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“That boulder did what it was there to do. Boulders fall. That’s their nature.
It did the only natural thing it could do.”
Aron Ralston, Between a rock and a hard place
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Abstract

Background Many risk factors for stroke are well characterized and might,
at least to some extent, be similar for first-ever stroke and for recurrent
stroke events. However, previous studies have shown heterogeneous results
on predictors and rates of stroke recurrence. Patients who survive
spontaneous intracerebral hemorrhage (ICH) often have compelling
indications for antithrombotic (AT) treatment (antiplatelet (AP) and/or
anticoagulant (AC) treatment), but due to controversy of the decision to
treat, a large proportion of these patients are untreated. In the absence of
evidence from randomized controlled trials (RCTs), there is need for more
high- quality observational data on the clinical impact of, and optimal timing
of AT in ICH survivors. The aims of this thesis were to assess time trends in
stroke recurrence, to determine the factors associated with an increased risk
of stroke recurrence — including socioeconomic factors — and to determine
to what extent ICH survivors with and without atrial fibrillation (AF) receive
AT treatment and to determine the optimal timing (if any) of such treatment.

Methods The population-based Monitoring Trends and Determinants of
Cardiovascular Disease (MONICA) stroke incidence register was used to
assess the epidemiology and predictors of stroke recurrence after ischemic
stroke (IS) and ICH from 1995 to 2008 in northern Sweden. Riksstroke, the
Swedish stroke register, linked with the National Patient Register and the
Swedish Dispensed Drug Register, made it possible to identify survivors of
first-ever ICH from 2005 to 2012 with and without concomitant AF to
investigate to what extent these patients were prescribed AP and AC therapy.
The optimal timing of initiating treatment following ICH in patients with AF
2005—2012 was described through separate cumulative incidence functions
for severe thrombotic and hemorrhagic events and for the combined
endpoint “vascular death or non-fatal stroke”. Riksstroke data on first-ever
stroke patients from 2001 to 2012 was linked to the Longitudinal Integration
Database for Health Insurance and Labour market studies to add
information on education and income to investigate the relationship
between socioeconomic status and risk of recurrence.

Results Comparison between the cohorts of 1995-1998 and 2004—2008
showed declining risk of stroke recurrence (hazard ratio: 0.64, 95%
confidence interval (CI): 0.52-0.78) in northern Sweden. Significant factors
associated with an increased risk of stroke recurrence were age and diabetes.
Following ICH, a majority (62%) of recurrent stroke events were ischemic.
The nationwide Riksstroke study confirmed the declining incidence, and it
further concluded that low income, primary school as highest attained level



of education, and living alone were associated with a higher risk of
recurrence beyond the acute phase. The inverse effects of socioeconomic
status on risk of recurrence did not differ between men and women and
persisted over the study period.

Of Swedish ICH-survivors with AF, 8.5% were prescribed AC and 36.6% AP
treatment, within 6 months of ICH. In patients with AF, predictors of AC
treatment were less severe ICH, younger age, previous anticoagulation,
valvular disease and previous IS. High CHA,DS,-VASc scores did not seem
to correlate with AC treatment. We observed both an increasing proportion
of AC treatment at time of the initial ICH (8.1% in 2006 compared with
14.6% in 2012) and a secular trend of increasing AC use one year after
discharge (8.3% in 2006 versus 17.2% in 2011) (p<0.001 assuming linear
trends). In patients with high cardiovascular event risk, AC treatment was
associated with a reduced risk of vascular death and non-fatal stroke with no
significantly increased risk of severe hemorrhage. The benefit appeared to be
greatest when treatment was started 7—-8 weeks after ICH. For high-risk
women, the total risk of vascular death or stroke recurrence within three
years was 17.0% when AC treatment was initiated eight weeks after ICH and
28.6% without any antithrombotic treatment (95% CI for difference: 1.4% to
21.8%). For high-risk men, the corresponding risks were 14.3% vs. 23.6%
(95% CI for difference: 0.4% to 18.2%).

Conclusion Stroke recurrence is declining in Sweden, but it is still common
among stroke survivors and has a severe impact on patient morbidity and
mortality. Age, diabetes and low socioeconomic status are predictors of
stroke recurrence. Regarding ICH survivors with concomitant AF, physicians
face the clinical dilemma of balancing the risks of thrombosis and bleeding.
In awaiting evidence from RCTs, our results show that AC treatment in ICH
survivors with AF was initiated more frequently over the study period, which
seems beneficial, particularly in high-risk patients. The optimal timing of
anticoagulation following ICH in AF patients seems to be around 7-8 weeks
following the hemorrhage.



