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Abstract

Background: We examined sex differences in cause of death and cause-specific excess mortality after stroke.
Materials and Methods: First-ever strokes (2010-2013; 35 hospitals) participating in the Australian Stroke
Clinical Registry were linked to national death registrations and other administrative datasets. One-year cause-
specific mortality was categorized as stroke, ischemic heart disease, other cardiovascular disease (CVD; e.g.,
hypertension), cancer, and other. Specific hazard ratios (sHRs) of death for women compared to men were
estimated using competing risk models, with adjustment for factors differing by sex (e.g., age and stroke
severity). Age- and sex-specific mortality rates expected in the general population were derived from national
data. Standardized mortality ratios (SMRs; observed/expected deaths) were estimated for cause-specific mor-
tality by sex after age standardization.

Results: Among 9,441 cases (46% women), women were 7 years older than men, had more severe strokes, and
received similar patterns of suboptimal secondary prevention medications at discharge. Women had greater
mortality associated with stroke (SHRpagjustea 1.65) and other CVD (sHR adjustea 1.65), which was related to
age and stroke severity rather than other factors. Compared to population norms, those surviving to 30 days had
eight-fold increased mortality from stroke (primary/recurrent) events irrespective of sex (SMRgge-siandardised
women 8.8; men 8.3). Excess mortality from other CVD was greater in women (SMRgc_standardised 3-6 vS. men
2.8; p 0.026).

Conclusions: Cause-specific mortality after first-ever stroke differs by sex. The greater death rate attributed to
stroke/other CVD in women was mostly explained by age and stroke severity. Greater implementation of
secondary stroke prevention is relevant to both sexes.
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Introduction 6 months.' It may be that there are sex differences in cause of
death after stroke that potentially vary over time. In the studies

OMEN HAVE BEEN reported to have greater all-cause  of cause-specific mortality up to 10 years after stroke, sex-
mortality in the long term after stroke than men.'* We  aggregated data are generally lacking,>™® and sex has been

have previously reported that the sex difference in 1- and used as a variable for adjustment in multivariable models.*>
5-year mortality is mostly associated with deaths in the first ~ Earlier studies had incomplete use of neuroimaging and other
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investigations that compromised reliability of diagnoses,*’

Furthermore, there is some evidence that women receive
evidence-based care less often than men.”® It is uncertain
whether such differences in stroke care contribute to the sex
differences in cause-specific mortality following stroke. Dif-
ferences in the attributable causes for excess mortality after
stroke compared to the general population, including any
difference by sex, are also limited and data are outdated.®

The aims of this study were to (i) examine whether the
cause-specific mortality up to 1 year after stroke varies by
sex, and over time, among hospitalized people with acute
stroke in Australia, (ii) identify the factors, including access
to evidence-based care, which may account for any sex dif-
ference in cause-specific mortality, and (iii) calculate the
excess mortality attributable to stroke and other causes
compared to the general population.

Materials and Methods
Study design

Data are from the Australian Stroke Clinical Registry
(AuSCR), a nationwide, multicenter, prospective registry
that incorporates standardized methods of data collection
using a validated system to assess the quality of acute stroke
care and outcomes in Australia.”'°

Institutional review board statement

This study was approved by the Tasmanian Health and
Medical Human Research Ethics Committee (H0015287); the
AuSCR Research Task Group and Management Committee
(08/2016); and appropriate ethics committees and/or govern-
ance bodies at all participating hospitals and the Australian
Institute of Health and Welfare (AIHW) for data linkage to
national death registrations, known as the National Death In-
dex (NDI). Participants are made aware that their data may be
used for secondary research purposes which is outlined in the
ethics approved patient information form for AuSCR. Due to
the lag times for receiving cause-specific mortality data from
the N DI,ll our study was limited to cases of first-ever stroke
registered in the AuSCR at 35 hospitals during 2010 2013.

