1997) (95% Cl)

Total Stroke 55 (0.78) 84 (1.21) 0.64 (0.46-0.90)
Modified Rankin Score 0-2 31 (0.44) 45 (0.65) 0.68 (0.43-1.07)
Modified Rankin Score 3-6 19 (0.27) 37 (0.53) 0.51 (0.29-0.88)
Major bleeding (ISTH) 106 (1.53) 78 (1.12) 1.36 (1.01-1.82)
Clinical course n (% of major bleeds)
1 - conservative measures 21(22.6) 16 (32.7)
2 - supportive care, transfusion 54 (58.1) 22 (44.9)
- Immediate measures neeged to avold aeatn, 919,71 bl O L) .
\4-deathunavoidable  3(32)  6(122) j

Healey JS et al NEJM 204



Compared to Clinical AF, Device-Detected AF has

Similar Stroke to Bleed Ratio on OAC

Lower Annual Rates of Bleeding on OAC

Clinical AF +risk factors

RE-Ly?3?2 ROCKET AF34°

Dabigatran Warfarin Rivaroxaban Warfarin

150 mg bid (target INR 2.0-3.0) 20 (15) mg daily© (target INR 2.0-3.0)
Ischaemic stroke 0.9 1.2 1.3 . 1.4
Major bleeding 3.1 1t03.4 3.4 3.6 11t02.8 < 34
Intracranial haemorrhage 0.3 0.7 0.5 . 0.7
Death 3.6 4.1 4.5 . 4.9

ARISTOTLE?? ENGAGE AF-TIMI 483° .
Apixaban Warfarin Edoxaban Warfarin
5 (2.5) mg bid® (target INR 2.0-3.0) 60 (30) mg daily® (targef INR 2.0-3.0)
Ischaemic stroke 1.0 151 1.3 1.3
Major bleeding 251 1 to 21 3.1 2.8 1 to 22 : 3.4
Intracranial haemorrhage 0.3 0.8 0.4 < 0.9
Death Bih 3.9 4.0 . 4.4
Device-detected AF + risk factors s
NOAH-AFNET 63°2 ARTESIA*®
Edoxaban 60 Aspirin 100 mg Apixaban 5 Aspirin

(30) mg daily® daily/placebo (2.5) mg bid® 81:mg daily
Ischaemic stroke 0.8 1.0 0.6 - 1.0
Major bleeding® 2.3 1 to 2 9 1.2 1.7 1 to 2 8 S0
Intracranial haemorrhage® Not reported 0.2 .03
Death 4.7 4.3 5] . 4.8

Mcintyre WF et al Eur Heart J Supp 2024 26 iv4—ivll




Many Patients Value Stroke Prevention
Over Bleeding Risk

“Patients at high risk for AF
placed more value on the avoidance of stroke
and less value on the avoidance of bleeding
than did physicians who treat patients with AF.”

“Patients were willing to endure 4.4 major bleeds
in order to prevent one stroke.”

Devereaux PJ et al BMJ 2001:;323:1-7
SA LaHaye et al Thromb Haemost2014 111(3):465-73.



OAC for device-detected AF?
The Issues

1. Are patients with device-detected AF at risk of stroke?
YES - Consistent Evidence

2. Does OAC reduce stroke in these patients?
YES - High Quality Evidence from 2 Concordant RCTs

3. Is the risk of stroke sufficiently high to justify OAC?
YES - Baseline risk >1%/yr,
identified as meaningful by patients, guidelines and Markov models

4. |s the bleeding risk acceptable?

YES - OAC stops fatal/disabling strokes at expense of non-fatal bleeds
Patients tend to value stroke prevention over bleeding risk

Same Stroke/Bleed Ratio as clinical AF

ESC Congress W??IVHHConqress
2025 Madrid of Cardiology



If you only want to initiate OAC
based on Class | Recommendations
i.e. Annual Stroke Risk > 2%

i.e. >2% A CHA,DS,-VA score of 2 or more is recommended
as an indicator of elevated thromboembolic risk for | C

decisions on initiating oral anticoagulation.

ESC 2024 AF GLs

Recommendations for Antithrombotic Therapy

Referenced studies that support the recommendations are summarized in the

COR LOE RECOMMENDATIONS

1. For patients with AF and an estimated annual thromboembolic risk of 22% per year (eg, CHA,DS,-VASc
1 score of 22 in men and =3 in women), anticoagulation is recommended to prevent stroke and systemic
thromboembolism.'”’

