UNIVERSITYOF
BIRMINGHAM

iversit}/]ofBirmin am
esearch at Birmingham

Stroke and death in elderly patients with atrial
fibrillation in Japan compared to the United
Kingdom

Senoo, Keitaro; An, Yoshimori; Ogawa, Hisashi; Lane, Deirdre; Wolff, Andreas; Shantsila,
Eduard; Akao, Masaharu; Lip, Gregory

DOI:
10.1136/heartjnl-2016-309741

License:
None: All rights reserved

Document Version
Peer reviewed version

Citation for published version (Harvard):

Senoo, K, An, Y, Ogawa, H, Lane, D, Wolff, A, Shantsila, E, Akao, M & Lip, G 2016, 'Stroke and death in elderly
patients with atrial fibrillation in Japan compared to the United Kingdom', Heart. https://doi.org/10.1136/heartjnl-
2016-309741

Link to publication on Research at Birmingham portal

Publisher Rights Statement:
Eligibility for repository: Checked on 24/5/2016

General rights

Unless a licence is specified above, all rights (including copyright and moral rights) in this document are retained by the authors and/or the
copyright holders. The express permission of the copyright holder must be obtained for any use of this material other than for purposes
permitted by law.

*Users may freely distribute the URL that is used to identify this publication.

*Users may download and/or print one copy of the publication from the University of Birmingham research portal for the purpose of private
study or non-commercial research.

*User may use extracts from the document in line with the concept of ‘fair dealing’ under the Copyright, Designs and Patents Act 1988 (?)
*Users may not further distribute the material nor use it for the purposes of commercial gain.

Where a licence is displayed above, please note the terms and conditions of the licence govern your use of this document.

When citing, please reference the published version.

Take down policy o ) o o ) ) ]
While the University of Birmingham exercises care and attention in making items available there are rare occasions when an item has been
uploaded in error or has been deemed to be commercially or otherwise sensitive.

If you believe that this is the case for this document, please contact UBIRA@lists.bham.ac.uk providing details and we will remove access to
the work immediately and investigate.

Download date: 20. Mar. 2024


https://doi.org/10.1136/heartjnl-2016-309741
https://doi.org/10.1136/heartjnl-2016-309741
https://doi.org/10.1136/heartjnl-2016-309741
https://birmingham.elsevierpure.com/en/publications/3784b1c1-baf1-42ff-8a95-d0607afefdf3

Heart

Heart

Stroke and death amongst elderly patients with atrial
fibrillation: A comparative analysis of Japan and United

Kingdom subjects

Journal:

Heart

Manuscript ID

heartjnl-2016-309741.R1

Article Type:

Original research article

Date Submitted by the Author:

n/a

Complete List of Authors:

Senoo, Keitaro; City Hospital, Cardiology

An , Yoshimori

Ogawa, Hisashi; National Hospital Organization Kyoto Medical Center,
Department of Cardiology;

Lane, Deirdre; City Hospital, Sandwell and West Birmingham Hospitals NHS
Trust, University Department of Medicine

Wolff, Andreas

Shantsila, Eduard; City Hospital, University of Birmingham Centre for
Cardiovascular Sciences

Akao, Masaharu; Kyoto Medical Centre, Cardiovascular Medicine

Lip, Gregory; University Department of Medicine,

Keywords:

Atrial fibrillation < Cardiac arrhythmias and resuscitation science <
DISEASES, Stroke, Cardiac risk factors and prevention < DISEASES,
Epidemiology < RESEARCH APPROACHES

Abstract:

Data on stroke, mortality and associated comorbidities in elderly atrial
fibrillation (AF) patients in Japan may differ from Western countries. There
has never been a systematic comparison between stroke risk profiles and
outcomes amongst community-based elderly patients with AF in Japan and
the United Kingdom (UK).

Objective and Methods: We compared clinical characteristics, stroke risk
and outcomes amongst elderly AF patients from the Fushimi AF Registry
(Japan; N=1791) and the Darlington AF registry (UK; N=1338).