Variables

Covariates used in the analyses included patient character-
istics and key in-hospital care processes that might explain the
sex differences in cause-specific after stroke. These covariates
were categorized into five groups, including: (i) socio-
demographics, (ii) behavioral risk factors and comorbidities,
(iii) stroke-related factors (e.g., stroke severity, stroke type, and
known pathological cause of ischemic stroke defined according
to the TOAST criten'a),12 (iv) processes of care provided in the
hospital, including four national indicators (access to stroke
unit care, intravenous thrombolysis if an ischemic stroke (IS),
care plan provided at discharge, and being discharged on an-
tihypertensive agents), and four additional indicators collected
in the state of Queensland (aspirin administration <48 hours if
an IS, mobilization during admission, swallow screen, and
being discharged on antiplatelets or antithrombotic medica-
tions (IS), and (v) discharge information (length of hospital
stay and discharge destination), and 90 180 day factors (living
arrangements, self-reported recurrent stroke event, and hospi-
tal readmission; see Supplementary Data S1).
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Through the Stroke 123 data linkage project,'” information
on risk factors for stroke and comorbidities was obtained
from administrative hospital records. These were based on
the International Statistical Classification of Diseases and
Related Health Problems 10th Revision (ICD-10) codes us-
ing a “‘look-back period” of 5 years before and including the
stroke event. The specific comorbidities were used to provide
a Charlson Cormorbidity Index score for each patient.'*

The ability to walk independently on admission was used as
a proxy assessment of stroke severity.""'> Stroke severity, in-
dicated by the walking ability on admission, has been estab-
lished as a predictor of all-cause mortality and contributing
factor to the greater 1-year mortality in women following
stroke using the same dataset.” We hypothesized that stroke
severity would also be associated with specific-cause mortality
following stroke, and examined the role of stroke severity on
the association between sex and individual cause of death.

Outcomes

All-cause and cause-specific mortality up to 1 year after
stroke were obtained by linkage of patient-level NDI data
through the ATHW, where all deaths are certified by a medical
practitioner on a Medical Certificate of Cause of Death or by a
coroner.'! The data in ICD-10 codes underwent quality checks
by trained staff.'" Primary causes of death were classified into
stroke, ischemic heart disease (IHD), other cardiovascular
disease (CVD; e.g., hypertension, atrial fibrillation, heart
failure, peripheral vascular diseases, and others), cancer, other
causes (including other diseases; accidents [e.g., falls]; med-
ical complications; and unclassified conditions), and unknown
causes (missing ICD-10 codes on death records).

Statistical analysis

Multilevel competing risk modeling, accounting for hospital
as a unit of patient clusters, was used to estimate specific hazard
ratios (sHRs) of specific cause of death for women compared to
men. Estimates of sex differences in processes of care and
mortality were performed for all hospitals and in relevant
subgroups (see Statistical Analysis section in Supplementary
Data S1).To assess the role of covariates on the association
between sex and outcomes, we used purposeful model build-
ing.'® Variables were entered into the model only if they met all
three criteria that defined them as potential confounding fac-
tors'®: (i) the covariate was associated with the outcomes,
p<0.1; (i) the covariate was associated with sex, p<0.1; and
(iii) the inclusion of the covariate changed the magnitude of the
coefficient for the sex difference in the outcome ([unadjusted f3
— adjusted f)/unadjusted x100%) by >10%. The model-
building process was initially undertaken for each covariate
separately, and then confounding or contributing factors were
included in the multivariable models. To minimize the impact
of missing data for multivariable models, those with missing
age and stroke severity were excluded (6%). The modifying
effect of time to death and other covariates on sex differences
was assessed by a test of the statistical significance of a coef-
ficient of a sex X covariate product term.

Comparison of patients with stroke and the general
population. Cause-specific excess mortality up to 1 year
after stroke was assessed for stroke, IHD, other CVD (e.g.,
hypertension), and cancer. Age- and sex-specific mortality
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rates for each cause of death by calendar year expected in the
general population were derived from Australian data (stroke
and other CVD: Australian Heart Disease Statistics 2016 by
the National Heart Foundation'” and cancer: data published
by AIHW'®). Expected deaths were estimated for each sex by
multiplying the age-specific person-years of observation in
the study group (stroke registrants) by the death rate of the
general population; values were summed for each age group
to calculate the number of expected deaths. We then esti-
mated the standardized mortality ratio (SMR) as the quotient
of observed to expected numbers of deaths for each cause,
separately for women and men. Absolute excess risk (AER)
for each cause of death was also estimated to compare the
absolute additional mortality between men and women at
1 year after stroke (AER =[expected — observed deaths]/age-
specific person-years at risk X 100). As stroke-specific mor-
tality is largely driven by deaths in the first 30 days after
onset, we reported the 1-year SMR and 1-AER in 30-day
survivors (often called nonfatal strokes®). Data are reported
with 95% confidence intervals (CIs) and a two-tailed p-value
<0.05 was considered statistically significant. All analyses
were performed using Stata 12.1 (StataCorp., TX)."