AHA/ACC 2023 AF GLs



Patients with Device-Detected AF
And an Annual Stroke Risk > ~2%

1. Prior Stroke: 3.4%/year on Aspirin

Shoamanesh A et al Lancet Neurol 2025

2. CHA,DS,-VASc Score > 4: Risk 2.3%/year on Aspirin
Lopes et al JACC 2024

3. Implanted Cardiac Monitors: 2.6%/year on Aspirin
Xing L et al Heart Rhythm 2025 in Press

4. Meet DOAC Dose Reduction Criteria: 2.0%/year on Aspirin/Placebo
Mclintyre et al ESC Congress Aug 29 2025

5. Vascular Disease: 1.9%/year on Aspirin/Placebo
Schnabel R et al European Heart Journal 2024



Assessing Net Benefit
Cost-effectiveness of Apixaban
for Device-Detected AF

N L
Lifetime Cost I * I -

N
Canada United Kingdom Germany United States
Costs $4937 | $7560 $9314 | $18424
Incremental Cost $2623 $9110
Incremental Cost
(Discounted) $231 9 $8032
QALYs Dominant Strategy| Dominant Strategy | 4.888 | 4.995 4.888 | 4.995
Incremental
QALYS 0.107 0.107
Incremental
QALY's (Discounted) 0.086 0.086
ICER
$24,514/QALY $85,140/QALY .
- N
ICER (Discounted) $26,965/QALY $93,395/QALY \
/

 cost-effective at $4.35/day
« cost-saving at $3.59/day

Sandhu et al ESC Congress Aug 31 2025

ESC Congress Worid Congress Simultaneous Publication Europace Lamy et al
2025 Madrid of Cardiology

» cost-effective



Device-Detected AF:
The Same OAC Decision
As for Clinical AF

1. Baseline risk/benefit of OAC could be acceptable to anyone
e Worth discussing with every patient (~ Class lla)

2. Subgroups at high risk (> 2.0% annual) of stroke (~ Class I)
e Prior Stroke
e CHA,DS2-VASc Score > 4
e Implantable Cardiac Monitors
e Meeting Dose Reduction criteria
e VVascular disease

ESC Congress WS?IVHHConqress
2025 Madrid of Cardiology



ESC TV Today - Season 3 - Episode 22
Oral anticoagulation in afib - The smartwatch ECG

Oral Anticoagulation in Atrial Fibrillation: FAQ

Foa.

o
e |I'm now delighted to be joined by Paulus Kirchhof, \

ESC Congress WS?IVHHConqress e @
2025 Madrid of Cardiology
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Subgroups of Patients with Device-detected AF
With a High Baseline Risk of Stroke

CHA,DS2-VASc Score > 4: 2.25%/year on Aspirin

CHA,DS,-VASc

Stroke or

*I'

R = e
Patients With Device-Detected ISTH Major Bleeding 4 A ——
Subclinical Atrial Fibrillation

in the ARTESIA Trial

Ul -

-10 -5 0
Absolute Risk Difference (% at 3.5 Years)
Apixaban Better Aspirin Better

CHA,DS,-VASc =4 CHA,DS,-VASc >4
Intermediate risk of stroke High risk of stroke
Similar risk and benefit Stroke benefit outweighs risk

Lopes RD, et al. J Am Coll Cardiol. 2024;84(4):354-364.

Lopes et al



Subgroups of Patients with Device-detected AF
With a High Baseline Risk of Stroke

Prior Stroke: 3.4%/year on Aspirin

Patients with Previous stroke or TIA (n=346)

Cumulative incidence (%)

No. at Risk
Apixaban
Aspirin

w
(3]

j=]
o

| —— Apixaban
— ASpirin
Previous stroke or TIA
HR 0.40 (95% Cl 0.17-0.95)
| | | |
0 1 2 3 35
Years of Follow—up
172 152 132 98 86
174 147 125 88 76

No Previous stroke or TIA (n=3666)

ARR: 6.2%
(NNT: 16)

No. at Risk
Apixaban

Cumulative incidence (%)

Aspirin

[Te]

o ~| —— Apixaban
= ASpirin
No Previous stroke or TIA
HR 0.69 (95% Cl 0.48-1.00)

o—’rﬂﬂﬁ_—/g—:://_}/}

0 1 2 3 3.5
Years of Follow—-up

1843 1634 1424 1059 914

1823 1630 1414 1033 897

P-interaction for absolute risk =0.03

ARR: 1.1%
(NNT: 91)

Shoamanesh A et al Lancet Neurol 2025



Subgroups of Patients with Device-detected AF
With a High Baseline Risk of Stroke

