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stroke and systemic embolism, remains unknown. We aim to evaluate whether a risk-adapted, intensified heart rhythm
monitoring with consequent guideline conform treatment, which implies initiation of oral anticoagulation (OAC), leads to
a reduction of recurrent cardioembolism.

Methods Find-AF 2 is a randomized, controlled, open-abel parallel multicenter trial with blinded endpoint assessment.
5,200 patients > 60 years of age with symptomatic ischemic stroke within the last 30 days and without known AF will
be included at 52 study centers with a specialized stroke unit in Germany. Patients without AF in an additional 24-hour
Holter ECG after the qualifying event will be randomized in a 1:1 fashion to either enhanced, prolonged and intensified
ECG-monitoring (intervention arm) or standard of care monitoring (control arm). In the intervention arm, patients with a high
risk of underlying AF will receive continuous rhythm monitoring using an implantable cardiac monitor (ICM) whereas those
without high risk of underlying AF will receive repeated 7-day Holter ECGs. The duration of rhythm monitoring within the
control arm is up to the discretion of the participating centers and is allowed for up to 7 days. Patients will be followed for
at least 24 months. The primary efficacy endpoint is the time until recurrent ischemic stroke or systemic embolism occur.

Conclusions The Find-AF 2 frial aims to demonstrate that enhanced, prolonged and intensified rhythm monitoring
results in a more effective prevention of recurrent ischemic stroke and systemic embolism compared to usual care. (Am Heart

12023;265:66-76.)

Background and rationale

Stroke is the leading cause of disability and the sec-
ond most common cause of death worldwide.!** A high
proportion of strokes is attributable to atrial fibrillation
(AF).? In patients with an established diagnosis of AF, an-
ticoagulation reduces the risk of cardioembolism (e, is-
chemic stroke or systemic embolism) by 64%.* However,
in its paroxysmal form (pAF), it often escapes routine di-
agnostics because episodes occur unpredictably, persist
for short durations and are often asymptomatic.

Cryptogenic strokes are frequent and often presumed
to result from cardiac emboli, eg, due to undetected AF.
But neither warfarin® nor rivaroxaban,® dabigatran,” or
apixaban® have shown a benefit in patients with crypto-
genic stroke or embolic stroke of unknown source.

An alternative approach would be to search thoroughly
for AF in stroke patients and only switch secondary pre-
vention from antiplatelets to oral anticoagulation (OAC)
once AF is detected. Six randomized trials showed that
different types of prolonged heart rhythm monitoring in-
creased the AF detection rate after stroke nearly three-
fold.” 1

However, whether this translates into a risk reduction
of recurrent ischemic stroke by a higher anticoagula-
tion rate is currently unknown. In a meta-analysis in-
cluding 2,188 patients, prolonged AF-monitoring was as-
sociated with a trend towards a reduced risk of recur-
rent stroke after initiation of OAC, but due to a relatively
short follow-up with a resulting low event rate, this meta-
analysis was not powered to provide a clear answer to
this question.'>

The duration and intensity of ECG monitoring should
ideally be stratified by the individual patient’s risk of
AE'C since thorough analysis of ECG-monitoring data
is personnel-intensive, time-consuming and thus associ-

ated with high costs. Excessive supraventricular ectopy
(ESVEA) has been identified as a strong predictor of
both AF and ischemic stroke in the population based
Copenhagen Holter Study!” and may be used to iden-
tify patients with an increased risk of undiscovered AF,
which has recently been shown in stroke patients.!'5-2°
Based on unpublished data from the forerunner trial
Find-AFranpomisep, the prevalence of excessive supraven-
tricular activity (ESVEA) according to the definition of
Binici et al. (ie, either >30 premature atrial contrac-
tions/recorded hour or at least 1 atrial run >20 beats
during the 24-hour Holter ECG) in patients with ischemic
stroke is about 25%.!7

Find-AF 2 is an investigator initiated and pub-
licly funded randomized, controlled trial investigating
whether enhanced, prolonged and intensified ECG mon-
itoring in patients with recent ischemic stroke reduces
the rate of recurrent ischemic stroke or systemic em-
bolism in comparison to usual care.