Results

There were 9,441 patients (median age 75 years [inter-
quartile range 64 84]; 46.4% female) with first-ever stroke
(81% ischemic) during 2010 2013. Based on socio-
demographic and stroke-related characteristics (Table 1),
women were ~ 7 years older than men and 9.3% fewer women
than men could walk independently upon admission. The
median Charlson Comorbidity Index scores in 8,819 patients
(>93% matches with administrative data) were similar between
men and women (Table 1). However, there were sex differ-
ences in some individual risk factors or comorbidities with
more women having dementia, hypertension, atrial fibrillation,
and heart failure/myocardial infarction, while more men were

smokers and had hyperlipidemia and diabetes mellitus. Wo-
men had fewer known causes of stroke and experienced more
stroke events, while in hospital for another condition (in-
hospital stroke) than men (Supplementary Table S1).

Sex differences in care and outcomes

We found that men and women generally received similar
acute care (Table 2). The exception was that ~ 10.6% fewer
women were administered aspirin <48 hours than men based
on the subset of patients from Queensland (n=21 hospitals;
n=2,972), regardless of whether or not early deaths <48
hours were excluded.

When compared to men, women were 2.2 times more often
discharged to aged care facility, 1.3 times less often dis-
charged directly home from acute care, and ~50% more
likely to live alone at 90 180 days at stroke (Supplementary
Table S1).

Sex difference in cause-specific mortality after stroke

Women had greater all-cause mortality (25.4% vs. men
19.1%; p<0.001) at 1 year after a first-ever stroke. Stroke and
CVD (i.e., IHD and other cardiovascular conditions) ac-
counted for over half of all deaths within 1 year following
stroke. However, the distribution of cause of death differed
between the sexes. Among those deceased by any cause
(n=2,080; Fig. 1 and Supplementary Table S2), men had
more deaths due to cancer (12% vs. women 6%) and IHD (8%
vs. women 6%), while women had more deaths attributed to
stroke (50% vs. men 41%) or other CVD (16% vs. men 13%).
More specific details of each cause are provided in Supple-
mentary Table S2. The proportion of missing ICD codes for
cause of death was comparable between the sexes (women
9% and men 10%). Further details of the distribution of cause
of death for women and men by age group and time to death
are provided in the Supplementary Figures S1 and S2.

TABLE 1. CHARACTERISTIC OF AUSTRALIAN STROKE CLINICAL REGISTRY REGISTRANTS
FOR FIRST-EVER STROKE DURING 2010—-2013 (N=35 HOSPITALS) BY SEX

Men n (%)* Women n (%)* p-Value
Number of cases 5,059 (53.6) 4,382 (46.4) <0.001
Age, median (IQR)" 72.0 (61.8-81.0) 78.8 (67.8—-85.9) <0.001
Walking independently at admission (proxy for less severe stroke)b 1,949 (40.9) 1,304 (31.6) <0.001
Comorbidities® (N=8,819)
Number of cases 4,716 (53.5) 4,103 (46.5) <0.001
Charlson Comorbidity Index score, median (min max) 30 12) 30 12) 0.192
Individual comorbidities
Dementia 226 (4.8) 317 (71.7) <0.001
Hypertension 3,309 (70.2) 3,050 (74.4) <0.001
Smoking 1,179 (25.0) 658 (16.0) <0.001
Hyperlipidemia 710 (15.1) 521 (12.7) 0.001
Atrial fibrillation 1,362 (28.9) 1,457 (35.5) <0.001
Heart failure/myocardial infarction 910 (19.1) 899 (21.9) 0.001
Renal or liver disease 580 (12.3) 503 (12.3) 0.955
Chronic obstructive pulmonary disease 370 (7.9) 347 (8.5) 0.295
Diabetes 939 (19.9) 696 (17.0) <0.001
Cancer 596 (12.6) 358 (8.7) <0.001

Bold denotes statistically significant results.

“n (%) unless otherwise indicated.

"Missing data <6%.

