Aalborg Universitet AALBORG

UNIVERSITY

Impact of Body Mass Index on Outcomes in the Edoxaban Versus Warfarin Therapy
Groups in Patients Underwent Cardioversion of Atrial Fibrillation (from ENSURE-AF)

Lip, Gregory Y H; Merino, Jose L; Banach, Maciej; de Groot, Joris R; Maier, Lars S;
Themistoclakis, Sakis; Boriani, Giuseppe; Jin, James; Melino, Michael; Winters, Shannon M;
Goette, Andreas

Published in:
The American Journal of Cardiology

DOl (link to publication from Publisher):
10.1016/j.amjcard.2018.11.019

Creative Commons License
CC BY-NC-ND 4.0

Publication date:
2019

Document Version
Accepted author manuscript, peer reviewed version

Link to publication from Aalborg University

Citation for published version (APA):

Lip, G. Y. H., Merino, J. L., Banach, M., de Groot, J. R., Maier, L. S., Themistoclakis, S., Boriani, G., Jin, J.,
Melino, M., Winters, S. M., & Goette, A. (2019). Impact of Body Mass Index on Outcomes in the Edoxaban
Versus Warfarin Therapy Groups in Patients Underwent Cardioversion of Atrial Fibrillation (from ENSURE-AF).
The American Journal of Cardiology, 123(4), 592-597. https://doi.org/10.1016/j.amjcard.2018.11.019

General rights
Copyright and moral rights for the publications made accessible in the public portal are retained by the authors and/or other copyright owners
and it is a condition of accessing publications that users recognise and abide by the legal requirements associated with these rights.

- Users may download and print one copy of any publication from the public portal for the purpose of private study or research.
- You may not further distribute the material or use it for any profit-making activity or commercial gain
- You may freely distribute the URL identifying the publication in the public portal -


https://doi.org/10.1016/j.amjcard.2018.11.019
https://vbn.aau.dk/en/publications/569b207a-48b2-4028-8bd7-cdbbda4b6e61
https://doi.org/10.1016/j.amjcard.2018.11.019

Take down policy

If you believe that this document breaches copyright please contact us at von@aub.aau.dk providing details, and we will remove access to
the work immediately and investigate your claim.

Downloaded from vbn.aau.dk on: December 04, 2025



Accepted Manuscript

The
American Journal
of Cardiology

Impact of Body Mass Index on Outcomes in the Edoxaban Versus
Warfarin Therapy Groups in Patients Undergoing Cardioversion of
Atrial Fibrillation (From ENSURE-AF)

Gregory Y.H. Lip MD , Jose L. Merino MD , Maciej Banach ,

Joris R. de Groot MD, PhD , Lars S. Maier MD ,

Sakis Themistoclakis MD , Giuseppe Boriani MD , James Jin PhD , RS ey,
Michael Melino MS, PhD, Shannon M. Winters MS , ey s
Andreas Goette MD e

PII: S0002-9149(18)32100-3

DOI: https://doi.org/10.1016/j.amjcard.2018.11.019
Reference: AJC 23631

To appear in: The American Journal of Cardiology
Received date: 1 September 2018

Revised date: 9 November 2018

Please cite this article as: Gregory Y.H.LipMD, Josel.Merino MD, MaciejBanach,
Joris R. de Groot MD, PhD, Lars S. Maier MD , Sakis Themistoclakis MD , Giuseppe Boriani MD ,
James Jin PhD , Michael Melino MS, PhD , Shannon M. Winters MS , Andreas Goette MD , Impact
of Body Mass Index on Outcomes in the Edoxaban Versus Warfarin Therapy Groups in Patients Un-
dergoing Cardioversion of Atrial Fibrillation (From ENSURE-AF), The American Journal of Cardiology
(2018), doi: https://doi.org/10.1016/j.amjcard.2018.11.019