Original articles

This thesis is based on the following articles, which will be referred to in the
text by the corresponding Roman numerals (I-IV):

I: Pennlert J, Eriksson M, Carlberg B, Wiklund PG. Long-term risk and
predictors of recurrent stroke beyond the acute phase. Stroke. 2014;45:1839-
1841.

II: Pennlert J, Asplund K, Carlberg B, Wiklund PG, Wisten A, Asberg S,
Eriksson M. Antithrombotic treatment following intracerebral hemorrhage
in patients with and without atrial fibrillation. Stroke. 2015; 46:2094-2099.

III: Pennlert J, Overholser R, Asplund K, Carlberg B, van Rompaye B,
Wiklund PG, Eriksson M. Optimal timing of anticoagulant treatment
following intracerebral hemorrhage in patients with atrial fibrillation.
Submitted.

IV: Pennlert J, Asplund K, Glader EL, Norrving B, Eriksson M.

Socioeconomic status and the risk of stroke recurrence. Persisting gaps
observed in a nationwide Swedish study 2001-2012. Submitted.

Papers I and II were reproduced with permission from the publisher.



Abbreviations

AC
ADL
AF
AP
ASA
AT
ATC
CAA

CDR
CHADS:,

CHA.DS,-VASc

CI

CIF

DALYs
HAS-BLED

HR
ICD
ICH
INR
IS
IPR
K-M
LISA

MI
MONICA

NOACs
NPR
PAR

PH
PPV

Anticoagulant

Activities of daily living

Atrial fibrillation

Antiplatelet

Acetylsalicylic acid

Antithrombotic

Anatomical Therapeutic Chemical

Cerebral amyloid angiopathy

Cause of Death Register

Acronym for Congestive heart failure,
Hypertension, Age, Diabetes, previous
Stroke/TIA

Acronym for Congestive heart failure,
Hypertension, Age, Diabetes, previous
Stroke/TIA, VAScular disease

Confidence interval

Cumulative incidence function
Disability-adjusted life years

Acronym for Hypertension, Abnormal
liver/renal function, Stroke, major Bleeding
history (or anemia, predisposition to bleeding),
Labile International Normalized Ratio (INR),
Elderly (age >= 65), Drug therapy
(concomitant therapy such as AP, NSAID —
non-steroidal anti-inflammatory
drugs)/excessive alcohol intake

Hazard ratio

International Classification of Diseases
Intracerebral hemorrhage

International Normalized Ratio

Ischemic stroke

Inpatient Register (part of the NPR)
Kaplan—Meier

Longitudinal Integration Database for Health
Insurance and Labour Market Studies
Myocardial infarction

Monitoring of Trends and Determinants of
Cardiovascular Disease

Non-vitamin K antagonist oral anticoagulants
National Patient Register

Population attributable risk

Proportional Hazard

Positive predictive value
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RCT
RLS
SAH
SES

SPDR
STA
TIA

TOAST

WHO

Randomized controlled trial

Reaction Level Scale

Subarachniodal hemorrhage
Socioeconomic status

Swedish Prescribed Drug Register
Swedish Tax Agency (Folkbokféringen)
Transient ischemic attack

Trial of Org 10172 in Acute Stroke Treatment
(stroke classification)

Venous thromboembolism

World Health Organization
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Popularvetenskaplig sammanfattning
Bakgrund

Av ca 30,000 strokeinsjuknanden per &r i Sverige utgor ca 25 %
aterinsjuknanden. Givet en &aldrande befolkning, och i skenet av att
dodligheten i sjukdomen minskat, forvdntas antalet stroke-overlevare i
Sverige 6ka i framtiden. Grovt kan stroke indelas i hjarninfarkter (som
orsakas av ocklusion i flera, eller nagot av hjarnans blodkirl) och spontana
hjarnblodningar. Ménga riskfaktorer for stroke ar relativt vil kinda och kan
antas vara i princip desamma for forstagidngs-stroke som for
aterinsjuknanden, men populationsbaserad kunskap om vilka faktorer som
gor vissa individer speciellt utsatta for risken att aterinsjukna saknas. Fa
studier har intresserat sig for hur socioekonomiska skillnader (t ex olika
utbildnings- och inkomstnivder) péaverkar risken att aterinsjukna och
resultaten fran de sma studier som finns ar motstridiga.