“Those with additional administrative data on comorbidities.
IQR, interquartile range.
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TABLE 2. PROCESSES OF CARE RECEIVED IN HOSPITAL AND DISCHARGE INFORMATION
AMONG AUSTRALIAN STROKE CLINICAL REGISTRY REGISTRANTS (2010—-2013) By SEX

Men Women p-Value
n (%) n (%)
Processes of care
Treated in stroke units 4,103 (81.1) 3,434 (78.4) 0.258
Intravenous thrombolysis® 519 (12.8) 418 (12.1) 0.298
Discharged on antihypertensives® 3,133 (69.5) 2,568 (68.9) 0.634
Care plan for discharge® 1,138 (49.0) 866 (47.5) 0.487
Additional processes of care (Queensland; 21 hospitals)
Number of cases 1,574 (53.0) 1,398 (47.0) <0.001
Mobilization 515 (59.1) 454 (52.1) 0.057
Mobilization <48 hours® 383 (44.0) 351 (40.3) 0.764
Swallow assessment <24 hours 762 (48.4) 604 (43.2) 0.389
Aspirin administration <48 hours® 788 (60.2) 570 (49.6) 0.042
Antiplatelets/antithromboticsa’b 755 (83.0) 579 (79.6) 0.666
Discharge information
Length of stay, median (IQR) daysb 6 (3—-10) 6 (3—-12) 1.000
Discharge destination
Home 2,150 (42.5) 1,486 (33.9) <0.001
Inpatient rehabilitation 1,510 (29.9) 1,339 (30.6)
Residential aged care facility 174 (3.4) 337 (7.7)
Other hospitals/facilities 764 (15.1) 668 (15.2)
Died in hospital 461 (9.1) 552 (12.6)

Missing data on evidence based therapy were assumed to be ‘‘unreceived’’; denominators for all registrants unless otherwise indicated.

aOnly applies to patients with ischemic strokes.
Only applies to patients who were discharged.

“Only applies to patients discharged to community (e.g., to a home setting or institutional residential aged care).

dOnly applies to patients unable to walk on admission.

For other CVD mortality at 1 year after stroke, women
more often died from atrial fibrillation (49.2% vs. men
45.0%) and heart failure (5.5% vs. men 3.1%) than men.
Among those who died due to cancer, more men than women
died from urinary tract cancer (men 7.5% vs. 2.9%) or skin
cancer (men 9.2 vs. 5.7%), while more women than men died
from cancer of the lung (18.6% vs. men 11.7%) or digestive
system (32.9% vs. men 25.8%; Supplementary Table S2).

Factors contributing to sex difference in mortality

All causes. Data were available for 94% (n=28,889) of
the 9,411 patients because of missing data on covariates,
including age and stroke severity. Women were 39% more
likely to die by 1 year after stroke than men in the unadjusted
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FIG. 1. Causes of death up to 1 year after stroke by sex.
IHD, ischemic heart disease; CVD, cardiovascular disease.

analysis (women:men hazard ratio [HR] 1.39, 95% CI 1.23
1.56). Advanced age and more severe strokes in women,
compared to men, explained their greater all-cause mortality
(HR gjustea 1.01, 95% CI 0.89 1.15). In the subset of the
Queensland patients, women also had greater all-cause
mortality (HRynagjustea 1.30, 95% CI 1.08 1.57). Women’s
advanced age, more severe strokes, and lower likelihood of
early aspirin administration fully accounted for the sex dif-
ference (HRgyiiy-adjusted 0-84, 95% CI 0.69 1.01; aspirin ex-
plained ~ 16% of the difference).

Cause-specific (Fig. 2) stroke related. Women had a
65% greater risk of death associated with stroke than men
(SHRynadjustea 1.65, 95% CI 1.42 1.91; Table 3). The sex
difference was greatly attenuated after adjustment for age and
stroke severity (SHRgjusted 1.19,95% CI 1.02 1.40; Table 3).
In the subset of Queensland patients, women had greater
stroke-specific mortality (SHRpagjusiea 1.61, 95% CI 1.11
2.34) than men. Women’s advanced age, more severe strokes,
and lower likelihood of early aspirin administration fully
accounted for the sex difference (SHRfy1y-adjustea 0.95, 95%
CI 0.66 1.34; aspirin explained ~ 13% of the difference).