Methods
Study design

Find-AF 2 (NCT04371055, registered at clinicaltrials.
gov) is a randomized, controlled prospective open-
label multicenter trial with blinded endpoint assessment
(PROBE).

Find-AF 2 has a clinically relevant primary endpoint
(time to ischemic stroke or systemic embolism) and will
evaluate whether a practicable, risk-adapted and patient
individualized strategy of enhanced, prolonged and in-
tensified ECG monitoring to identify underlying pAF re-
duces recurrent ischemic strokes and systemic embolism
compared with usual care AF-detection strategies. Usual
care is defined by current stroke guidelines and includes
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Table 1. Inclusion and exclusion criteria.

Inclusion criteria

American Heart Journal
November 2023

1. Recent symptomatic ischemic stroke within the last 30 d (sudden focal neurologic deficit lasting > 24 h consistent with the ferritory of a
cerebral artery). If the neurologic deficit lasted < 24 h a corresponding lesion on brain imaging is needed, ie, an acute lesion on
diffusion-weighted magnetic resonance imaging, native CT or CT perfusion imaging or a recent occlusion or intravascular thrombus on

angiography (CTA, MRA, DSA).

2. Age > 60 y.

3. Patient without or with only slight disability (modified Rankin Scale score < 2) before onset of stroke-related symptoms.

4. Written informed consent.

Exclusion criteria

1. Known history of atrial fibrillation/flutter or atrial fibrillation/flutter on admission ECG.

2. Current indication or contraindication for OAC at randomization.

3. Intracerebral bleeding in medical history

4. Patient scheduled for ECG-monitoring lasting > 7 d (Holter ECG, ICM, etc.).

5. Implanted pacemaker device, cardioverter/defibrillator or ICM.

6. Patient not willing to be treated with oral anticoagulants.

7. Carotid artery stenosis ipsilateral to the current ischemic stroke needing operation or intervention.

8. History of carotid endarterectomy or percutaneous stent intervention of cerebral or cervical artery within the last 30 d.

9. Life expectancy <1 y for reasons other than stroke (eg, metastatic cancer).

10. Patients under legal supervision or guardianship.

11. Psychological/mental or other inabilities to supply required information (eg, fill out the questionnaire due to dementia, language
difficulties, ...) or participate in the required tests.

12. Participation in other randomized interventional trials.

13. Suspected lack of compliance.

CT, computed tomography; CTA, computed tomography angiography; DSA, digital subtraction angiography; ECG, electrocardiogram; ICM, implantable cardiac monitor;

MRA, magnetic resonance angiography; OAC, oral anticoagulation.

a standard Holter ECG of at least 24 hours’ duration and
additional AF-monitoring according to local practice of
the study centers, eg, usually telemetry for 72 hours.?!

Inclusion and exclusion criteria

Patients > 60 years of age with recent (< 30 days) is-
chemic strokes according to the AHA/ASA definition will
be screened for eligibility.>? Detailed inclusion and exclu-
sion criteria are listed in Table 1.

All eligible patients will receive a 24-hour Holter ECG
prior to randomization. This will serve 4 purposes: First,
the guideline compliant minimum of 24 hours of ECG-
monitoring will be guaranteed in the control arm. Sec-
ond, patients with easily detectable AF will be identified
and excluded from the trial. Third, the initial ECG will
serve to stratify the risk of underlying or developing AF
in the intervention arm depending on the occurrence
of ESVEA (defined as either >30 premature atrial con-
tractions/hour x recorded hours or at least 1 atrial run
>20 beats during the 24-hour Holter ECG). Finally, it is a
compliance test ensuring that patients accept at least 24
hours of Holter ECG.

After the initial 24-hour Holter ECG, patients without
observed AF and at least 18 hours of evaluable ECG data
will be randomized 1:1 to the control group and the
intervention group. Patients in the intervention group
with ESVEA have a high risk of underlying/developing
pAF and will receive an implantable cardiac monitor
(ICM, Reveal LINQ, Medtronic, Minneapolis, MN) within
7 days. Those without ESVEA will receive a 7-day Holter

ECG immediately after randomization, which will be re-
peated after 3 months, 12 months and annually there-
after.