Implanted Cardiac Monitors: 2.6%/year on Aspirin

- Stroke/SE in ICM group Stroke/SE in ICD/ Pacemarker group
- 1004
90 5 901
_ - - Apixaban i = Apixaban
3 = ASpirin ;\: = Aspirin
e /0 © 704
Q 2 Q
c s
§ 60 8 601
2 S
£ 50 L . g 501
s ' > ‘
E 40 og 404
B E
g€ 30 £ 301
- =
o o
20 201
10 10
4__====—_'—_
0 0 e - - - \
0 1 2 3 4 5 6 0 1 2 3 4 5 6

Years since randomization Years since randomization

Number at risk
Apixaban 103 95 86 69 43 24 10
Aspirin 106 a4 79 52 38 22 14

25% with prior stroke

Number at risk
Apixaban 1912 1691 1470 1088 779 450 204
Aspirin 1891 1683 1460 1069 741 446 186

9% with prior stroke
P interaction for absolute risk =0.002

Xing L et al Heart Rhythm 2025 in Press

ESC Congress WS?IVHHConqress e @
2025 Madrid of Cardiology



Subgroups of Patients with Device-detected AF
With a High Baseline Risk of Stroke

Vascular Disease: 1.9%/year on Aspirin/Placebo

Study

Vascular Disease
ARTESIA
NOAH-AFNET 6
Subgroup Estimate

No Vascular Disease

ARTESIA
NOAH-AFNET 6
Subgroup Estimate

Stroke or systemic embolism

DOAC

30/3,140
17/1,371
47/4,511

25/3,919
11/1,116
36/5,035

(%)

(1.0%)
(1.2%)
(1.0%)

(0.6%)
(1.0%)
(0.7%)

Control

54/3,030
29/1,325
83/4,355

32/3,888
9/1,101
41/4,989

(%)

(1.8%)
(2.2%)
(1.9%)

(0.8%)
(0.8%)
(0.8%)

Weight

38.1%
22.5%
I*: 0%

28.6%
10.8%
I*: 0%

b 8%

RR [95% CI]

0.54 [0.34, 0.84]
0.57 [0.31, 1.03]
0.55[0.38, 0.78]

0.78 [0.46, 1.31)
1.21[0.5, 2.9]
0.87 [0.56, 1.36]

rrrrrrrrrrrr
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr

Favours DOAC Favours Control
L]
e —
=
s —————
= r—
1

Incidence Rate Ratio
pinteraction=0-13

Schnabel R et al European Heart Journal 2024



Subgroups of Patients with Device-detected AF
With a High Baseline Risk of Stroke

Meeting Dose Reduction Criteria: 2.0%/year on Aspirin/Placebo

Study

Standard Dose
NOAH-AFNET-6
ARTESIA
Subgroup Estimate
Reduced Dose
NOAH-AFNET-6
ARTESIA
Subgroup Estimate

Pooled Estimate

Mantel-Haenszel, DerSimonian-Lair

Random Effects
Subgroup Effect

d

Composite of All-cause Stroke or Systemic Embolism According to Trial's Own Dose Reduction Criteria

DOAC

21/1,902
49/6,361
70/8,263

7/665
6/698
13/1,363

p=0.00, z=3.09
2=0.00
12=0.84, p=0.36, 1*=0.0%

(%)

(1.1%)
(0.8%)
(0.8%)

(1.1%)
(0.9%)
(1.0%)

Aspirin/Placebo

25/1,839
75/6,264
100/8,103

15/669
11/655
26/1,324

Stroke or systemic embolism

(%)

(1.4%)
(1.2%)
(1.2%)

(2.2%)
(1.7%)
(2.0%)

Weight

23.0%
59.5%
I%2: 0%

9.6%
7.8%

I%: 0%

I%: 0%

Favours DOAC Favours Aspirin/Placebo
RR [95% CI] S —
0.81 [0.46, 1.45] =
0.64 [0.45, 0.92] ——
0.69 [0.51, 0.93] ——EEE—
0.47[0.19, 1.14] -
0.51[0.19, 1.38]
0.49 [0.25, 0.95] e S
0.65[0.49, 0.85] e

RR: Risk Ratio
CI: Confidence Interval

Incidence Rate Ratio
pinteraction=0-36

Mclntyre et al ESC Congress Aug 29 2025
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AF Duration and CHA:DS2-VASc: Roles in risk stratification?

©ESC 2020

T ISK OF STROKE (re-assess regularly)

c Low risk Single risk factor High risk
'OU) CHA,DS,-VASc CHA,DS,-VASc CHA,DS,-VASc
= 0 (m) or 1 (f) 1 (m) or 2 (f) 22 (m) or 23 (f)
i Short, rare n - ]
% AHREs/SCAF An "innocent bystander Observe for:
@) low dail .
% burden / * Increase in AHREs/SCAF burden or
W clinical AF development
E Longer

AHRES/SCAF .