Ischemic heart disease. Women appeared to have a
lesser risk of death due to IHD (SHRypadjusted 0-88, 95% CI
0.65 1.18 and sHRygjysieq 0-58, 95% CI1 0.43 0.77), but they
had more deaths from other CVD, that is, atrial fibrillation
and heart failure (SHRypadjustea 1.65, 95% CI 1.29 2.12;
Table 3). The greater risk of death due to other CVD in
women was similarly accounted for by age and stroke se-
verity (SHR gjustea 1.12, 95% CI 0.85 1.48; Table 3).
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Cancer. The risk of death attributable to cancer was less  (Table 4; p <0.001). People with stroke were also more likely

in women (SHR yagjustea 0.69, 95% C10.50 0.95) than in men
and the sex difference remained significant after accounting
for age (Table 3). None of the factors, including stroke se-
verity (indicated by being unable to walk independently on
admission; Supplementary Table S3), stroke type (Supple-
mentary Fig. S3), time to death (Supplementary Table S4),
indicators of processes of care available among all hospitals,
and other covariates (e.g., risk factors or comorbidities),
confounded or modified the sex difference in cause-specific
mortality after stroke.

Sex difference in excess death rates after stroke

Compared to the general Australian population, patients
with a first-ever stroke surviving to 30 days had more than an
eight-fold increased risk of death (standardized for age) due
to the index stroke or a recurrent stroke within 1 year after
stroke, irrespective of sex (SMR, Women: 8.8; Men: 8.3;
p=0.656). The absolute excess risk for stroke was 35.0/1,000
person-years in women and 17.4/1,000 person-years for men

to die from IHD within 1 year than the general population, but
the excess mortality, standardized for age, was only slightly
greater in men (SMR men 3.5 vs. 3.0; p=0.310). Conversely,
the excess mortality risk for other CVDs was greater in
women than men (SMR 3.6 vs. 2.8; p=0.026) compared to
the general population. Men and women with stroke shared
an equal 2.6 times greater risk of death from cancer, although
the numbers were small (Table 4).

Discussion

In this study, we found that mortality up to 1 year after
stroke was mostly associated with CVDs and cancer, and the
specific-cause mortality differed by sex. Women had more
deaths due to stroke and other CVDs (not including IHD),
while men had greater risks of death from IHD or cancer.
Women’s advanced age and more severe strokes contributed
to the increased risk of death due to stroke and other CVD
(i.e., atrial fibrillation and heart failure). In a subset of the
cohort, women with ischemic stroke were less often treated

TABLE 3. SpeciFiICc HAZARD RATIO OF DEATH UP TO ONE YEAR AFTER STROKE FOR WOMEN COMPARED
TO MEN IN AUSTRALIAN STROKE CLINICAL REGISTRY 2010 2013 UsING COMPETING RiSK MODELS

Cause of death SHR (95% CI); unadjusted

SHR (95% ClI); adjusted for

Age

Stroke severity®

Age and severity

Stroke 1.65 (1.42 1.91)°
Ischemic heart disease 0.88 (0.65 1.18)
Other CVD 1.65 (1.29 2.12)°
Cancer 0.69 (0.50 0.95)°
Other conditions 1.17 (0.87 0.58)
Unknown 1.12 (0.84 1.49)

All-cause 1.39 (1.23 1.57)°

1.28 (1.10 1.49)°
0.60 (0.45 0.79)°
1.19 (0.91 1.56)
0.67 (0.50 0.91)°
0.99 (0.70 1.36)
0.89 (0.64 1.21)

1.08 (0.95 1.22)°

1.46 (1.25 1.71)°
0.82 (0.60 1.12)
1.49 (1.16 1.93)°
0.69 (0.50 0.94)°
1.08 (0.79 1.47)
1.05 (0.78 1.40)

1.26 (1.11 1.44)°

1.19 (1.02 1.40)°
0.58 (0.43 0.77)°
1.12 (0.85 1.48)
0.67 (0.49 0.91)°
0.94 (0.68 1.30)
0.86 (0.63 1.17)

1.01 (0.89 1.16)

“Walking independently on admission was used as a proxy for stroke severity (unable to walk=more severe and able to walk=1less

severe).
PStatistically significant results.

sHR, specific hazard ratio; CI, confidence interval; CVD, cardiovascular disease.
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with aspirin <48 hours compared to men and this explained
part of the sex difference in stroke-specific mortality. None of
the other evidence-based therapies contributed to the sex
differences in specific-cause mortality after stroke. However,
evidence of undertreatment for both sexes was noted for
secondary prevention strategies and the provision of a dis-
charge care plan.

