Medtronic

STROKE AF study

Atrial fibrillation in non-cardioembolic

stroke of presumed known origin'?

Primary objective
Compare incidence rates of atrial
fibrillation (AF) through 12 months

Secondary objective
Compare incidence rates of AF through
36 months

Study overview

* Prospective, multisite, randomized clinical
trial enrolling 496 patients at 33 centers in
the United States

*Randomization 1:1 to continuous
monitoring arm with Reveal LINQ ICM or
control arm following site-specific usual
care for detection of AF in patients with
prior ischemic stroke attributed to large-
artery atherosclerotic disease (LAD) or
small-vessel occlusive disease (SVD)

* Follow-up: minimum 12 months,
maximum 36 months

See back side for definitions, and
inclusion and exclusion criteria

Conclusion

Patients with ischemic stroke
attributed to LAD or SVD face
an increasing risk of AF over time,
and most of the AF occurrences are
not reliably detected by standard

medical monitoring methods.

Reveal LINQ™
Insertable

Cardiac
l Monitor (ICM)

Reveal LINQ ICM is superior to usual care for AF detection in large-

and small-vessel stroke patients

* Over a seven-fold increase with ICM at 12 months (12.5% in the
ICM arm versus 1.8%)

e Ten-fold increase with ICM at 36 months (21.7% in the ICM arm
versus 2.4%)

Results

Detection of AF at 36 months

25 9 Hazard ratio (95% CI)=10.0 (4.0, 25.2) 10X
- log-rank p-value < 0.001
g 20 — 21.7%
@
1] Medtronic
kel
L 15 7X ICM
<
=
2 10 —
7]
@
2
S 5
° Control
& 2.4%
—
0= T T T T T |
0 6 12 18 24 30 36
Months since randomization
# at risk
Control 250 225 203 186 170 163 82
ICM 242 204 186 171 160 149 91

Large- and small-vessel stroke patients are at high risk of having
asymptomatic AF

* At three years, 88% of AF episodes were asymptomatic in the ICM arm.
* The majority of patients (67.4%, n = 31) with AF detected in the ICM
arm had an episode lasting greater than one hour.

* Most of the patients who had at least six minutes of AF burden (66%,
n = 28), had AF burden progression. The median (IQR) increase in
AF burden from first to longest instance was 9.8 (4.0-15.3) hours.

*Body mass index, congestive heart failure, left-atrial enlargement,
and QRS duration were independently associated with an increased
likelihood of AF detection during three years of monitoring.

30 days of cardiac monitoring is insufficient to capture the vast
majority of AF

*Median time to detection of AF in the ICM arm was 99 days at
12 months and 284 days at 36 months.

* At three years, 87% (n = 40) of patients with AF would have been

missed if only monitored for 30 days.



Definitions:

AF: episode of irregular heart rhythm, without detectable P-waves, lasting more than 30 seconds, adjudicated by a clinical
events committee (CEC); ICM only capable of detecting episodes lasting at least two minutes in duration

Recurrent stroke: any ischemic event with rapid onset of a focal or global neurological deficit or other neurological
signs/symptoms consistent with stroke; all strokes were determined by the stroke centers and confirmed by the CEC

Usual care: Patients in the control group received site-specific usual care, consisting of external cardiac monitoring such as
12-lead ECGs, Holter monitoring, telemetry, or event recorders.

Inclusion criteria

* Patients with an ischemic stroke attributed by the local investigator using standard diagnostic workup to small-vessel
occlusion, or large artery (cervical or intracranial) atherosclerosis within the past ten days

* Age > 60 years, or 50-59 years with at least one additional risk factor for stroke: congestive heart failure, hypertension,
diabetes, prior stroke (within 90 days of index stroke), or vascular disease (prior MI, peripheral artery disease, or aortic
plaque)

Exclusion criteria

* Previous cryptogenic or cardioembolic stroke

* Prior history of AF or atrial flutter

* Permanent indication or contraindication for OAC therapy

* Pacemaker, ICD, CRT, or implantable hemodynamic monitor
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This material should not be considered the exclusive source of information, it does not replace or supersede information
contained in the device manual(s).

Please note that the intended use of a product may vary depending on geographical approvals.

See the device manual(s) for detailed information regarding the intended use, the implant procedure, indications,
contraindications, warnings, precautions, and potential adverse events.

For a MRI compatible device(s), consult the MRI information in the device manual(s) before performing a MRI.

If a device is eligible for elFU usage, instructions for use can be found at Medtronic’s website manuals.medtronic.com.
Manuals can be viewed using a current version of any major internet browser. For best results, use Adobe Acrobat®
Reader with the browser.

Medtronic products placed on European markets bear the CE mark and the UKCA mark (if applicable).

For any further information, contact your local Medtronic representative and/or consult Medtronic's websites.
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