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service
to our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final form. Please
note that during the production process errors may be discovered which could affect the content, and
all legal disclaimers that apply to the journal pertain.


https://doi.org/10.1016/j.amjcard.2018.11.019
https://doi.org/10.1016/j.amjcard.2018.11.019

Impact of Body Mass Index on Outcomes in the Edoxaban Versus Warfarin Therapy Groups in
Patients Undergoing Cardioversion of Atrial Fibrillation (From ENSURE-AF)

Gregory Y.H. Lip, MD*®, Jose L. Merino, MD®, Maciej Banach®, Joris R. de Groot, MD, PhD°®, Lars
S. Maier, MDf, Savkis Themistoclakis, MD§, Gjuseppe Boriani, MDh, James Jin, PhD', Michael
Melino, MS, PhD', Shannon M. Winters, MS", Andreas Goette, MD"

®Liverpool Centre for Cardiovascular Science, University of Liverpool and Liverpool Heart & Chest
Hospital, Liverpool, United Kingdom;  Aalborg Thrombosis Research Unit, Department of.Clinical
Medicine, Aalborg University, Aalborg, Denmark “Hospital Universitario La Paz, Universidad Europea,
Madrid, Spain; dDepartment of Hypertension, Medical University of Lodz, Lodz, Polafnd; “Amsterdam
UMOC, University of Amsterdam, Heart Center, Department of Cardiology, Amsterdam, The Netherlands;
‘Department of Internal Medicine II, University Hospital Regensburg, Regensburg, Germany; éDell'Angelo
Hospital, Venice-Mestre, Italy; hCardiology Division, Department of Biomedical, Metabolic and Neural
Sciences, University of Modena and Reggio Emilia, Modena, ltaly; 'Daiichi Sankyo,/Inc., Basking Ridge, NJ,
United States; "*St. Vincenz-Hospital, Paderborn, Germany; Working Group: Melecular
Electrophysiology, University Hospital Magdeburg, Magdeburg, Germany

"Employed at Daiichi Sankyo at the time the study was conducted

Declarations of Interest: GYH Lip reports consultancy-and.speaker fees from Bayer,
Bayer/Janssen, BMS/Pfizer, Biotronik, Medtronic, Boehringer Ingelheim, Microlife, Roche, and
Daiichi Sankyo outside the submitted work; no fees received personally. JL Merino reports
personal fees from Abbott, Bayer, Biotronic, Boston,Scientific, Bristol-Myers Squibb, Cardiome,
Daiichi Sankyo LivaNova, Medtrionic, Pfizer, and Sanofi outside the submitted work. M Banach
has served as a consultant for Abbott Vascular, Akcea, Amgen, Esperion, Eli Lilly, Merck Sharp &
Dohme, Resverlogix, and Sanofi-Aventis;a speaker for Abbott/Mylan, Abbott Vascular, Actavis,
Akcea, Amgen, Biofarm, KRKA, Merck Sharp & Dohme, Sanofi-Aventis, and Valeant; and reports
grants from Sanofi-Aventis and'Valeant7JR de Groot served as a consultant for AtriCure,
Boehringer Ingelheim, Bristol-Myers/Squibb, Daiichi Sankyo, Medtronic, and Pfizer; as a speaker
for BackBeat Medical and Daiichi Sankyo; and has received research grants from AtriCure and
St. Jude Medical. LS Maier reports speaker fees from Bayer, BMS/Pfizer, Boehringer Ingelheim,
and Daiichi SankyoS Themistoclakis has served as a consultant for Bayer, Boehringer
Ingelheim, Bristol-Myers Squibb, Daiichi Sankyo, and Pfizer. G Boriani reported speaker’s fees of
small amounts from Biotronik, Boehringer, Boston, and Medtronic. J Jin and M Melino are
employees,of Daiichi Sankyo; SM Winters was an employee of Daiichi Sankyo at the time of
writing. A Goette reports personal fees from AstraZeneca, Bayer, Berlin-Chemie, Boehringer
Ingelheim, Bristol-Myers Squibb, Daiichi Sankyo, Medtronic, Pfizer, and Sanofi-Aventis.