Vad giller likemedelsbehandling av strokepatienter for att forebygga
aterinsjuknanden finns gott vetenskapligt underlag for blodtryckssiankande
ladkemedel efter bade hjarninfarkt och hjarnblodning och for
blodfettssdankande ldkemedel och proppforebyggande
(trombocythammande) behandling till patienter som 6verlevt hjarninfarkt.
Enligt gillande riktlinjer skall patienter som genomgéatt en hjarninfarkt och
har kroniskt eller paroxysmalt formaksflimmer behandlas med
blodfértunnande liakemedel (antikoagulantia). Idag har ca 30 % av
patienterna som insjuknar i hjarninfarkt féormaksflimmer. Férebyggande
behandling efter hjarnblodning kompliceras av att patienter som overlevt

o

hjarnblodningar & ena sidan loper risk for att aterinsjukna i en ny
hjarnblodning, & andra sidan inte sdllan har samtidig indikation for
trombocythimmande eller blodfértunnande behandling, t ex tidigare
hjartinfarkt eller formaksflimmer. Det saknas idag vetenskapligt vil

underbyggda riktlinjer for hur ldkare skall hantera detta kliniska dilemma.
Malsattning

Syftet med detta avhandlingsarbete var att undersoka risken att aterinsjukna
i stroke och redogora for vilka faktorer som medfor 6kad risk, att kartligga
hur stor andel patienter som ordineras antikoagulantia eller
trombocythammande likemedel efter hjarnblédning, och slutligen att
studera utfallet och den eventuellt optimala inséttningstiden (vad géller
risk/nytta) av sddan behandling bland patienter, med formaksflimmer, som
overlevt hjairnblodning.

viii



Metoder och Resultat

Alla delstudier i denna avhandling dr registerbaserade observationsstudier.

I en studie av 6,700 patienter som Gverlevt en forsta stroke i Norr- och
Vasterbotten och registrerats i det populationsbaserade MONICA stroke
incidensregistret mellan dren 1995—2008 visade vi en 36 % minskad risk att
aterinsjukna bland patienter i den senaste tidsperioden, jamf{ort den forsta. I
ovrigt fann vi att dldre patienter och patienter med diabetes lopte 6kad risk
att aterinsjukna. I en studie, baserad p& nationella data frdn Riksstroke, som
omfattade 168,295 patienter, sag vi 4ven att patienter med lagre utbildnings-
och inkomstnivd samt ensamboende 16pte storre risk att aterinsjukna i
stroke. Sambandet mellan 1ig socioekonomisk status och hogre risk att
aterinsjukna var liknande bland min och kvinnor och minskade inte Gver

tid.

Andelen patienter som oOverlevt en hjarnblodning med samtidigt
formaksflimmer har 6kat over tid och av alla patienter med hjarnblédning
stod ca 40 % pad antingen trombocythimmande eller blodfértunnande
behandling vid tiden for insjuknandet. Patienter med formaksflimmer som
overlevt hjarnblodning och, efter utskrivning fran sjukhus, fick behandling
med antikoagulantia var yngre, hade oftare en historik av tidigare
hjarninfarkt, stod i stérre utstrackning pa antikoagulantia vid tidpunkten for
hjarnblodningen, led oftare av samtidig hjartklaffsjukdom och hade mindre
allvarliga hjarnblodningar jaimfort de som inte fick behandling. Bland
flimmerpatienterna sigs ocksé en trend att behandling med antikoagulantia
efter hjarnblodning har blivit vanligare 6ver tid.

Behandling med antikoagulantia var associerad med en minskad risk fér den
kombinerade utfallsvariabeln vaskuldr dod och icke-fatal stroke bland
hogriskpatienter med formaksflimmer som o6verlevt hjarnblédning. Det
optimala tidsintervallet for insdttning av behandling tycktes vara ca 7-8
veckor efter hjarnblodningen for att maximera nyttan och minimera riskerna
med behandlingen.