In the first year following stroke, both men and women
surviving to 30 days had at least an eightfold excess mortality
from stroke compared to people of the same age and sex in the
general population. Furthermore, they were 3 times more
likely to die from other CVD and 2.6 times more likely to die
from cancer than the general population, consistent the re-
search by Bronnum-Hansen et al. conducted 15 years ago.®

More deaths due to stroke and other CVD in women

Age was the most important factor contributing to 51% of
the sex differences in stroke-specific mortality. Older age can
reflect the multimorbidity'® and underreceipt of evidence-
based stroke care,?° both of which are associated with poorer
survival after stroke. It is critical to develop clinical recom-
mendations that incorporate age-related complexities (e.g.,
multimorbidities and polypharmacy) as these may optimize
the outcomes of older patients with stroke.

In our study, stroke severity accounted for 24% of the
greater stroke mortality in women than men, and is supported
by the evidence from older studies.' In our earlier work using
data from eight population-based studies,”’ more severe
strokes in women compared to men were partly explained by
age, prestroke dependency, and atrial fibrillation. Strategies
to improve prestroke health in the elderly, the majority of
whom are women, including targeting modifiable factors
contributing to stroke severity (e.g., atrial ﬁbrillationzz),
could lessen these sex differences. Further research on the
potential biological origin of sex differences in stroke se-
verity is needed to better understand these disparities. The
ability to walk on admission as a proxy for stroke severity>>
appeared to be areliable predictor of mortality outcome in the
study as shown by others in stroke.”” The collection of
NIHSS data in AuSCR was introduced in 2015, and in the
future may allow more opportunities to more fully explore
the factors underpinning this observation.

The receipt of aspirin within 48 hours of stroke contributed
to the sex difference in stroke mortality, but the data were
only available in a subset of patients from Queensland hos-
pitals. The undertreatment with antiplatelet or anticoagulants
in women has been observed previously,* suggesting a need
to ensure greater access to early treatment with aspirin for
women. Although the sex difference in aspirin administration
was not fully explained by the covariates collected in the
AuSCR, other unmeasured factors such as complications and
contraindications to treatment (e.g., allergy, bleeding disor-
der, or uncontrolled hypertension)*> may play a role. Since
mid-2016, we have expanded data collection in the registry to
include additional processes of care measures (i.e., aspirin
administration) and contraindications. In the future, this may
enable more detailed assessment of a potential sex bias in the
early treatment, and thus may provide more opportunities to
address the sex differences in mortality after stroke.

There was a residual sex difference in stroke-specific
mortality after accounting for age and stroke severity. This

could be due to other unmeasured factors such as preexisting
functional limitations and presence of atrial fibrillation that
were found to be contributors to the greater mortality in
women. '

The greater risk of death due to other CVD (excluding
IHD) in women, particularly atrial fibrillation (AF) and heart
failure, was consistent with the sex differences in the co-
morbidity profile of those with stroke; women were older and
frailer, and more often had AF and hypertension than men."
Suboptimal management of AF such as undertreatment with
anticoagulants among older patients,”® many of whom are
women, underpins the need for better detection and treatment
of AF in older men and women.

Fewer deaths due to IHD in women

Men develop IHD and stroke at a younger age, and have
less severe stroke, than women, this being reflected in the
greater risk of death from IHD in men. Men with stroke also
present with poorer lifestyle risk factors (e.g., smoking and
alcohol consumption) or medical histories (i.e., more often
having a history of coronary heart disease) that may lead to
their higher mortality from IHD.?’

The role of stroke severity in mortality due to CVD

Stroke severity>> was associated with increased risk of
death due to IHD and other CVD, and also contributed to
greater cause-specific mortality in women. It may, however,
also be affected by prestroke factors, which concurrently
affect mortality such as frailty.® Although uncertainty exists
over the causal pathway of the association between stroke
severity and increased risk of dying from CVD, there are
some potential explanations. Inability to walk on admission
could reflect the presence of functional limitation before
stroke that is associated with chronic diseases, including
cardiovascular conditions and frailty.”® Although early mo-
bilization is recommended in clinical guidelines®**° to im-
prove walking and functional independence,®' only 40% of
patients were mobilized <48 hours of admission in our study.
This suggests that restricted mobility caused by stroke (i.e.,
hemiplegia and paraplegia), indicated by walking ability on
admission, may persist into the longer term following stroke.
Those people with restricted mobility (preexisting or fol-
lowing stroke) face a high risk of venous thromboembolism
and cardiovascular events,32 and subsequent development of
frailty, which is also associated with increased mortality in
CVD, including stroke.>?