The primary endpoint is the time until a recurrent is-
chemic stroke or systemic embolism occurs. The pri-
mary safety endpoint is the occurrence of hemorrhagic
stroke. Life threatening and major bleedings are the sec-
ondary safety endpoints. Endpoints will be assessed and
classified by independent blinded expert adjudication
committees. An overview of the trial design is shown in
the Study flow chart (Figure 1).

Ethical conduct

All persons participating in the conduct of the trial
commit themselves to observe the latest issues of the
Declaration of Helsinki, the ICH guidelines for Good Clin-
ical Practice (GCP) and CPMP/ICH/135/95, as well as all
pertinent national laws. All participating study sites will
contact their local ethics committee to obtain approval.

An informed consent form must be signed by the pa-
tient before performing any study related procedures.

Although it is the clear aim of the trial to initiate sec-
ondary preventive OAC in all patients with an episode
of AF (as defined by the current AF-guideline, including
only episodes > 30 seconds?®), the study team will only
advise the treating physicians on this matter. The final
decision on secondary preventive treatment lies in the
responsibility of the treating physicians.

Study devices have a CE mark and are used according
to licensed indications.
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Figure 1
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|Patients (2 60 years) with symptomatic ischemic stroke within the last 30 days
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Follow-up: Study visits after 3, 6, 12 months and every 6 months thereafter.
Median duration of follow-up: 4 years. Minimal duration of follow-up: 2 years.
Primary endpoint: Time to recurrent ischemic stroke or systemic embolism.

Study flow chart.

Conduct and funding

Find-AF 2 is an investigator-initiated trial and Leipzig
University, Germany, acts as the sponsor. The trial is sup-
ported by an unrestricted grant from the German Re-
search Foundation (Deutsche Forschungsgemeinschaft,
DFG, grant number 426336050) after a peer-reviewed ap-
plication process. ICMs are provided by Medtronic (Min-
neapolis, MN) free of charge. All data are documented
in a secure eCRF database, which is provided, managed
and secured by the Clinical Trial Centre (ZKS), Leipzig
University, Germany. The authors are responsible for the
design and conduct of this study, the drafting and editing
of the paper and its final contents. The study is led by a
steering committee.

Study centers

Patients will be randomized in 52 study centers in Ger-
many, representing university hospitals as well as hospi-
tals in urban and rural areas with a specialized stroke
unit. Study sites treat at least 500 patients with cere-

bral ischemia per year and have a cardiology department
or established partnership with 1 or more cardiologists
to perform transthoracic/transesophageal echocardiogra-
phy. Furthermore, infrastructure for ICM implantation
and study conduct is available. Figure 2 shows the ge-
ographical distribution of study centers within Germany.

Twenty-four hour Holter ECG monitoring

A 24-hour Holter ECG will be obtained from all en-
rolled patients before randomization using a commer-
cially available 5-lead device (SEER 1000, GETEMED, Tel-
tow, Germany). The data will be uploaded to a central
server and the ECG core laboratory, located at Leipzig
University, will analyze the uploaded data within 1 work-
day, using a dedicated analysis software (CardioDay,
GETEMED, Teltow, Germany) and following a predefined
standard operation procedure. The analysis will focus on
the detection of atrial fibrillation/flutter > 30 seconds
and the extent of ESVEA (number of premature atrial
complex and the longest SV-run). Study centers receive
an electronic report of the screening 24-hour Holter ECG
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Figure 2

Geographical distribution of Find-AF 2 study centers in Germany (source of image: www.find-af2.com; ZKS Leipzig / Leaflet | Open-
StreetMap contributors).
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comparable to a routine Holter ECG report specifying
heart rhythm, heart rate and arrhythmias, usually within
2 hours after data upload. Patients with AF during the
24-hour screening Holter ECG will be documented as
screening failures and those without observed AF and at
least 18 hours of evaluable ECG data can be randomized.