Diskussion och slutsatser

I delstudierna till denna avhandling har vi foljt svenska stroke-patienter 6ver
en 18-arsperiod (1995—-2012). Under denna tid har stora férbattringar inom
den svenska strokevarden skett, fler far ratt forebyggande behandling efter
stroke (sdsom blodtryckssankande behandling och dartill blodfettssdnkande
och antitrombotisk behandling efter hjarninfarkter), en vixande andel har
under studietiden vardats p& stroke-enhet och &dven tillgdngen till
akutbehandling i form av propplésande likemedel efter hjarninfarkt har



okat. Dessutom ser man, pa befolkningsniva, positiva trender vad géller
generella riskfaktorer for hjart-karlsjukdom, sdsom mindre rokning, lagre
blodfetter och ldgre blodtrycksnivaer. Allt detta forklarar sédkerligen
atminstone delvis vara fynd att risken att aterinsjukna i stroke har minskat
over tid. Det finns dock anledning att intensifiera forebyggande atgérder i
vissa utsatta grupper. Patienter med diabetes och dldre personer loper storre
risk att aterinsjukna, liksom de i socialt underprivilegierade grupper. Aven
de som bor ensamma 16per storre risk att aterinsjukna.

Vad giller det kliniska dilemmat kring antitrombotisk behandling efter
hjarnblodning, dar patienten & ena sidan 16per 6kad risk att drabbas av en ny
hjarnblodning och & andra sidan ofta har risk fér blodproppar, fann vi att allt
fler som insjuknar i hjarnblodning star pa blodfértunnande behandling vid
insjuknandet. Trots avsaknad av evidens har ocksa ldkare blivit mer benigna
att behandla patienter med blodfortunnande behandling efter hjarnblédning
under de ar (2005—2012) vi studerat. Denna kliniska praxis har dock visat
sig vara till godo for de flesta patienter vi observerat med samtidigt
formaksflimmer. Den optimala tiden for insdttning av blodfértunnande
behandling till denna patientgrupp for att minimera risk och maximera
nyttan tycks vara ca 7-8 veckor efter hjarnblodningen. Den bésta
behandlingsstrategin efter hjarnblédning for de patienter som har stark
indikation for blodfértunnande liakemedel behover studeras i randomiserade
provningar.

Framtida forskning

Trots en glddjande trend att dterinsjuknande i stroke o6ver studietiden har
minskat, s& finns sdrskilt utsatta grupper och fortsatt forskning rérande
insatser for att optimera sekundérprevention for dessa borde prioriteras.
Vad giller socioekonomiska faktorers betydelse for &terinsjuknanderisk
behover vara fynd verifieras dven i andra lander, dar den socioekonomiska
sammansittningen av populationen ser annorlunda ut. I skenet av en
aldrande befolkning, med 6kande andel formaksflimmer i populationen och
okad anviandning av blodfértunnande behandling i klinisk praxis Gver tid,
behover randomiserade provningar och observationsstudier komplettera
varandra for att avgora den optimala farmakologiska behandlingsstrategin
efter hjarnblédning.



Aims

The general aims of this thesis were to investigate rates and predictors of
stroke recurrence and to further explore the distribution, predictors, risk-
benefit, and the optimal timing (if any) of antithrombotic therapy following
intracerebral hemorrhage.

Specific aims

I: To explore the rates of, and risk factors for stroke recurrence in the
population-based Northern Sweden MONICA stroke incidence registry from
1995 to 2008.

II: To determine the extent and predictors of initiation of antithrombotic
treatment (antiplatelet therapy and anticoagulant therapy) following
intracerebral hemorrhage in Sweden.

III: To provide observational data on the risk/benefit of antithrombotic
treatment following intracerebral hemorrhage in patients with concomitant
atrial fibrillation and (for beneficial treatment strategies) to determine the
optimal timing of such treatment.

