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Background: The New Approach Rivaroxaban Inhibition of Factor Xa in a Global
Trial vs. ASA to Prevent Embolism in Embolic Stroke of Undetermined Source
(NAVIGATE-ESUS) trial is a randomized phase-III trial comparing rivaroxaban
versus aspirin in patients with recent ESUS. Aims: We aimed to describe the base-
line characteristics of this large ESUS cohort to explore relationships among key
subgroups. Methods: We enrolled 7213 patients at 459 sites in 31 countries. Prespecified
subgroups for primary safety and efficacy analyses included age, sex, race, global
region, stroke or transient ischemic attack prior to qualifying event, time to ran-
domization, hypertension, and diabetes mellitus. Results: Mean age was 66.9 ± 9.8
years; 24% were under 60 years. Older patients had more hypertension, coro-
nary disease, and cancer. Strokes in older subjects were more frequently cortical
and accompanied by radiographic evidence of prior infarction. Women com-
prised 38% of participants and were older than men. Patients from East Asia were
oldest whereas those from Latin America were youngest. Patients in the Ameri-
cas more frequently were on aspirin prior to the qualifying stroke. Acute cortical
infarction was more common in the United States, Canada, and Western Europe,
whereas prior radiographic infarctions were most common in East Asia. Approx-
imately forty-five percent of subjects were enrolled within 30 days of the qualifying
stroke, with earliest enrollments in Asia and Eastern Europe. Conclusions: NAVIGATE-
ESUS is the largest randomized trial comparing antithrombotic strategies for secondary
stroke prevention in patients with ESUS. The study population encompasses a
broad array of patients across multiple continents and these subgroups provide
ample opportunities for future research. Key Words: Stroke—cryptogenic
stroke—cerebral embolism—Embolic Stroke of Undetermined Source (ESUS)—stroke
prevention—rivaroxaban—aspirin—randomized trial.
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Introduction

Embolic stroke of undetermined source (ESUS) is a subset
of cryptogenic stroke, and a diagnostic label proposed
for an ischemic stroke that occurs without an identifi-
able and specifically treatable underlying stroke etiology,
including greater than 50% stenosis in a large proximal
artery in the territory of ischemia, atrial fibrillation or other

major-risk cardioembolic source, lacunar (small vessel oc-
clusive) disease, or identified uncommon cause.1 ESUS
accounts for 15% to 30% of all ischemic strokes.2 A wide
range of potential cardiac, arterial, paradoxical, and he-
matological sources have been proposed that might be
amenable to treatment with an anticoagulant.1,3,4 The New
Approach Rivaroxaban Inhibition of Factor Xa in a Global
trial vs. ASA to Prevent Embolism in Embolic Stroke of

§§§§Universitair Ziekenhuis Brussel, Brussels, Belgium; ‖‖‖‖Tiervlei Trial Centre, Cape Town, South Africa; ¶¶¶¶Klinik und Hochschulambulanz
für Neurologie, Center for Stroke Research Berlin, Charité-Universitätsmedizin, Berlin, Germany; ####Institute of Neuroscience and Psychol-
ogy, University of Glasgow, Queen Elizabeth University Hospital, Glasgow, United Kingdom; *****Shaare-Zedek Medical Center, Jerusalem,
Israel; †††††Department of Neurology, Selcuk University, Konya, Turkey; ‡‡‡‡‡National University of Ireland, Galway, Ireland; §§§§§Bayer
Pharma AG, Wuppertal, Germany; ‖‖‖‖‖Bayer Vital, Leverkusen, Germany; ¶¶¶¶¶Thrombosis and Atherosclerosis Research Institute, McMaster
University, Hamilton, Canada; #####Baylor College of Medicine, Houston, USA; ******Population Health Research Institute, Hamilton, Canada;
††††††Bayer Pharma AG, Berlin, Germany; ‡‡‡‡‡‡Bayer Healthcare Pharmaceuticals, Parsipanny, New Jersey, USA; §§§§§§Janssen Research
and Development, LLC, Spring House, United States; ‖‖‖‖‖‖Department of Medicine, Population Health Research Institute, McMaster Uni-
versity, Hamilton Health Sciences, Hamilton, Canada; ¶¶¶¶¶¶Population Health Research Institute, Hamilton, Canada; ######Department of
Medicine (Cardiology), ; and *******Population Health Research Institute, McMaster University, Hamilton Health Sciences, Hamilton, Canada.

Received January 2, 2018; revision received January 22, 2018; accepted January 25, 2018.
Grant support: Sponsored by Bayer AG and Janssen Research and Development; partial funding for the Biomarker, Genetics, Gene Ex-

pression Substudy from the Canadian Stroke Prevention Intervention Network.
Address correspondence to Scott E. Kasner, MD, MSCE, Department of Neurology, Perelman School of Medicine, University of Pennsylvania,

3 West Gates Building, 3400 Spruce Street, Philadelphia, PA 19104. E-mail: kasner@pennmedicine.upenn.edu.
1052-3057/$ - see front matter
© 2018 National Stroke Association. Published by Elsevier Inc. All rights reserved.
https://doi.org/10.1016/j.jstrokecerebrovasdis.2018.01.027

ARTICLE IN PRESS
2 S.E. KASNER ET AL.

mailto:kasner@pennmedicine.upenn.edu


Download English Version:

https://daneshyari.com/en/article/8594938

Download Persian Version:

https://daneshyari.com/article/8594938

Daneshyari.com

https://daneshyari.com/en/article/8594938
https://daneshyari.com/article/8594938
https://daneshyari.com