Funding Source: The ENSURE-AF study was sponsored and funded by Daiichi Sankyo.
Running Head: BMI, stroke and bleeding during cardioversion
Corresponding Author:

Professor Gregory Y H Lip, MD
Email: gregory.lip@liverpool.ac.uk



ABSTRACT

In the EdoxabaN versus warfarin in subjectS UndeRgoing cardiovErsion of Atrial Fibrillation
(ENSURE-AF) study (NCT 02072434), edoxaban showed similar efficacy and safety vs
enoxaparin—warfarin in patients undergoing electrical cardioversion of nonvalvular atrial
fibrillation. In this ancillary analysis, we compared the primary efficacy (composite-of stroke,
systemic embolic event, myocardial infarction, and cardiovascular [CV] death, overall study
period) and safety (composite of major and clinically relevant nonmajor.[CRNM] bleeding, on-
treatment) endpoints in relation to body mass index (BMI; <30 ys >30 kg/mz). We also
compared cardioversion outcomes in relation to BMI. Of 2199 patients enrolled, 1095 were
randomized to edoxaban and 1104 to enoxaparin—warfarinsMean age was 64+10 and 6411
years and mean BMI 30.6 and 30.7 kg/mz, respectively..CV and metabolic diseases were more
prevalent in obese (n = 1067) than nonobese patients. Overall ischemic event rates were low;
rates in the BMI <30 kg/m2 subgroup-were numerically lower than the 230 kg/m2 subgroup, but
not significantly different (odds'ratio [OR], 0.74 [95% confidence interval (Cl) 0.23, 2.24]).
Composite major + CRNM bleeding rates were low and numerically lower, but not significantly
different (OR 0.88 [0.38,2.04]), between the edoxaban and enoxaparin—warfarin arms and
across weight/Categories. Successful cardioversion rate was higher in the BMI <30 vs >30 kg/m’
subgroup (73.9% Vs 69.9%; OR 1.22 [1.01-1.48]). In ENSURE-AF, BMI did not significantly impact
the relative efficacy and safety of edoxaban vs enoxaparin—warfarin. Nevertheless, the

nonobese group had a higher rate of cardioversion success than the obese group.

Key Words: Body mass index, cardioversion, edoxaban, obesity



Introduction

Obesity is a risk factor for all-cause and cardiovascular (CV) death in the general population;
however, an inverse relationship between being overweight or obese and a better CV prognosis
is observed, the so-called “obesity paradox.”** Our recent systematic review was suggestive
of an obesity paradox in patients with atrial fibrillation (AF), particularly for all-cause and CV
death outcomes.? In the nonvitamin K antagonist oral anticoagulant (NOAC) trials of stroke
prevention in AF, an obesity paradox was also evident, with a treatment effect favoring NOACs
over warfarin for both efficacy and safety that was significant only for normal-weight
patients.>® Nevertheless, there is uncertainty whether this obesity paradox is also evident for
AF patients undergoing rhythm control. Certainly, weight reduction is associated with better
outcomes following rhythm control,®’ but limited prospective trial data are available. In the
Edoxaban Versus Warfarin in Subjects Undergoing Cardioversion of Atrial Fibrillation (ENSURE-
AF) trial, there were comparable low-rates of major and clinically relevant nonmajor (CRNM)
bleeding and thromboembolism whenthe oral factor Xa inhibitor edoxaban was compared with
enoxaparin-warfarin.® This‘ancillary analysis from the ENSURE-AF trial compared clinical

outcomes by body massindex (BMI, <30 vs >30 kg/m?).