IV: To assess the relationship between socioeconomic status and the risk of

stroke recurrence in a nationwide study from 2001 to 2012 and to assess
temporal trends in the possible associations.
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Introduction

In 2010, stroke was ranked as the second leading cause of death worldwide,
accounting for around 10% of all deaths?, and it was ranked as the third most
common cause of disability-adjusted life-years (DALYs) globally2. There is a
substantial geographical difference in stroke burden. Stroke is
disproportionally affecting low-income and middle-income countries and
the discrepancy is worsening. While age-standardized incidence rates and
case fatality rates in high-income countries have decreased, the converse has
been shown for low- and middle-income countries.3 Assuming that the
growth and ageing of populations and that current trends in stroke
incidence, mortality and DALYs will continue, by 2030 there will be almost
70 million stroke survivors, 12 million stroke deaths and more than 200
million DALYs lost globally each year.3

Stroke and stroke recurrence in Sweden

Every 17 minutes someone suffers from a stroke in Sweden.4 After ischemic
heart disease and cancer, stroke is the third leading cause of deaths and a
leading cause of acquired disability among adultst. Approximately 30,000
persons in Sweden have a stroke each year and patients surviving an initial
stroke are known to be at greater risk of further strokes compared to the
general population?. Between 23% and 30% of all Swedish stroke events are
recurrent eventss. Recurrent stroke is an important preventable risk factor
for poor long-term outcome (death, institutionalization or disability)9, and
recurrent stroke events are also, apart from being more disabling and fatal,
frequently ischemic and more costly in nature than first-ever stroke eventsto:
1, Given an ageing population and lower stroke fatality-rates, the absolute
numbers of stroke survivors could be expected to also increase in Sweden,
accentuating the need for greater awareness about, and refined measures to
prevent, stroke recurrence.

Stroke definition and classification

Health -classifications are a core responsibility of the World Health
Organization (WHO) of which the International Statistical Classification of
Diseases and Related Health Problems (ICD) is historically the most
important. The current WHO definition (version ICD-10) of stroke is:

“rapidly developing clinical signs of focal (or global) disturbance of cerebral
function, with symptoms lasting 24 hours or longer or leading to death, with no
apparent cause other than of vascular origin™=



Stroke events are either ischemic or hemorrhagic's, based on their
underlying pathology. In ischemic stroke (IS), which accounts for
approximately 80% of all strokes:3, the obstruction of blood-flow is caused
by cerebral vessel occlusion. In hemorrhagic stroke, the spontaneous rupture
of cerebral blood vessels cause bleeding into the brain parenchyma or the
ventricular system (intracerebral hemorrhage, ICH), or into the
subarachnoidal space. Subarachnoidal hemorrhages (SAH) account for
approximately 5% of all stroke events and are not included in the study
populations of this thesis. Hence, the term “hemorrhagic stroke” in this work
is equivalent to intracerebral hemorrhage (ICH). Subdural and epidural
hematomas and traumatic ICH are not included in the stroke definition.
The diagnosis of a transient ischemic attack (TIA) is closely related to that of
stroke. The classic definition of TIA is:

“a sudden, focal neurologic deficit that lasts for less than 24 hours, is presumed to be
of vascular origin, and is confined to an area of the brain or eye perfused by a
spectfic artery’s

The definition of TIA has been challenged in recent years mainly due to
major advances in neuroimaging and pathophysiology over the last
decades.¢ In the upcoming WHO ICD-version, ICD-11, the definition of TIA
is suggested to be redefined as “a transient episode of acute focal
neurological dysfunction caused by focal ischemia of the brain or retina,
without demonstrated acute infarction in the clinically relevant area of the
brain. Symptoms should resolve completely within 24 hours.””7 Definitions
of TIA and stroke relevant to this thesis are, however, those restricting the
TIA-diagnosis to symptoms lasting less than 24 hours and the current WHO
definition of stroke given above. The definition of unspecified stroke events
within this thesis includes cases where no neuroimaging had taken place, i.e.
it was not possible to distinguish between IS and ICH.

IS and ICH subtypes and risk of recurrence

As mentioned above, there have been major advances in neuroimaging and
pathophysiology over the last four decades and for the main stroke types (IS
and ICH) several sub-classification schemes have been proposed during this
time. For IS, the most widely used sub classification scheme is the Trial of
Org. 10172 in Acute Stroke Treatment (TOAST) classification dividing IS into
a) large-artery atherosclerosis, b) cardioembolism, c¢) small-vessel
occlusion, d) other determined causes and e) undetermined causes.’8 In
terms of risk of stroke recurrence, large-artery atherosclerosis, which



accounts for around 15%—-20% of cerebral infarctions9, is the IS subtype that
is associated with the highest risk of early recurrence.2o. 2t Cardioembolic
strokes (accounting for 14%-30% of IS), are most often caused by atrial
fibrillation (AF), and are associated with both a high risk of both early and
long-term recurrence.22 Cardioembolic stroke caused by AF is generally the
most severe IS subtype associated with higher mortality and disability rates
than other types of brain infactions.23