Randomization

Patients will be randomized in a 1:1 ratio to either
“enhanced, prolonged and intensified ECG-monitoring”
or “standard of care”. Randomization will be per-
formed centrally by a secure web-based-tool, pro-
vided by Clinical Trial Centre (ZKS), Leipzig. Allocation
uses a block randomization procedure with computer-
generated blocks of variable length. Randomization is
stratified by center, AF risk category (low/high) and la-
cunar/nonlacunar stroke.

Enhanced, prolonged, and intensified
ECG-monitoring

The term “enhanced monitoring” refers to the analysis
of all ECG-data at a central core laboratory by specially
trained personnel working under the supervision of ex-
pert physicians in the field of ECG-analysis (TU, RW).

All patients in the intervention group will receive pro-
longed heart rhythm monitoring. Patients in the “low risk
of developing AF” subgroup will receive a 7-day Holter
ECG (SEER 1000, GETEMED, Teltow, Germany) immedi-
ately after randomization. The Holter examination will be
repeated after 3 months, after 1 year and then annually.
Patients will be advised on how to change the ECG elec-
trodes and will be instructed to return the device via mail
as soon as the monitoring episode is over.

Patients in the “high risk of developing AF” subgroup
of the intervention arm will receive intensified heart
rhythm monitoring by means of an ICM (Reveal LINQ,
Medtronic, Minneapolis, MN) implanted at the study site
within at most 7 days. ICM settings will be programmed
as described previously.'* Continuous remote monitor-
ing will be performed using automatic data transmis-
sion via the Medtronic CareLink Network. In case of sus-
pected AF or missing transmission for 1 week, patients
are asked to initiate the transmission manually.

If AF occurs in the intervention group outside the study
interventions, study centers are asked to provide ECG
documentation of this episode. The ECG core lab will
adjudicate all episodes suspicious of AE If the core lab
classifies an episode as AF in the “low risk of developing
AF” group, no further 7-day Holter ECGs are necessary.
Study centers will receive quarterly reports of ECG anal-
ysis for patients with ICMs, even after detection of a first
episode of AE

Definition of atrial fibrillation /flutter
AF and atrial flutter are defined according to current
guidelines, ie, AF is a supraventricular tachyarrhythmia
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with uncoordinated atrial electrical activation and con-
sequently ineffective atrial contraction. Electrocardio-
graphic characteristics of AF include irregular R-R inter-
vals (when atrioventricular conduction is not impaired),
absence of distinct repeating P waves, and irregular atrial
activations. The minimum duration of an ECG tracing of
AF required to establish the diagnosis of clinical AF is at
least 30 seconds, or an entire 12-lead ECG.*

Recurrent stroke adjudication

All qualifying strokes will be classified according to
the TOAST and ESUS classification by the study cen-
ters.>*%5 All recurrent transient ischemic attacks (TIA),
as well as ischemic and hemorrhagic strokes will be ad-
judicated independently by 2 blinded experts. If their
assessments yield identical results, adjudication of that
case is complete. Otherwise, a third blinded expert will
be consulted and the majority opinion will define the
result. If no decision can be reached in this way, the
case will be discussed in the entire endpoint commit-
tee. These experts will classify all recurrent strokes ac-
cording to the TOAST and ESUS classification®*?> based
on pseudonymized data. These include results of clinical
examinations and diagnostic test results (eg, brain and
vascular imaging).

Bleeding adjudication

Bleeding events will be evaluated and classified by a
blinded endpoint adjudication committee of bleeding ex-
perts. In case of different expert opinions, the adjudica-
tion pathway is identical to that noted in 2.9. Bleedings
will be grouped as life-threatening or fatal bleeding, clin-
ically relevant nonmajor bleeding, and intracranial hem-
orrhage according to the criteria of the International So-
ciety of Thrombosis and Hemostasis (ISTH), TIMI and
BARC.?*%

Study visits

Table II gives an overview of study visits. At the screen-
ing visit VO, patients receive a 24-hour Holter ECG after
giving written informed consent. Visit V1 usually takes
place the following day and patients will be randomized
if they meet all inclusion and exclusion criteria (includ-
ing absence of AF within the 24-hour Holter ECG). Pa-
tients randomized to 7-day Holter ECG will receive the
first 7-day monitoring immediately after randomization
(V1). Those randomized to an ICM will receive the de-
vice within 7 days after randomization (V1b). At dis-
charge, medication and adverse events will be docu-
mented (V1e). After 3 months (V2), patients will be seen
at the study center again and those in the intervention
arm at low risk for developing AF will receive another 7-
day Holter ECG. An optional biospecimen sampling study
will be performed at V1 and V2. Thereafter, telephone
visits will take place after 6, 18, 30, and 42 months. In-
person visits at the study center will be attended after 12
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Table Il. Study schedule.