Methods

The design and principal results of the ENSURE-AF trial (NCT 02072434) have been
published.®? In brief, this was a multicenter, prospective, randomized, open, blinded endpoint
trial in patients with nonvalvular AF undergoing electrical cardioversion that compared

edoxaban 60 mg once daily with enoxaparin—warfarin in 2199 patients. Patients with an



international normalized ratio (INR) <2.0 at randomization received enoxaparin bridging and
daily warfarin until the INR was >2.0. Those with INR 22.0 at the time of randomization did not
require enoxaparin and were treated with warfarin alone; hence, edoxaban was compared with
“optimized anticoagulation” with enoxaparin—warfarin.

The primary efficacy endpoint was the composite of stroke, systemic embolic event
(SEE), myocardial infarction (M), and CV death during the overall treatmentperiod from
randomization until end of study and the primary safety endpoint was‘the composite of major
and CRNM bleeding during the on-treatment period (time of first doseito-last dose of study
drug taken). Successful cardioversion was confirmed by 12<lead"eléctrocardiogram-documented
sinus rhythm. The trial protocol was approved by ethics,committees or institutional review
boards. All patients provided written informed consént,prior to participation in the study. This
ancillary analysis compared the primary efficacy and safety endpoints with clinical outcomes by
BMI (<30 vs 230 kg/m?).

Patients were followedfon28 days on study drug after cardioversion plus another 30
days to assess safety, which'were analyzed in relation to body weight and BMI. For enoxaparin—
warfarin patients, the clinical characteristics were summarized by BMIs of <30 and =30 kg/mz,
with categorical variables as frequencies and percentages, and continuous variables as mean
and standard deviation. Comparison of clinical characteristics for patients with BMI <30 and 230
kg/m%using the chi-square test for categorical variables and 1-way analysis of variance for
continuous variables were provided.

The number and percent of patients with primary efficacy and safety outcomes were

provided by treatment arm. Odds ratios (ORs) and 95% confidence intervals (Cls) are presented



to assess the difference between treatment arms. We also explored outcomes in relation to
BMI as a continuous variable. In addition, successful cardioversion in patients with BMI <30
kg/m2 were compared with those with BMI 230 kg/mz. The number and percent of patients
with successful cardioversion were provided by BMI category. Odds ratios and 95% Cls are

presented to assess the difference between BMI categories.

Results

Of 2199 patients enrolled, 1095 were randomized to edoxabam.and 1104 to enoxaparin—
warfarin. Mean # standard deviation (SD) age was 64.3 + 10 and64:2 + 11 years and mean BMI
30.6 and 30.7 kg/m?, respectively. In all, 1067 patients:had'a BMI of 230 kg/m?%; among these
obese patients, CV and metabolic diseases were moresprevalent than in nonobese patients, as
confirmed by the use of statins and antihypertension medications (Table 1). Mean CHA,DS,-
VASc (congestive heart failure, hypertension, age 275 years [2 points], diabetes mellitus, stroke
[2 points], vascular disease, age 65—74years, sex category) and HAS-BLED (hypertension, age,
stroke, bleeding tendency/predisposition, labile INRs, elderly age/frailty, drugs such as
concomitant aspirin/nonsteroidal anti-inflammatory drugs or alcohol excess) scores were
significantly higher inithe obese subgroup, suggesting they were at greater risk for stroke and
bleeding. There Were no relevant differences in time to therapeutic range and time in
therapeutic range in relation to BMI <30 vs >30 kg/m?.

Rates of composite stroke/SEE, MI or CV mortality rates were low and numerically lower
for obese patients relative to nonobsee patients, but were nonsignificant (OR 0.74 [0.23, 2.24])

even for both the edoxaban and enoxaparin—warfarin arms and across weight categories.



Composite major and CRNM bleeding rates were low and numerically lower for obese patients
relative to nonobsese patients (OR 0.88 [0.38, 2.04]), as well as being nonsignificant in both the
edoxaban and enoxaparin—warfarin arms and across weight categories. Major bleeding rates
were numerically lower, but nonsignificant across weight categories (OR 0.32 [0.0, 1.8]).