Excess deaths due to stroke, CVD,
and cancer for both sex

Men and women with stroke had notable excess deaths due
to stroke, other CVD, and cancer when compared to the
general population, even after age standardization. These
diseases share common risk factors, such as hyperlipidemia,
diabetes, and smoking,34 and potentially relate to a common
mechanism (atherosclerosis).> Primary prevention strategies
should be prioritized by targeting vascular risk factors and
comorbidities to improve survival following stroke. In ad-
dition, a large number of men and women with stroke were
not treated with evidence-based therapies, including man-
agement in a stroke unit, intravenous thrombolysis for



ischemic stroke, and secondary prevention medication at the
time of discharge (Table 2). Only 70% of AuSCR registrants
were prescribed antihypertensive medications at discharge
from hospital. This is concerning as we have previously
shown that patients not prescribed these agents experienced
worse long-term survival outcomes than those prescribed
these agents before discharge from hospital.*® Therefore, we
should continuously strive to improve access to evidence-
based care in Australia after acute stroke, regardless of gen-
der, to promote a better chance of survival.” One way to
increase the use of evidence-based care is through quality
improvement programs.®”*° If hospitals provided care in line
with evidence-based clinical guidelines, the health and eco-
nomic benefits of reducing the impacts of stroke would be
substantial within the Australian context.*! Moreover, be-
cause patients with stroke and a history of cancer have an
increased risk of recurrent stroke and cardiovascular mor-
tality,** further examination on predictors of long-term out-
comes among people with stroke and cancer is needed to
inform future interventions.

Strengths and limitations

To our knowledge, this is the first time a national stroke
registry has been used to examine sex differences in cause-
specific mortality 1 year after stroke. Our research also pro-
vides the excess death rate according to each cause of death
(i.e., stroke, IHD, other CVD, and cancer) for both men and
women compared to the Australian general population. The
findings were based on a large high-quality dataset, enabling
us to have enough reliability and power to test our hypothe-
ses. Stroke performance indicators in the AuSCR were
aligned with high-priority national clinical recommenda-
tions, making our work relevant to current clinical practice.
The AuSCR data on survival and cause of death linked to the
national registration minimized selection bias from missing
death records (only 10% of registrants had unknown cause of
death). We were able to assess the roles of a wide range of
covariates in sex differences in cause of death, particularly
risk factors for stroke and comorbidities through linked ad-
ministrative data.

We acknowledge some limitations of the study. Some
potential confounding factors of the sex differences in mor-
tality after stroke, including living arrangement before
stroke, prestroke function, withdrawal of care during the
hospitalization, and other processes of care (e.g., being dis-
charged on statins), were unavailable. In our earlier work
using data from 13 population-based studies,’ we found
preexisting functional limitations, but not differences in
stroke care, contributed to the greater mortality in women.
The AuSCR sample was consistent with other representative
stroke populations.” For example, the all-cause mortality by
1 year (22%) was comparable to other similar studies
worldwide.! However, patients registered in the AuSCR
hospitals during the study period were mainly admitted to
neurology/stroke units and from metropolitan areas.” The
possibility of bias from these attributes cannot be eliminated,
which is another limitation in relationship to generalizability
of the findings. According to a recent study of the accuracy of
the Australian NDI, attributing deaths to CVD (cardiac dis-
eases and stroke) was more likely to be inaccurately recorded
compared to cancer-related deaths.*® However, sex differ-
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ences were unlikely to be affected because similar inaccuracy
of the national registration is expected for both groups.

Conclusions

We found that women, compared to men, more often died
at 1 year after stroke and the cause-specific mortality varied
by sex. Women had more deaths attributed to stroke or other
CVD than men, and the difference was mostly accounted for
by their advanced age and stroke severity, rather than other
factors. Compared with the general population, excess mor-
tality for both sexes was mostly attributed to stroke or re-
current events, other cardiovascular conditions, and cancer.
Our findings reinforce the need for better primary and sec-
ondary prevention of stroke and CVD for men and women by
targeting cardiovascular risk factors and comorbidities.
Suboptimal prescribing of prevention medications at dis-
charge among both sexes highlights the importance of im-
proving access to evidence-based care to all people who
suffer stroke as this is associated with better survival and
other outcomes.
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