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Stroke Risk is Proportional to AF Burden
Clinical, ECG-detected AF

0.251 persistent vs. Paroxysmal:
Hazard ratio, 1.43 (95% Cl, 1.04-1.96), P value, 0.03

Permanent vs. Paroxysmal:

0201 Hazard ratio, 2.04 (95% Cl, 1.60-2.61), P value, <0.001
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Stroke Risk is Proportional to AF Burden

Figure. Estimates of Increased Stroke Risk According to the Burden
of Paroxysmal Atrial Fibrillation Have Varied Significantly
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Stroke Risk is Proportional to A

Multi-dimensional-View

AF burden and stroke risk without anticoagulation
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Clinical Challenges with Low Burden Atrial Fibrillation

What are the burden cut-offs for clinical decision making?

How do burden cut-offs translate across modalities?

What’s the interplay of AF burden with other risk factors?

How do we account for the dynamic nature of AF burden?

With safer therapies, could our risk thresholds change?

www.globalcvetforum.com




Yield of AF Detection Increases with Monitoring Intensity
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No. at Risk Months of Follow-up
SCAF 2 5mins 256 209 195 178 148 129 62
SCAF = 30mins 256 228 214 197 168 149 74
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SCAF = 24hours 256 252 248 233 206 184 98
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Clinical Challenges of Low Burden AF:
What are the burden cut-offs for clinical decision making?

The AF Burden Paradox

The longer you monitor, the more likely you are to find AF

Stroke Risk is Proportional to AF Burden

The stroke risk
associated with AF
is inversely proportional to
the effort it took to capture it



Clinical Challenges of Low Burden AF
How do we translate burden cut-offs across modalities?
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Clinical Challenges of Low Burden AF
How do we translate burden cut-offs across modalities?
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2470 Patients, mean CHA2DS2-VASc 4.0+1.3
Mean 2.5 Years of Follow-Up
Estimated AF Prevalence C@}@
. SA
_and Stroke Risk 1000 Randomly simulated 14 day Holters Per Patient
With A 14'Day Holter AF Duration on 14-Day P .
Holter revalence Stroke Risk
w-\A,-A—SS ERH,_ <6 min 0.70%/year
Reference
. 2.2%lyear
> 6 min 31% HR 3.0; 95%Cl 1.3-5.7_]
. 2.4%lyear
>15 min 2.9% HR 3.3; 95%C| 1.4-6.4
. 2.6%lyear
> 30 min 2.6% HR 3.5; 95%Cl 1.5-6.7

i Mclintyre et al EP Europace 2022
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Clinical Challenges of Low Burden AF

What’s the interplay of AF Burden with other stroke risk factors?

SCAF/AHRE Burden

Low risk
CHA,DS,-VASc = 0 (men)
CHA,DS,-VASc = 0 (women)

Patient Risk

Intermediate risk
CHA,DS,-VASc = 1 (men)
CHA,DS,-VASc = 2 (women)

High risk
CHA,DS,-VASc 22 (men)
CHA,DS,-VASc 23 (women)

Short,
Rare AHREs

“Innocent bystander”

Observe for high AHRE
burden or AF development

Observe for

AHRE 6min-5.5hrs AF development

Periodic assessment of
patient risk

* Other OAC
indication?

AHRE >5.5hrs

* Changesin
CHADS-VASC over
time?

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

ARTESiA and NOAH will
provide some evidence

Anticoagulation indicated
if true AF documented by

ECG or if certainty of AF is
high

2024 ACC/AHA/HRS AF Guidelines



Clinical Challenges of Low Burden AF
What’s the interplay of AF Burden with other stroke risk factors?

\

ARTESIA : Duration of Longest Device-Detected Subclinical AF Episode
was Not Associated with Stroke Risk

_ aHR 1.02 (95%C10.63-1.66)  No Episodes - aHR 0.48 (95%Cl 0.27-0.85)

17.6%

> 6 hours
25.3%
1-6 hours - aHR 1.27 (95%CI 0.85-1.90)
43.3%

Any Episodes - Reference
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Clinical Challenges of Low Burden AF
How do we account for the dynamic nature of AF burden
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Clinical Challenges of Low Burden AF
With safer therapies, could our risk thresholds change?

The annualized rate of stroke that justifies OAC is anchored in the safety profile

‘ ASA - New “Safer” Anticoagulant threshold 0.9%/year
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Clinical Challenges of Low Burden AF
With safer therapies, could our risk thresholds change?

Annualized Rates of Stroke and Major Bleeding in the Device-Detected AF Trials

Edoxaban Placebo Adjusted Hazard Ratio
Outcome (N=1270) (N=1266) (95% Cl)
no. of patients with event/patient-yr
(% per patient-yr)
Ischemic stroke 222573 (0.9) 27/2519[(1.1) 0.79 (0.45 to 1.39)
Major bleeding 53/2534|(2.1) 25/2508 (1.0) 2.10 (130 to 3.38)
Apixaban Aspirin Hazard Ratio
Outcome (N=2015) (N=1997) (95% C1) P Value
no. of patients no. of patients
with event  %/patient-yr  with event % /patient-yr
Stroke or systemic embolism 55 0.78 86 0.63 (0.45-0.88) 0.007
Major bleeding] 106 1.53 78 112 1.36 (1.01-1.82) 0.04

Kirchhof et al NEJM 2023
Healey et al NEJM 2024
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Conclusions

AF Burden and stroke risk have a dose-response relationship

Before AF Burden can be used for clinical decision making, we need:
Burden-based cut-offs for clinical guidance
A way to translate burden data between AF monitoring modalities
An understanding of how burden interacts with classic risk factors
An approach to assessing and reacting to changes in AF burden over time
Therapies with favourable risk-benefit profiles for patients with lower absolute risk
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