Results: The Fushimi cohort had a mean age 81.8 years and CHA2DS2-
VASc score 4.3(1.4), whereas the Darlington cohort had a mean age
83.6(5.7) years and CHA2DS2-VASc score 4.4(1.4). Over a 12 month
follow-up period, observed stroke and mortality rates in Fushimi were
3.4%(n=61) and 11.5%(n=206), whilst corresponding event rates in the
Darlington cohort were 4.4%(n=59) and 14.1%(n=188), respectively.
Appropriate use of oral anticoagulation (OAC, essentially vitamin K
antagonist) was <60% in both registries.

On multivariable analysis, ethnicity (Japan vs.UK) was neither associated
with the risk of stroke (Odds Ratio[OR] 0.92, 95%CI 0.63-1.36; p=0.69)
nor death(OR 0.92, 95%CI 0.80-1.27; p=0.92). In a subgroup analysis of
elderly patients not receiving OAC(n=1489), a prior history of stroke was
associated with the risk of stroke(OR 2.42; 95%CI 1.39-4.12; p=0.002),
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but not ethnicity(OR 0.86; 95%CI 0.50-1.47; p=0.58).

Conclusions: Elderly(age=>75) AF patients in both Japan and the UK are at
similarly high risk of stroke and death, with OAC still under-utilised in both
populations. Ethnicity was not independently associated with the risk of
stroke, regardless of OAC use or non-use.
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Abstract

Background: Data on stroke, mortality and associated comorbidities in elderly atrial
fibrillation (AF) patients in Japan may differ from Western countries. There have been few
systematic comparisons between stroke risk profiles and outcomes amongst community-
based elderly (aged 275) patients with AF in Japan and the United Kingdom (UK).

Objective and Methods: We compared clinical characteristics, stroke risk and outcomes
amongst elderly AF patients from the Fushimi AF Registry (Japan; N=1791) and the
Darlington AF registry (UK; N=1338).

Results: The Fushimi cohort had a mean age 81.8 (SD 5.3) years and CHA,DS,-VASc score 4.3
(1.4), whereas the Darlington cohort had a mean age 83.6 (5.7) years and CHA,DS,-VASc
score 4.4 (1.4). Over a 12 month follow-up period, observed stroke and mortality rates in
Fushimi were 3.4% (n=61) and 11.5% (n=206), whilst corresponding event rates in the
Darlington cohort were 4.4% (n=59) and 14.1% (n=188), respectively. Appropriate use of
oral anticoagulation (OAC, essentially a vitamin K antagonist) was <60% in both registries.
On multivariable analysis, ethnicity (Japan vs. UK) was neither associated with the risk of
stroke (Odds Ratio [OR] 0.92, 95%CI 0.63-1.36; p=0.69) nor death (OR 0.92, 95%Cl 0.80-1.27;
p=0.92). In a subgroup analysis of elderly patients not receiving OAC (n=1489), a prior
history of stroke was associated with the risk of stroke (OR 2.42; 95%Cl 1.39-4.12; p=0.002),
but not ethnicity (OR 0.86; 95%Cl 0.50-1.47; p=0.58).

Conclusions: Elderly (age=75) AF patients in both Japan and the UK are at similarly high risk
of stroke and death, with OAC still under-utilised in both populations. Ethnicity was not

independently associated with the risk of stroke, regardless of OAC use or non-use.

Keywords Ethnicity, Stroke, Death, Aged, Atrial fibrillation
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KEY MESSAGES

What is already known about this subject?

Data on stroke, mortality and associated comorbidities in elderly atrial fibrillation (AF)
patients in Asia may differ from Western countries. There is the perception that risk factors
for stroke and outcomes amongst Japanese patients with AF may differ from those in

Western countries.

What does this study add?

Both Japan and UK cohorts are at similarly high risk of stroke and death. Oral
anticoagulation (OAC) was under-utilised (<60%) in both populations, despite a lower risk of
death being significantly associated with OAC use. Ethnicity (Japanese vs. British) was not

independently associated with the risk of stroke regardless of whether or not OAC was used.

How might this impact on clinical practice?