Successful cardioversion was significantly more likely in those with BMI <30.kg/m> (OR
1.22 [1.01-1.48]) (Table 2). Mean BMI was slightly lower in those with successful cardioversion
compared to those with unsuccessful cardioversion (30.56 (SD 5.71) vs*31.22 (5.45; p=0.0472).

In a logistic regression analysis with the composite of major and.CRNM bleeding as the
response variable; and treatment, numerical BMI, and their interaction as independent
variables; the p-values for treatment, BMI, and interaction. were 0.8852, 0.9016, and 0.9662,
respectively (data not shown).

When comparing BMI <30 vs 230 kg/mz, composite ischemic events (stroke/SEE, M, and
CV mortality) were numerically lower;but given the low overall rates, this was nonsignificant
(on-treatment analysis OR 0.74[95% CI,0.23, 2.24]). In a logistic regression analysis with
primary efficacy endpoint'asithe response variable; and treatment, numerical BMI, and their
interaction as independent variables; the p-values for treatment, BMI, and interaction were
0.0645, 0.2022 and 0:1034, respectively (data not shown).

Qutcomes’in relation to BMI as a continuous variable are shown in Figure 1. For major
plus'CRNM bleeding (on-treatment analysis), no relationship was apparent between BMI and
treatment with edoxaban or enoxaparin—warfarin. For stroke/SEE, Ml and CV mortality, there
was a trend toward lower event rates with increasing BMI in the enoxaparin—warfarin group.

For edoxaban, few events were seen at lower BMI values to show any trends, but no difference



was observed when compared with enoxaparin—warfarin at higher BMI values. The proportion
with successful cardioversion was higher in the BMI <30 kg/m?” subgroup (827/1119; 73.9%)
compared with the BMI 230 kg/mzsubgroup (745/1067; 69.9%) (OR 1.22 [1.01-1.18]),p =
0.038. In a logistic regression analysis with successful cardioversion as the response variable;
and treatment, numerical BMI, and their interaction as independent variables; thesp-values for

treatment, BMI, and interaction are 0.7168, 0.2265, and 0.6644, respectively.

Discussion

In this ancillary analysis from ENSURE-AF, the data suggeststhat obesity does not
influence the rate of ischemic events after cardioversion.regardless of the therapeutic strategy.
The BMI <30 kg/m2 group had a higher rate of cardioversion success than the BMI 230 kg/m2
group; and edoxaban had comparable efficacy'and-safety to optimized usual anticoagulation
with enoxaparin—warfarin, and were-not significantly different in various BMI categories.

Our systematic review found that only obese patients were at lower risk for major
bleeding compared with normal-weight patients.? In the present analysis from ENSURE-AF, no
significant relationship was evident between the primary bleeding outcome and BMI. The
present patient population was at low bleeding risk, as evident by a mean HAS-BLED score of
0.9. While guidelines advocate focus on modifiable bleeding risk factors, recent evidence shows
that the HAS-BLED score is a better assessment of the AF patient’s potential bleeding risk
compared with simply using modifiable bleeding risk factors.***?

In a prior systematic review and metaanalysis, we found that there may be

an obesity paradox in AF patients for all-cause and cardiovascular death outcomes.? An



obesity paradox was also seen for stroke/SEEs, with a treatment effect favoring NOACs over
warfarin for both efficacy and safety that was significant only for normal-weight patients. In the
present analysis from ENSURE-AF, obesity did not influence the rate of the composite efficacy
events (stroke/SEE, MI, and CV mortality) after cardioversion regardless of treatment with
NOAC or enoxaparin—warfarin. This is despite the ENSURE-AF trial including a relatively high-risk
patient population for stroke (mean CHA,DS,VASc score 2.6), that was broadly:.comparable to
the patient population in the ENGAGE-AF trial™® (mean CHADS, score 2:8) and other NOAC
stroke prevention trials.'* Nonetheless, the followup duration i ENSUREAF was shorter than
that in the ENGAGE-AF trial.