Also for ICH, the risk of recurrence depends on the underlying pathology.24
ICH location is often used as a proxy for underlying cause2s where most
ICHs in the deep parts of the brain (thalamus, basal ganglia) or brainstem
territories ("deep ICH”) are likely caused by hypertensive vasculopathy while
superficially located, "lobar ICH”, is often associated with cerebral amyloid
angiopathy (CAA).24 CAA refers to the deposition of f-amyloid in the vessel
walls of small and mid-sized arteries (and less frequently in veins) of the
cerebral cortex and leptomeniges.2¢ ICH is the probably the most recognized
associated clinical phenotype of CAA. The reported annual recurrence rates
for lobar hemorrhages vary between 3% and 14%27 while recurrence rates
following deep ICH have been reported to be around 2% per year=s.

Stroke risk factors

The term “risk factor” is one of the most central terms in epidemiological
research, and it is defined as any patient characteristic, attribute or exposure
that is independently associated with an increased risk of developing disease
or injury29. Stroke risk factors are either classified as either modifiable or
non-modifiables.

Non-modifiable risk factors for stroke include advanced age, which is
associated with increased stroke incidence rates in both men and women,
and increased risk for both IS and ICH.3° Male sex increases the age-
adjusted risk of stroke, except in the oldest age groups where the risk
difference tends to decrease.3t 32 Women, however, tend to suffer more
severe strokes than mens3t 33 34 which may partly be explained by the
proportionally higher prevalence of cardioembolic stroke in women, while
large artery atherosclerosis and small vessel occlusion are proportionally
more common in men.3! Several genetic factors have been proposed to signal
increased risk of stroke, and stroke genetics is rapidly becoming an integral
part also in studies of outcome and pharmacogenetics.35

The effects of modifiable risk factors may be reduced by treatment and life-
style interventions. In 2010, the first results from a massive global case-
control study, Interstroke, were published.3¢6 The overall objective of



Interstroke was to describe and quantify the contribution of common and
potentially modifiable risk factors for stroke. The main finding was that 10
modifiable vascular risk factors are associated with approximately 90% of
the risk of population attributable risk (PAR) of stroke, a finding that was
confirmed in a larger-scale phase of the Interstroke Study presented in
2016.36: 37 Hypertension is the most important risk factor for all stroke
subtypes, and it is a more potent risk factor for ICH than for IS. AF is
associated with an increased risk of IS in all regions assessed, but is of
greater importance in Western Europe, North America and Australia than in
China and South Asia (the PAR in Western Europe is 17.1%, meaning that an
estimated 17.1% of the total stroke burden would be eliminated in the region
if AF was eliminated). Other important stroke risk factors are physical
inactivity, poor diet, obesity, smoking, other cardiac causes, diabetes, heavy
alcohol intake, stress and dyslipidemia.3”

Atrial fibrillation

AF is an independent risk factor for IS, increasing the risk by about five
fold,38 and around 30% of all patients with IS suffer from the condition.39-45
AF is also the most common indication for anticoagulation4¢® whereas ICH is
the most feared and deadly complication of AC treatment4’. In Sweden, AF
affects at least 2,9% of the adult population (=20 years) and the prevalence
of AF increases dramatically with age, from about 1% among 50 year-olds to
14% at 85 years48. Among Swedish IS patients above 85 years of age, the
proportion of AF is as high as 46.6%.39 The pathophysiology behind the
thrombogenesis in AF is complex and remain only partly understood49, but it
is clear that the risk of stroke is not evenly distributed in the AF population.

Warfarin (a vitamin K antagonist) has historically been the most frequently
used oral anticoagulant (AC) drug in AF to prevent stroke in Sweden.5°
Warfarin reduces the risk of IS by approximately 60%.51 With platelet
inhibitors — antiplatelets (APs) — this reduction is about 20%—25%.5% 52 In
current European guidelines for the management of AF, AP therapy has
almost no place in the prevention of IS in AF patients, and current guidelines
state that acetylsalicylic acid+clopidogrel should only be considered an
alternative to AC in situations where patients refuse AC treatment or cannot
tolerate AC for reasons unrelated to bleeding.53