Visit st V1 [Vib'|Vie | V2 | V3 | V4 | V5 | V6 | V7 | V8 | VO | V10| V99
Vo
Time (months) 0 0 0 |3%0.5| 61 [12%1|18%1 |24+1|30%1|36%1 |42+1|48%1| Final
alna? AT AT AT AT AN
Inclusion / exclusion
X X
criteria
Informed consent X
Randomization X
Medical history X X X X X X X X X X X X
Medication X X X X X X X X X X X X X
Quality of life (HADS,
X X X X X X X
SIS-16, EQ-5D)
Morbidity/mortality/EP | X X X X X X X X X X X X X
Holter ECG (days) 1|7 7 7 7 7 7
ICM implantation X'
Adverse events X X X X X X X X X
mRS X X X X X X X X X X X
NIHSS X X
Cognition: IQRCODE X
Cognition: MoCA, X X X X X X X
Cognition: IADL X X X X X X
Biobanking X X
Brain imaging” X
Vascular imaging4 X
12-lead-ECG X X
Laboratory testing® X
Echocardiography* X

! = V1b only for patients in the intervention arm with high risk of developing AF receiving ICM.
2 = only in patients in the intervention group with low AF risk not receiving ICM.
3 = standard laboratory test (eg, cholesterol, HbA1c, creatinine) will be obtained according to local standard.

4 = according to local standard, Z& = telephone visit, h = study center visit.

ECG, electrocardiogram; EP, endpoint; IADL, Instrumental Activities of Daily Living; ICM, implantable cardiac monitor; IQCODE, Informant Questionnaire on Cognitive
Decline in the Elderly; MoCA, Montreal Cognitive Assessment; mRS, modified Rankin scale; NIHSS, National Institute of Health Stroke Scale.
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months and annually thereafter. Visits proceed according
to this schedule until 24 months after last-patient-in.

An overview of all study procedures is shown in
Table II.

Study outcomes

The primary outcome of the study is the time until a
recurrent ischemic stroke or systemic embolic event oc-
curs. Secondary endpoints include (1) all-cause mortal-
ity, (2) ischemic, hemorrhagic or unspecified stroke, (3)
myocardial infarction, (4) a combination of stroke, my-
ocardial infarction or cardiovascular death, (5) new on-
set of AF/atrial flutter, and (6) quality of life based on
the Stroke Impact Scale (SIS-16), the EuroQol-5D (EQ-5D)
and the Hospital Anxiety and Depression Scale (HADS).
A substudy focusses on dementia using the Instrumental
Activities of Daily Living (IADL) and Montreal Cognitive
Assessment (MoCA) tests.

The main safety endpoint will be the occurrence of
hemorrhagic stroke. Life-threatening or major bleeding
will be reported as a secondary safety endpoint.

Statistical analysis

The primary hypothesis is that prolonged, enhanced
and intensified rhythm monitoring in patients with re-
cent ischemic stroke reduces the hazard of recurrent is-
chemic strokes or systemic embolisms by identifying AF
more frequently and earlier, thereby changing the sec-
ondary prevention therapy from antiplatelets to OAC.
The analysis will follow the intention-to-treat principle.
The primary analysis will use a Cox regression model
treating recurrent ischemic stroke (fatal and nonfatal)
and systemic embolism as a combined endpoint. The pre-
dictor variable is the diagnostic approach, defined by ran-
domization. Age, qualifying-stroke severity, the random-
ization strata lacunar/nonlacunar stroke and high/low
AF-risk as well as the baseline CHADS,-Score will be
included as covariates. Patients lost to follow-up, with
nonstroke-related death or death of unknown cause will
be censored. Continuous statistical monitoring will be
performed in order to assure data quality and complete-
ness.