As expected from prior studies,*>*° cardioversion.success was lower in obese patients.
This may reflect associated comorbidities or a greatembody impedance relevant to ENSURE-AF
since electrical cardioversion was the only.modality used. Indeed, pharmacological
cardioversion is perhaps more advocated in obese subjects with AF.

Although the ENSURE-AF trial is;ithe largest study in AF pericardioversion to date, this
study is limited by being a subgroup analysis of a selected clinical trial cohort, and the results
may not be applicable to'the general AF population. BMI measurement and categorization of
obesity was based on,baseline measures, and changes in BMI over time were not considered.
Also, the'low overall event rates and short follow-up period may have influenced outcome
event'rates, which may be underpowered.

In conclusion, edoxaban had efficacy and safety comparable with optimized standard
anticoagulation with enoxaparin-warfarin; neither treatment group showed significant

differences in various BMI categories. Obesity did not influence the rate of ischemic events



after cardioversion regardless of the therapeutic strategy. Nevertheless, the BMI <30 kg/m?

group had a higher rate of cardioversion success than the obese group.
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Figure Legend
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Table 1. Baseline Characteristics by BMI

BMI (kg/m’)
Overall <30 230
Enoxaparin— Enoxaparin— Enoxaparin—
Edoxaban warfarin Edoxaban warfarin Total Edoxaban warfarin Total
Variable (N =1095) (N =1104) (n =560) (n=559) (n=1119) (n =530) (n=537) (n=1067) p-valuef
64.3(10.3) 64.2 (10.8) 65.6 (11.1) 65.1(11.3) 65.4 (11.2) 62.9,(9:3) 63.2(10.1) 63.0(9.7) <0.0001