Our results can inform specific guidance on the implications of different stroke risks and
profiles in Asians vs Caucasians, and highlight considerable gaps between AF treatment
guidelines and clinical practice in Asians as well as Caucasians, in particular, the underuse of
OAC. Moreover, the perception that individuals of Asian ethnicity are at higher risk of
stroke than Caucasians should be reconsidered given that our results demonstrate no

obvious ethnic difference between Asians and Caucasians in the risk of stroke.

https://mc.manuscr‘llptcentral .com/heart



©CoO~NOUTA,WNPE

Heart Page 6 of 28

Introduction

Age is an important determinant of stroke risk in atrial fibrillation (AF), which independently
increases the risk by 1.5-fold per decade of life among patients with AF.> Nonetheless, data
on stroke and thromboembolism in elderly patients in Japan are limited, which is important
given the increasing elderly age profile of the general population in Japan. Furthermore,
there is the perception that risk factors for stroke and outcomes amongst Japanese patients
with AF may differ from those in Western countries. However, there have been few
systematic comparisons between risk profiles and outcomes amongst community-based

elderly (age >75) patients with AF in Japan and United Kingdom (UK). >

To investigate this further, we used the Fushimi AF Registry as a Japanese community-based
population and the Darlington AF registry as a UK community-based population to evaluate
ethnic differences in clinical characteristics, stroke risk profiles and outcomes amongst

elderly AF patients in Japan and the UK.

https://mc.manuscr?ptcentral .com/heart
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Methods

The design of Fushimi AF Registry has been previously described. ** In brief, the Fushimi AF
Registry is a community-based prospective survey of AF patients in Fushimi-ku, Kyoto.
Fushimi-ku is densely populated with a total population of 283,000, and is assumed to
represent a typical urban community in Japan. A total of 79 institutions, all of which are
members of Fushimi-Ishikai (Fushimi Medical Association), participated in the registry. The
enrolment of patients started in March 2011. A total of 3,499 patients were enrolled by
April 2014, with 51% being aged >75 (n=1,791) and 100% were Japanese. The Fushimi AF
Registry (UMIN Clinical Trials Registry: UMINO00005834) protocol was approved by the
ethical committees of the National Hospital Organization Kyoto Medical Center and ljinkai

Takeda General Hospital.

The design of the Darlington AF registry has also been described previously.” In brief, the
study population was derived from all 105,000 patients who were registered at one of 11
general practices serving the town of Darlington. All patients whose vital status in March
2013 was known were eligible for inclusion. A total of 2,259 (2.15%) patients with AF were
identified (59% were aged >75, n=1338), using the Guidance on Risk Assessment in Stroke
Prevention for Atrial Fibrillation (GRASP-AF) tool © and are included in this analysis.
According to the last Census data in the Darlington cohort, more than 96% of the Darlington
population were Caucasian. For the Darlington registry, ethical approval was not required
under United Kingdom National Health Service research governance arrangements for the

project.

https://mc.manuscr?ptcentral .com/heart
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Baseline clinical characteristics of the subjects entered in the Fushimi AF Registry and
Darlington AF Registry have also been reported elsewhere.®® Patients were categorised
according to the CHA,DS,-VASc scores (Congestive heart failure, Hypertension, Age > 75
years [double], Diabetes mellitus, previous thromboembolism [double], Vascular disease,
Age 65—74 years, and female gender). The primary endpoints in the present analysis were
the incidence of stroke and all-cause death during the follow-up period. In the present study,
we used the data of all patients with obtainable follow-up information in the Fushimi AF
Registry, and those registered in the Darlington AF registry. We extracted and compared the

data of elderly AF patients (aged>75) from both registries.

Differences in the methods of data collection among the two databases were seen. The
Darlington AF Registry was a completed study that dealt with a closed cohort and had 100%
follow-up data. In contrast, the Fushimi AF Registry was an on-going cohort, with enrolment
on-going at the time of the present analyses. Therefore, to ensure an equivalent period for

the two databases, we analysed the follow-up data at 12 months.