Since 2011, somewhat overlapping the study-periods of papers II and III,
new AC agents that do not require laboratory monitoring have been
increasingly used in AFs°, including dabigatrans4, rivaroxabanss and
apixabans¢. Among patients included in papers II and III, however, an



overwhelming majority was subscribed warfarin. Randomized controlled
trials (RCTs) of the new non-vitamin K antagonist oral anticoagulants
(NOACs) have shown the agents to be associated with a lowered risk of ICH
compared to warfarins7, but an increased risk of gastrointestinal hemorrhage
has been reported with some NOACs58 59. Importantly, extra-cranial
hemorrhages (e.g. gastrointestinal hemorrhage, epistaxis and hematuria)
leads to disability or death in only 3% of the cases, whereas ICH leads to
death or disability in 76% of the cases.t© Also of relevance to this thesis, none
of the recent RCTs of NOACs in AF included patients with previous ICH, all
protocols defined a “history of intracranial bleeding” as an exclusion
criterion.5455 61 In 2015, NOACs following IS in patients with AF constituted
63% of prescriptions of AC for secondary prevention, a dramatic increase
from 2014 (34%)62.

Risk stratification scores

The risk of IS in patients with AF depends on other underlying conditions
such as age, sex, history of diabetes and congestive heart failure. The risk
stratification score of CHADS.% was introduced in 2001 due to this
heterogeneity of the AF population in terms of IS risk. In this risk
stratification scheme, one point each is earned for the presence of congestive
heart failure, hypertension, age =75 years, diabetes and two points are
earned for previous stroke or TIA. In 2010, the CHA,DS,VASc-scoret4 was
developed as a refinement of CHADS, primarily to improve the risk
classification in low-risk patients. In addition to the risk factors included in
CHADS,, CHA,DS,-VASc also includes vascular disease (prior myocardial
infarction, peripheral artery disease, or aortic plaque), female sex, age =65
years and a doubling of score points for age >75 years. According to current
European guidelines on the management of AF53, CHA.DS.-VASc is
recommended for stroke risk stratification, by which patients with CHA,DS.-
VASc scores of 0 (including women with no other concurrent stroke risk
factors) are not recommended AT treatment and patients with CHA,DS,-
VAsc scores of >2 are recommended oral ACs. Importantly, risk
stratifications scores for IS/systemic embolism in AF patients have not been
validated in patients with previous ICH.

To predict the risk of bleeding when considering AC treatment, a commonly
used risk stratification score is HAS-BLED.®5 The scoring system was
introduced in 2010 and according to this scheme, 1 point is awarded for
systolic blood pressure >160, abnormal renal or hepatic function, previous
stroke, history of bleeding or predisposition, labile international normalized
ratio, age > 65 years, excessive alcohol use and concomitant use of other



drugs (AP or non-steroidal anti-inflammatory drugs). Current European AF
guidelines recommend the use of HAS-BLED to assess bleeding risk and
caution, as well as efforts to correct the potentially reversible risk factors, in
patients with HAS-BLED scores of >3.53

Anticoagulant treatment in Swedish AF patients

According to a report from the National Board of Health and Welfare
published in 2014, a clinically reasonable target level for AC treatment in AF
patients with risk factors for IS (i.e. CHA.DS.-VASc =2 points or with the
presence of mechanical heart valve prosthesis or mitral stenosis) is 80%. Not
all patients are eligible for treatment because of contraindications and
bleeding risk. In order to reach the target level of 80%, an additional 8,700
AF patients with IS risk would annually have to start AC treatment.5¢ In
women and in patients >80 years, the extent of undertreatment is
particularly severe.6

Socioeconomic status and stroke

According to the Swedish Health and Medical Service Act, the objective of
the Swedish healthcare system is “to assure the entire population good
health and care on equal terms”. Health care is to be provided with respect
for every individuals” equal value and those with the greatest needs should
be given the highest priority.68 As mentioned above, there is today high-
quality evidence that stroke disproportionally affects low- and middle-
income countries3, but there are also socioeconomic disparities in several
aspects of the burden of stroke within high-income countries. Several recent
studies have been focused on the effects of socioeconomic status (SES) on
access to stroke care in Sweden. They report inequalities in reperfusion
therapy®?, in access to stoke unit care during the implementation phase7o
and in prescriptions of statins following IS7.. Long-term outcome has also
been investigated, and low SES is associated with reduced long-term
survival72, an increased risk of suicide”s, and a decreased likelihood to return
to work74 following stroke.