Age, mean, SD 509 530 (48.0%) 293 (52.3%) 287 (51.3%) 580 (51.8%) 212 (40.0%) 239 (44.5%) 451 (42.3%)
>65 (46.5%)
Weight, kg, mean (SD) 90.9 (18.3) 91.2 (19.0) 79.4 (11.3) 78.8 (11.4) 79.1(11.3) 102.9 (16.5) 104.1 (16.6) 103.5 (16.6) <0.0001
<60 21 (1.9%) 33 (3.0%) 21 (3.8%) 33 (5.9%) 54.(4.8%) 0 0 0
Anticoagulant experienced, n (%)
Current’ VKA user 513 (46.8) 558 (50.5) 257 (45.9) 298 (53.3) 555 (49.6) 254 (47.9) 259 (48.2) 513 (48.1) 0.4935
Current” NOAC user 157 (14.3) 148 (13.4) 78 (13.9) 70(12.5) 148,(13.2) 77 (14.5) 78 (14.5) 155 (14.5) 0.3866
CrCl, mean (SD) 94.0 (35.7) 94.1(34.7) 81.2(29.2) 81.1(27.9) 81.2 (28.6) 107.5 (37.1) 108.0 (35.9) 107.7 (36.5) <0.0001
TtTR (days), mean (SD) - 7.7 (5.1) - 74,(4.9) - - 7.9 (5.4) - 0.2428
TiTR (% of time), mean (SD) - 70.8 (27.4%) - 72.0(26.9) - - 69.8 (28.0) - 0.2153
TTR (% of time), mean (SD) - 59.8 (30.6%) - 60.5 (30.1) - - 59.3 (31.1) - 0.5646
Heart Failure 476 (43.5%) 484 (43.8%) 219 (39.1%) 239(42.8%) 458 (40.9%) 256 (48.3%) 245 (45.6%) 501 (47.0%) 0.0051
Coronary Artery Disease 181 (16.5%) 197 (17.8%) 79 (1441%) 93 (16.6%) 172 (15.4%) 102 (19.2%) 104 (19.4%) 206 (19.3%) 0.0174
Hypertension 850 (77.6%) 864 (78.3%) 399 (71.3%) 397 (71.0%) 796 (71.1%) 448 (84.5%) 464 (86.4%) 912 (85.5%) <0.0001
Diabetes 218 (19.9%) 197 (17.8%) 80 (14.3%) 57 (10.2%) 137 (12.2%) 137 (25.8%) 139 (25.9%) 276 (25.9%) <0.0001
Peripheral Artery Disease 40 (3.7%) 54 (4.9%) 25 (4.5%) 30 (5.4%) 55 (4.9%) 15 (2.8%) 24 (4.5%) 39 (3.7%) 0.1702
Valvular Heart Disease 250 (22.8%) 240 (21.7%) 133 (23.8%) 140 (25.0%) 273 (24.4%) 116 (21.9%) 100 (18.6%) 216 (20.2%) 0.0209
Intracranial Haemorrhage 2 (0.2%) 3(0.3%) 0 1(0.2%) 1(0.1%) 2 (0.4%) 2 (0.4%) 4(0.4%) 0.2077
Ischemic stroke/Transient Ischaemic Attack 68 (6.2%) 66 (6.0%) 41(73%) 39 (7.0%) 80 (7.1%) 26 (4.9%) 27 (5.0%) 53 (5.0%) 0.0392
Myocardial Infarction 69 (6.3%) 78 (71%) 37/(6.6%) 37 (6.6%) 74 (6.6%) 32 (6.0%) 41 (7.6%) 73 (6.8%) 0.8645
Life-threatening bleed 3(0.3%) 3/0:3%) 1(0.2%) 1(0.2%) 2 (<0.1%) 2 (0.4%) 2(0.4%) 4(0.4%) 0.4421
AF history
Paroxysmal (<7 days) 208 (19.0%) 207 (18.8%) 105 (18.8%) 115 (20.6%) 220 (19.7%) 103 (19.4%) 92 (17.2%) 195 (18.3%) 0.4450
Persistent (>7 days, <1 yr) 887 (81.0%) 890 (80.6%) 455 (81.3%) 444 (79.4%) 899 (80.3%) 427 (80.6%) 443 (82.8%) 870 (81.5%) 0.4450
CHA,DS,-VASc score, mean (SD) 2.6 (1.5) 2.6(1.4) 2.6 (1.6) 2.5(1.4) 2.5 (1.50) 2.7 (1.4) 2.7 (1.4) 2.7 (1.4) 0.0101
HAS-BLED Score, mean (SD) 0.9(0:8) 0.9 (0.8) 0.9(0.8) 0.9 (0.8) 0.9 (0.78) 0.8(0.8) 0.9(0.8) 0.9 (0.8) 0.0361
Drug therapies

Aspirin 192 (1745%) 221 (20.0%) 100 (17.9%) 105 (18.8%) 205 (18.3%) 92 (17.4%) 114 (21.2%) 206 (19.3%) 0.5841

Statins 429 (392%)/ 411 (37.2%) 211 (37.7%) 188 (33.6%) 399 (35.7%) 216 (40.8%) 220 (41.0%) 436 (40.9%) 0.0136

ACEI/ARB 692 (63.2%) 688 (62.3%) 322 (57.5%) 308 (55.1%) 630 (56.3%) 368 (69.4%) 376 (70.0%) 644 (60.4%) <0.00010.

Beta blockers 862 (78.7%) 847 (76.7%) 425 (75.9%) 434 (77.6%) 859 (76.8%) 434 (81.9%) 410 (76.4%) 844 (79.1%) 1975
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*Current defined as using VKA or NOAC at randomization or within 30 days prior to randomization. Percéntages:are based on the
numbers of anticoagulant experienced.

fComparisons between total columns for BMI <30 and BMI >30.