Statistical analysis

Categorical and continuous patient data are presented as number (%) and mean % SD,
respectively. The incidence of ischemic stroke was presented as actual number and
percentages of patients according to the CHA,DS,-VASc scores. Multivariate logistic
regression analysis was performed to determine the independent risk factors for ischemic
stroke and all-cause death after adjusted for components of the CHA,DS,-VASc score (age
assessed as a continuous variable) and use of antithrombotic agents. The relatively

homogeneous ethnicity make-up of the two registry cohorts allows inter-ethnic

https://mc.manuscr?ptcentral .com/heart
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comparisons. All statistical analysis was done using SPSS 21(SPSS, Chicago, IL, USA).

Statistical significance was set at a 2-sided P<0.05.

©CoO~NOUTA,WNPE
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Results

The Fushimi cohort (n=1,791) had a mean (standard deviation [SD]) age 81.8 (5.3) years and

CHA,DS,-VASc score 4.3 (1.4), whereas the Darlington cohort (n=1,338) had a mean (SD) age
83.6 (5.7) years and CHA,DS,-VASc score 4.4 (1.4). (Table 1, Figure 1) The appropriate use of
oral anticoagulation (OAC) was <60% in both registries despite all patients being at a high

risk of stroke (i.e., CHA,DS,-VASc score>2).

Over a 12 month follow-up period, observed stroke and mortality rates in Fushimi were
3.4% (n=61) and 11.5% (n=206), whilst corresponding event rates in the Darlington cohort
were 4.4% (n=59) and 14.1% (n=188), respectively. The distribution of outcomes, stroke and
death, in both registries is described according to CHA,DS,-VASc score in Figure 2, where the

patterns were broadly comparable.

Figure 3 demonstrates that the proportion of patients receiving OAC varied by stroke risk
from 46% with a CHA,DS,-VASc score of 2, to 76% with a CHA,DS,-VASc of 8 in Fushimi,
whereas in Darlington, from 43% with a CHA,DS,-VASc score of 2, to 50% with a CHA,DS;-
VASc of 8. Significant differences were seen in the proportion of patients receiving
combination OAC and antiplatelet therapy (APT), and APT alone, both of which rose with
increasing CHA,DS,-VASc score in the Fushimi cohort, whereas the proportion receiving
combination OAC and APT in the Darlington cohort was under 10%, while the proportion on
APT alone was as high as 40% across all CHA,DS,-VASc scores. The proportion not receiving
any antithrombotic therapy was relatively high among patients with a lower CHA,DS,-VASc

score in Fushimi when compared with those in Darlington cohort.

https://mc.manuscr?ptcentral .com/heart
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On multivariable logistic regression analysis (Table 2), an increased risk of stroke was
independently associated with previous stroke (Odds Ratio [OR] 2.96, 95%Cl 2.01-4.35;
p<0.001), but not ethnicity (OR 0.92, 95%Cl 0.63-1.36; p=0.69).

A lower risk of death was independently associated with OAC use (OR 0.53, 95%Cl 0.41-0.67,;
p<0.001) and positively associated with age (OR 1.10, 95%Cl 1.08-1.12; p<0.001) and heart
failure (OR 1.71, 95%Cl 1.35-2.15; p<0.001), previous stroke (OR 1.33, 95%Cl 1.03-1.71;

p=0.03) and vascular disease (OR 2.14, 95%Cl 1.63-2.79; p<0.001).

Sub-group analysis

A sub-group analysis of 1,489 elderly patients (aged>75) without OAC use, from the Fushimi
AF Registry (n=798) and the Darlington AF Registry (n=691), was performed. In the Fushimi

AF registry, mean (SD) age was 82.9 (5.9) years and mean (SD) CHA,DS,-VASc score was 4.2
(1.3). Corresponding figures for the Darlington AF registry were 85.0 (6.0) years and 4.3

(1.4), respectively (Supplemental Table I).

Among these patient, 65 patients experienced stroke (n=31; 3.9%/year in Fushimi vs. n=34;
4.9%/year in Darlington) over the 12 month follow-up period. The incidence of all-cause
mortality was 15.5% (n=124) in Fushimi and 19.4% (n=134) in Darlington (Supplemental

Table Il).