Sample size discussion

Details of the sample size considerations can be found
in the Supplement.

The primary endpoint is based on a time-to-event analy-
sis. Consequently, the sample size calculation determines
the number of events required to achieve the desired
power. Based on assumptions about (1) the progress of
enrolment, (2) the amount of theoretically detectable AF
in the study population, (3) the AF detection probabil-
ity, (4) the rate of adequate OAC treatment admitted to
patients with detected AF, and (5) the stroke recurrence
rate, we derive a hazard ratio (HR), which can be con-
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verted into a number of events and a corresponding sam-
ple size by standard calculations.

The original trial protocol found a HR of 0.770 and ar-
rived at a sample size of 5,200 patients to achieve 80%
power assuming a recruitment period of 2 years and a
drop-out rate of 16%. This calculation was accepted by
the funder (German Research Foundation) and Ethics
Committees. Questions about the complex original cal-
culation, which can be found in the trial protocol (see
Supplement), led us to recalculate with slightly modified
assumptions. Based on the true progress of the trial, we
now allow for 4 years of recruitment and believe that the
drop-out rate will be lower than 10%. With the newly
calculated HR of 0.798, we find a sample size of 4,413
patients to achieve 80% power, without dropout. Details
of the calculation are given in the supplement. We con-
firm the original sample size of 5,200 patients, allowing
for a conservative 15% dropout. Notably that the primary
analysis is based on a Cox regression model and not a
log-rank test, meaning we expect slightly higher power
in the final analysis.

Interim analyses and data safety and monitoring
board

The above sample size calculation takes into account
2 planned interim analyses after 50% and 75% of the ex-
pected number of events have been adjudicated. Termi-
nation for effectiveness is foreseen if the p-value is be-
low 0.003, 0.018 (first and second interim analyses) or
0.044 (final analysis) based on the O’Brien-Fleming o-
spending function. A Data Safety and Monitoring Board
(DSMB) consisting of a neurologist, cardiologist and med-
ical statistician meet at regular intervals to monitor safety
and data quality. They make recommendations regarding
continuation or termination of the trial. Criteria for stop-
ping for futility are not foreseen since precise estimates
of the hazard ratio are desirable even if the intervention
should turn out not to be effective.

Study progress

On April 1, 2020 the responsible ethics committee of
Leipzig, Germany approved Find-AF 2. Due to the restric-
tions of the COVID-19 pandemic, the first study center
was initiated in June 2020 and the first patient was ran-
domized on July 7, 2020. By July 23, 2023, 3867 patients
(74 % of recruitment target) have been randomized in 51
active centers. We expect the recruitment phase to be
closed by mid of 2024. The last patient’s final visit will
take place in 2026. First study results can be expected in
late 2026/early 2027.

Discussion

Find-AF 2 is the first adequately powered randomized
multicenter trial to investigate whether heart rhythm
monitoring for AF reduces cardioembolism by advanced
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AF detection and consequent prescription of OAC in
unselected ischemic stroke patients aged 60 years and
above.

Inclusion and exclusion criteria

In Find-AF 2, patients > 60 years of age will be in-
cluded after suffering from a recent ischemic stroke of
any etiology. In the past, monitoring was mostly confined
to patients with cryptogenic strokes because AF was as-
sumed to be most prevalent if no other potential cause
of stroke was identified.”'!° However, monitoring trials
in broader stroke populations (eg, Find-AFranpomisep and
MondAFIS) and patients with large artery atherosclero-
sis and small vessel disease have depicted that the de-
tection rate for AF is similar in all stroke subtypes.''!?
We decided to include stroke patients with different po-
tential etiologies, because the occurrence of stroke itself
is often associated with an increased cardiovascular risk
implying a high risk of underlying AF, as AF shares sev-
eral intersecting risk factors with atherosclerosis. More-
over, the presumed etiology of a recurrent stroke event
changes in up to 45% of cases compared with the ini-
tial event, making it reasonable to screen for AF in
any stroke patients irrespective of initially suspected eti-
ology.?’ Although patients with internal carotid artery
stenosis share the same risk factors with AF patients, we
decided to exclude patients with an surgery or interven-
tion of the stenotic artery within thirty days of our trial,
because the periprocedural stroke risk could possibly di-
lute the effect of our intervention on the primary out-
come.??