ACEIl, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; BMI, body mass index; CAD, coronary artery
disease; CHA,DS,-VASc, congestive heart failure, hypertension, age 275 years (2 points), diabetes mellitus, stroke (2 points), vascular
disease, age 65—74 years, sex category; CrCl, creatinine clearance; HAS-BLED, hypertension;.age, stroke, bleeding
tendency/predisposition, labile INRs, elderly age/frailty, drugs such as concomitantiaspirin/nonsteroidal anti-inflammatory drugs or
alcohol excess; HF, heart failure; ICH, intracerebral hemorrhage; MI, myocardial.infarction; NOAC, nonvitamin K antagonist oral
anticoagulant; PAD, peripheral arterial disease; SD, standard deviation; VHD, valvular heart disease; TIA, transient ischemic stroke;
TiTR, time in therapeutic range (calculated from the first day with 2< INR'<3); TTR, time in therapeutic range (calculated from day 8

of study drug); TtTR, time to achieve therapeutic range; VKA, vitamin K antagonist.
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Table 2. Event Rates by BMI

Overall BMI <30 kg/m” BMI 230 kg/m’
Enoxaparin— Enoxaparin Enoxaparin—

Edoxaban Warfarin Edoxaban  —Warfarin Edoxaban Warfarin
First stroke, SEE, MI, or CV mortality*
N 1095 1104 560 559 530 537
n (%) 5 (0.5%) 11 (1.0%) 1(0.2%) 6 (1.1%) 4 (0.8%) 5 (0.9%)
OR (95% Cl) 0.46 (0.12, 1.43) 0.17 (0, 1.37) 0:81 (0.16, 3.78)
Major or CRNM bleeding events’
N 1067 1082 547 551 517 528
n (%) 16 (1.5%) 11 (1.0%) 8 (1.5%) 5 (0.9%) 8 (1.6%) 6 (1.1%)

OR (95% Cl) 1.48 (0.64, 3.55)

1.62 (0.46, 6.34)

1.37 (0.41, 4.82)

Major bleeding events'

N 1067 1082 547 551 517 528

N (%) 3(0.3%) 5(0.5%) 1(0.2%) 1(0.2%) 2 (0.4%) 4 (0.8%)

OR (95% Cl) 0.61 (0.09, 3.13) 1.01(0.01, 79.21) 0.51 (0.05, 3.57)

Successful cardioversion

N 1095* 1104° 560 559 530 537

n (%) 790 (72.2%) 788 (71.4%) 414 413 (73.9%) 374 (70.6%) 372 (69.3%)
(73.9%)

OR (95% Cl) 1.04 (0.86, 1.26)

1.00 (0.76, 1.32)

1.06 (0.81, 1.39)

BMI <30 kg/m’

BMI 230 kg/m”

First stroke, SEE, MI, or CV mortality*

N 1119 1067

n (%) 7 (0.6%) 9 (0.8%)

OR (95% Cl) 0.74 (0.23, 2.24)

Major or CRNM bleeding events'

N

n (%) 1098 1045

OR (95% Cl) 13 (1.2%) 14 (1.3%)
0.88 (0.38, 2.04)

Major bleeding events'

N 1098 1045

n (%) 2 (0.2%) 6 (0.6%)

OR (95% Cl) 0.32(0.0,1.8)

Successful cardioversion®

N 1119 1067

n (%) 827 (73.9%) 746 (69.9%)
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OR (95% Cl) 1.22 (1.01, 1.48)

ITT population, overall study period (28 days on study drug after cardioversion + 30 days
follow-up).

"All treated patients, on-treatment period (time of first dose to last dose of study drug taken).
BMI, body mass index; Cl, confidence interval; CRNM, clinically relevant nonmajor; CV,
cardiovascular; ITT, intention to treat; MI, myocardial infarction; OR, odds ratio; SEE, systemic
embolic event.

*Data for BMI was not available for 5 patients.

SData for BMI was not available for 8 patients.
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