On multivariable analysis of the sub-group data, a history of stroke (OR 2.42; 95%Cl 1.39—
4.12; p=0.002) was associated with the risk of stroke, but not ethnicity (Japan vs. UK) (OR

0.86; 95%Cl 0.50-1.47; p=0.58) [Table 3]. The risk of death was independently associated

https://mc.manuscﬂi%tcentral .com/heart
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with age (OR 1.10; 95%Cl 1.07-1.13; p<0.001), heart failure (OR 1.64; 95%Cl 1.20-2.24;
p=0.002), a history of stroke (OR 1.62; 95%Cl 1.14-2.27; p=0.01) and vascular disease (OR
2.36; 95%Cl 1.64-3.37; p<0.001) but was lowered with use of antiplatelet agents (OR 0.39;
95%Cl 0.28-0.54; p<0.001), and with Japanese ethnicity (Japan vs. UK) (OR 0.67; 95%CI 0.49-

0.92; p=0.01).

https://mc.manuscﬂi]ptcentral .com/heart
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Discussion

In this analysis, which compared elderly (age>75) AF patients in both Japan and the UK for
the first time, both registry cohorts are at similarly high risk of stroke and death. Second,
OAC was under-utilised (<60%) in both populations, despite a lower risk of death being
significantly associated with OAC use. Third, ethnicity (Japanese vs. British) was not
independently associated with the risk of stroke after adjustment for potential confounders

that could influence the risk of events regardless of whether or not OAC was used.

Ethnic differences

The age-adjusted prevalence of AF may be lower among Asians than among Caucasians. ’
However, the risk of stroke and systemic embolism for warfarin-anticoagulated AF Asian

patients appears higher compared to non-Asians, though Asians had similar mean stroke

risk scores. &°

In the present comparative study, the incidence of stroke in elderly patients (aged>75) in
Japan was 3.4% and 4.4% in the UK. In sub-group analysis of elderly patients not receiving
OAC, the same trends were found (3.9% in Japan vs. 4.9% in the UK). Importantly,
multivariable analysis showed that ethnicity was not independently associated with the risk
of stroke, after adjustment for potential confounders (i.e., the components of CHA,DS,-VASc
score). Thus, there is no obvious racial difference between Japan and the UK in the risk of

stroke amongst elderly AF patients.

Current use of antithrombotic therapy

https://mc.manuscﬂi{)tcentral .com/heart
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In recent years in Japan, prescription of warfarin has increased up to approximately 73%

101 The high rate of warfarin use in these cohorts may

without any gender differences.
reflect the participation in the selected institutions with cardiologists who are more familiar
with anticoagulation treatment in AF. In the present community based study, OAC therapy
was still underutilised (<60%) in both Japanese and British elderly populations. The risks are
probably multifactorial, perhaps reflecting a perception that elderly patients with AF have
carry a relatively higher risk of major bleeding, but the relative benefits/harms of oral
anticoagulation for stroke or mortality and major bleeding showed consistency despite

increasing age strata in a real-world and clinical trial setting.'**®

1415 and guidelines™® may also have contributed to the decrease in the

Recent clinical trials
use of antiplatelet agents in Fushimi registry. Nonetheless, about 40% of patients at high
risk of stroke were still receiving antiplatelet monotherapy in the Darlington registry.
Although the present analysis did not capture the reasons for withholding antithrombotic
therapy, other registries *’ found that more than half of reasons reported were based on
physician choice (that is, fears over the risk of bleeding and/or falls, worries over patient
adherence). A recent analysis of elderly patients from the UK General Practice Research
Database (GPRD) *® suggested that the under-utilisation of OAC among this group was not a
result of bleeding risk or comorbidities. Therefore, this may highlight the importance of

determining individual stroke and bleeding risk and discussing treatment options with

patients, prior to considering OAC therapy in elderly patients.

https://mc.manuscﬂi%)tcentral .com/heart
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Limitations

First, our study showed the risk of death was inversely related to OACs use, but this might
be reflected by the fact that OACs were unlikely to be used in patients with poorer general
health status (i.e., shorter life expectancy). The aspirin effect may be due to the reduction
of cardiovascular disease morbidity and mortality (where aspirin has some benefit overall,
albeit modest), rather than stroke/thromboembolism reduction (where aspirin has virtually
no beneficial effect)'®. This small mortality effect of aspirin (but with no impact on stroke)
was also seen recently in a paper from the Danish registries?®. In addition, OAC treatment in
the randomised trials is associated with a significant reduction in all cause mortality (by