(>1 hto <24 h) Observe for:

ially if ‘
ﬁngphetl:)IS rZeln * Increase in AHREs/SCAF burden or . N
clinical AF development Copsnderatlo»

Long patients at

AHREs/SCAF * Change in individual stroke risk

(224 h)

especially if

high monthly

burden L

\ ClinicA AF

2020 ESC AF Guidelines
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SCAF-Associated Stroke Risk Increases with Age:
The Treatment Effect is Consistent

Stroke/SE at 3.5 years by Age and Randomized Treatment

15%
[] Apixaban
[] Aspirin
12%
% 9%
% 6% —
i
3%
interaction p-value: 0.3190
0% —
2 .l
§ E_ 1 ) I R | l | | | | l l |
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SCAF-Associated Bleed Risk Increases with Age:
The Treatment Effect is Consistent

Major Bleeding at 3.5 years by Age and Randomized Treatment
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Absolute Risk:
Subclinical AF Frequency

No Episodes aHR 0.48 (95%CI 0.27-0.85)
17.6%
Any Episodes - Reference
82.4%
_I-I-I-I-I-I-I-I-I-|-I-I-I-I-I-I-I-I-I-|-I-I-I-I-I-I-I-I-I-|

0.0 0.5 1.0 1.5
Risk of Stroke or Systemic Embolism (%/year)

s d_ 2HR 0,83 (95%1 0.58-1 3

77.4%

6+ episodes - Reference
22.6% . :
No Significant Difference

0.0 0.5 1.0 15 In Treatment Effect
Risk of Stroke or Systemic Embolism (%/year)

Mclintyre WF et al Circulation. 2024



Stroke and Bleeding in ARTESIA patients
who had SCAF Progression (observational)

Oral Anticoagulation Aspirin
Open-label M Continued on
. Continued on . . .
Transitioned . . Blinded Aspirin
. Blinded Apixaban .
following . following
rogression following rogression
prog progression prog
14/678 5/281
Stroke/. S| 0.84% /pt-year 0.81%/pt-year 8/252
ystemic 1.42% /pt-year
Embolism Overall 19/959 L2770 [Pty
0.83 %/pt-year
20/678 11/281
Major 1.21% /pt-year 1.82% /pt-year 8/252
Bleeding Overall 31/959 1.44% [pt-year
1.38 % /pt-year

Boriani et al ESC 2024



AF Duration and CHA2DS2-VASc: Roles in risk stratification?

SCAF/AHRE Burden

Short,
Rare AHREs

AHRE 6min-5.5hrs

AHRE >5.5hrs

AHRE >24hrs

Low risk Intermediate risk High risk
CHA,DS,-VASc = 0 (men) CHA,DS,-VASc = 1 (men) CHA,DS,-VASc 22 (men)
CHA,DS,-VASc = 0 (women) = CHA,DS,-VASc =2 (women)  CHA,DS,-VASc 23 (women)

Patient Risk

e ent bustandar” Observe for high AHRE
b burden or AF development

Observe for

AF development
ARTESIA and NOAH will
provide some evidence

Periodic assessment of

patient risk

* Other OAC

indication?

* Changesin r e

CHADS-VASC over Anticoagulation indicated
time? if true AF documented by

ECG or if certainty of AF is

* Consider data from )
COMMANDER HF, high
COMPASS to refine
patient risk?

2023 AHA/ACC/HRS Guidelines



ESC TV Today - Season 3 - Episode 22
Oral anticoagulation in afib - The smartwatch ECG

Oral Anticoagulation in Atrial Fibrillation: FAQ

Foa.

o
e |I'm now delighted to be joined by Paulus Kirchhof, \

ESC Congress WS?IVHHConqress e @
2025 Madrid of Cardiology



Device-Detected AF:
The Same OAC Decision
As for Clinical AF

1. Baseline risk/benefit of OAC could be acceptable to anyone
e Worth discussing with every patient (~ Class lla)

2. Subgroups at high risk (> 2.0% annual) of stroke (~ Class I)
e Prior Stroke
e CHA,DS2-VASc Score > 4
e Implantable Cardiac Monitors
e Meeting Dose Reduction criteria
e VVascular disease

ESC Congress WS?IVHHConqress
2025 Madrid of Cardiology



	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 8
	Slide 11
	Slide 13: Apixaban Reduces Stroke in Device-detected AF
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25: ARTESiA Showed a Reduction in Fatal/Disabling Stroke at the Expense of Non-fatal Major Bleeds
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43
	Slide 44
	Slide 45
	Slide 46
	Slide 47
	Slide 48
	Slide 49
	Slide 52
	Slide 54
	Slide 55