Risk-adapted diagnostic approach

In contrast to other ongoing and completed trials ad-
dressing AF detection in ischemic stroke patients, Find-
AF 2 has a novel feature of an individualized risk-adapted
AF detection approach, which was adapted from phar-
macological intervention trials: Usually those with the
highest absolute risk require the most intensive treat-
ment. Therefore, those with a high risk of underlying or
developing AF should receive continuous ECG monitor-
ing by ICM, while patients with lower risk receive re-
peated 7 days Holter ECG monitoring. This approach is
supported by recent publications of post-hoc analyses of
major ECG monitoring trials: In EMBRACE, patients with
> 1,500 atrial premature beats within 24 hours had a
> 40% risk of AF compared to < 9% in those with < 100
atrial premature beats.'® Similarly, patients with ESVEA
in Find-AF had an increased risk of AF during Holter ECG
monitoring in the following 7 days'® as well as develop-
ing recurrent ischemic strokes during 3 years of follow-
up."“
Follow-up duration

In comparison to previous trials, Find-AF 2 will pro-
vide the most extended follow-up data in a stroke co-

American Heart Journal
November 2023

hort screened for AE Previous trials were hampered by
a median follow-up period of 3,'° 12'% and 19 months,*°
respectively. Thirty-six months follow-up data were re-
ported in Find-AFganpomsen” . and Stroke-AE?? The me-
dian follow-up duration in Find-AF 2 will be 4 years, but
all patients will be followed until the end of the trial,
which means we will have a maximum follow-up dura-
tion of approximately 6 years.

Limitations
Some limitations have to be considered:

(1) Find-AF 2 only includes patients aged 60 years and
above, thus its results may not apply to younger
patients. However, AF is much less likely below 60
years and the benefit of heart rhythm monitoring
is likely to be smaller.>?

(2) By design, we do not compare different rhythm
monitoring modalities in a randomized mode. Con-
tinuous monitoring detects AF at an earlier stage
than repeated 7-day Holter ECG and hence the re-
sponse to anticoagulation may be different to AF
detected by intermittent monitoring. The stratifi-
cation into high risk and low risk for developing
AF will facilitate sub-group analyses, but a direct
comparison of repeated 7-day Holter ECG and con-
tinuous monitoring will not be possible.

(3) The effect of anticoagulation will not be assessed
directly, as this is a diagnostic study. Yet based on
previous data, there will be a high correlation be-
tween patients diagnosed with AF and anticoagu-
lation. As there are no other reasons why rhythm
monitoring should reduce cardioembolism, any ef-
fect on rates of recurrent ischemic stroke or sys-
temic embolism is likely to be attributable to anti-
coagulation.

(4) In stroke patients, any duration of AF usually leads
to a switch from antiplatelet to anticoagulation
therapy. It is unknown whether the efficacy of an-
ticoagulation in patients with subclinical AF de-
tected by an ICM (duration less than 24 hours) is
similar to the efficacy in patients with Holter ECG
detected AFE Find-AF 2 will provide important data
regarding these patient groups, but a lower efficacy
of anticoagulation in subclinical AF detected by an
ICM might dilute the potential benefit of anticoag-
ulation in Find-AF 2.

Conclusions

Find-AF 2 is the first adequately powered, random-
ized controlled prospective multicenter trial to evalu-
ate whether enhanced, prolonged and intensified ECG-
monitoring in stroke patients leads to a lower hazard for
cardioembolism (recurrent ischemic stroke or systemic
embolism) by increasing and advancing detection and



American Heart Journal
Volume 265

consequent guideline compliant initiation of OAC in pa-
tients with underlying paroxysmal AF and thereby has
the potential of improving secondary stroke prevention
in a more individualized, risk-adapted way.
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