26%), compared to placebo or control*

. Second, despite adjustment for various risk factors,
there remains the potential for residual confounding. For instance, a significant association
between ethnicity and death in the pooled sub-group analysis may be the result of
confounding that cannot be mitigated by statistical adjustment. The fact that patients in
Japanese population are younger than those in the UK may have a beneficial impact on
mortality in these populations. Third, compared with the UK patients, the use of
combination therapy of OAC with antiplatelet agents was three fold higher in Japanese
patients. Although OACs are recommended as effective stroke prevention in routine clinical
practice in Japan, anti-platelet drugs are likely to be overused.* No comparative data are
available on the bleeding risk of the 2 cohorts due to the lack of data on bleeding
complications in the UK registry, and further inter-ethnic studies are needed to investigate
the association between the use of combination therapy and bleeding risks in different
ethnic groups.

Fourth, data regarding warfarin control level (i.e., time in therapeutic range) was not

available in the Darlington registry during the follow-up period. Thus, to exclude the

https://mc.manuscﬂi‘btcentral .com/heart
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possible influence of OAC use on outcomes, we performed the sub-group analysis in
patients not receiving OAC, and evaluated racial difference between Japan and the UK in the
risk of stroke. Fifth, even though Fushimi-ku and Darlington regions are relatively densely
populated urban areas, and is assumed to represent a typical urban community in their
respective countries, the results in each region cannot completely represent that situation
in the 2 countries as a whole. Last, the present analysis did not capture the reasons for
withholding antithrombotic therapy, bleeding problems or compliance issues. These may

potentially be linked to the incidence of stroke and worsening prognosis.

In conclusion, elderly (age>75) AF patients in both Japan and the UK are at similarly high risk
of stroke and death, but OAC is still under-utilised in both populations. Ethnicity was not
independently associated with the risk of stroke in elderly AF patients, regardless of

whether OAC was used or not.
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Figure legends

Figure 1: CHA,DS,-VASc score distribution between patients with atrial fibrillation in Japan
and the United Kingdom

Figure 2: Stroke and death rate over 1 year follow-up for patients with atrial fibrillation in
Japan and the United Kingdom

Figure 3: Anti-thrombotic therapies in patients with atrial fibrillation by CHA,DS,-VASc score
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Table 1: Patient characteristics and current use of anti-thrombotic therapies in the Japanese

and United Kingdom cohorts

Heart

Fushimi AF Darlington AF P value
registry registry
(Japan) (UK)

Total (n=) 1791 1338
Mean (SD) Age, years 81.8(5.3) 83.6 (5.7) <0.01
Female (%) 887 (49.5) 739 (55.2) <0.01
Hypertension (%) 1141 (63.7) 934 (69.8) <0.01
Diabetes Mellitus (%) 400 (22.3) 288 (21.5) 0.59
Heart failure (%) 600 (33.5) 351 (26.2) <0.01
Previous stroke (%) 424 (23.7) 307 (22.9) 0.63
Vascular disease (%) 215 (12.0) 270(20.2) <0.01
Mean (SD) CHADS, score 2.7 (1.2) 2.6 (1.2) 0.43
Mean (SD) CHA,DS,-VASC 4.3(1.4) 4.4 (1.4) 0.03
score
Medication
Oral anticoagulants 993 (55.4) 647 (48.4) <0.01

- Vitamin K antagonist 902 (50.4) 634 (47.4) 0.10

- Non-vitamin K 91 (5.1) 13 (1.0) <0.01

antagonist

Antiplatelet agents 597 (33.3) 585 (43.7) <0.01
Combination use of Oral 270 (15.1) 63 (4.7) <0.01
anticoagulants and
Antiplatelet agents
No antithrombotic agents 471 (26.3) 169 (12.6) <0.01

SD, standard deviation; UK, United Kingdom; AF, atrial fibrillation

CHADS, score, Congestive heart failure, Hypertension, Age > 75 years, Diabetes mellitus, and
previous stroke/transient ischemic attack (double);

CHA,DS,-VASc score, Congestive heart failure, Hypertension, Age > 75 years (double),

Diabetes mellitus, previous thromboembolism (double), Vascular disease, Age 65—74 years,

and female gender
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©CoO~NOUTA,WNPE

Heart

Table 2: Multivariate logistic regression analysis for stroke and death

Stroke Death

OR (95%Cl) P value | OR (95%Cl) P value
Age 1.03 (0.99-1.06) | 0.11 1.10(1.08-1.12) | <0.001
Female 1.36 (0.91-2.04) | 0.13 1.02 (0.81-1.29) | 0.86
Heart failure 0.97 (0.63-1.46) | 0.88 1.71(1.35-2.15) | <0.001
Hypertension 1.26 (0.83-1.94) | 0.29 0.90(0.71-1.14) | 0.36
Diabetes mellitus 1.21(0.77-1.84) | 0.40 1.12 (0.85-1.45) | 0.42
Previous stroke 2.96 (2.01-4.35) | <0.001 |1.33(1.03-1.71) | 0.03
Vascular disease 1.24 (0.74-1.99) | 0.41 2.14 (1.63-2.79) | <0.001
Use of oral 0.69 (0.46-1.02) | 0.06 0.53 (0.41-0.67) | <0.001
anticoagulation
Ethnicity™* 0.92 (0.63-1.36) | 0.69 1.01 (0.80-1.27) | 0.92

(Japan vs UK)

* UK as a reference

OR, Odds Ratio; Cl, Confidence Interval; UK, United Kingdom
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Table 3: Multivariate logistic regression analysis for stroke and death in patients not

receiving oral anticoagulation (n=1489; Japan from Fushimi AF Registry [n=798] and the UK

from Darlington AF Registry [n=691])

Stroke Death

OR (95%Cl) P value | OR (95%Cl) P value
Age 0.99 (0.95-1.03) | 0.68 1.10 (1.07-1.13) | <0.001
Female 1.59 (0.93-2.79) | 0.09 1.10(0.81-1.49) | 0.54
Heart failure 1.04 (0.57-1.83) | 0.89 1.64 (1.20-2.24) | 0.002
Hypertension 1.53 (0.87-2.84) | 0.14 0.81(0.60-1.10) | 0.18
Diabetes mellitus 1.47 (0.82-2.53) | 0.19 1.17 (0.81-1.65) | 0.40
Previous stroke 2.42 (1.39-4.12) | 0.002 1.62 (1.14-2.27) | 0.01
Vascular disease 1.29 (0.65-2.39) | 0.45 2.36 (1.64-3.37) | <0.001
Use of antiplatelet agents | 1.20(0.68-2.15) | 0.54 0.39 (0.28-0.54) | <0.001
Ethnicity* 0.86 (0.50-1.47) | 0.58 0.67 (0.49-0.92) | 0.01

(Japan vs UK)

* UK as a reference

OR, Odds Ratio; Cl, Confidence Interval; UK, United Kingdom
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Figure 1: CHA,DS,-VASc score distribution between patients with atrial fibrillation in
Japan and the United Kingdom
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Figure 2: Stroke and death rate over 1 year follow-up for
patients with atrial fibrillation in Japan and the United Kingdom
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Figure 3: Anti-thrombotic therapies in patients with atrial fibrillation by CHA,DS,-VASc score
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the study, completing follow-up, and analysed

(b) Give reasons for non-participation at each stage
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data
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Main results 16

(a) Give unadjusted estimates and, if applicable, confounder-adjusted
estimates and their precision (eg, 95% confidence interval). Make clear

which confounders were adjusted for and why they were included
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Key results 18
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Limitations 19

Discuss limitations of the study, taking into account sources of potential
bias or imprecision. Discuss both direction and magnitude of any potential
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Interpretation 20

Give a cautious overall interpretation of results considering objectives,
limitations, multiplicity of analyses, results from similar studies, and other
relevant evidence
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Generalisability 21

Discuss the generalisability (external validity) of the study results
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Funding 22
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and, if applicable, for the original study on which the present article is
based
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