Rates and predictors of recurrent stroke

In a meta-analysis by Mohan et al, including 13 studies, the authors
demonstrated wide variations in reported cumulative risk of recurrent stroke
up to 10 years after first stroke, and they observed significant heterogeneity
at all time-points. The pooled cumulative risk of stroke recurrence was 11.1%
at 1 year, 26.4% at five years and 39.2% at 10 years following a first-ever



stroke. A contributing cause of the observed heterogeneity might be that
both hospital-based and population-based studies were included.?s

There has also been a call for more population-based data regarding
predictors of stroke recurence7®. Previous studies report advanced age7’,
diabetes mellitus7®: 79, hemorrhagic stroke78, history of TIAS8o, 81
hypertensions8o. 82,83 male sex8°, previous myocardial infarction (MI)83, high
alcohol consumtion82, dementia7” and AF80. 81, 83 as significant risk factors. A
recent study also demonstrated an elevated risk of stroke recurrence in
patients with siblings with stroke histories or relatives with early-onset
stroke.84 A genetic risk factor for the recurrence of lobar ICH is the
apolipoprotein E genotype8s, which has been suggested to reflect its role in
CAA.86

Socioeconomic status and stroke recurrence

To date three studies have investigated the relationship between SES and
risk of stroke recurrence, returning somewhat conflicting results.83. 87, 88 A
Swedish study reported an increased risk of recurrence with lower income in
women, but the association was not seen in men.8” An Italian study,
however, found a tendency toward an increased risk of IS recurrence in men
of lower SES (evaluated by using a small area socioeconomic position index),
but not in women38. Finally, a UK study, adjusting for cardiovascular risk
factors, found no overall association between risk of stroke recurrence and
the socioeconomic variables that were assessed3s. Common to these three
previous studies is that they were relatively small with low statistical power
to ascertain significant differences in subgroup analyses.



National guidelines for secondary prevention

The Swedish national guidelines for stroke care are currently under revision.
Relevant to this thesis are previously updated versions from 2000, 2005 and
2009.8991 For secondary prevention of stroke, the guidelines do not
differentiate between men and women or between different ethnic or
socioeconomic groups and also aim to ensure that all patients are treated
equally irrespective of where they live. See table 1 for recommended drug
treatments following IS and ICH (in patients with and without AF).
Recommendations on drug therapy following stroke are generally the same
in both the 2005 and 2009 guidelines. However, NOACs were introduced in
a 2011 complement to the 2009 guidelines92, and statins (lipid-lowering
treatment) were given higher priority in 2009 compared to 2005 .

Table 1. Drugs recommended for secondary prevention in stroke patients according to current Swedish
guidelines for Swedish stroke care. (* ACE-inhibitors, ARBs, diuretics, beta blockers or calcium channel
blockers. ** Acetylsalicylic acid (ASA), ASA+dipyramidole or clopidogrel)

Antihypertensive X X X X
treatment*

Lipid-lowering X X
treatment

Antiplatelet X
treatment**

Anticoagulant X
treatment

The current national guidelines on secondary prevention also include
recommendations on lifestyle changes, multidisciplinary rehabilitation, and
in selected cases, removal of carotid stenosis by carotid endarterectomy.
None of these are discussed further within this thesis.



Antithrombotic therapy following ICH

ICH is associated with a higher case-fatality than IS and with warfarin-
associated ICH, the risk of disability and death is substantially higher.9s. 94
The American and European guidelines have given somewhat contradictory
recommendations whether to resume AC treatment after warfarin-associated
ICH over the years, and both guidelines strongly emphasize the need for
RCTs.9598 In current Swedish guidelines, nothing is written on the topic. The
lack of consensus is probably attributable to the sparse scientific background
material. Table 2 presents an overview of observational studies investigating
outcome after initiating or resuming AT (AC or AP) treatment following
ICH911, Today there is emerging observational evidence that AC reduces
the risk of thrombotic events and all-cause mortality, also in ICH-survivors,
but the optimal timing of initiating such treatment was not explored in these
studies.109. 111 The largest retrospective study, examining the optimal timing
of reinitiating treatment, by Majeed and colleagues, included three tertiary
centers and 234 patients with warfarin-associated intracranial hemorrhage
(also including traumatic hemorrhages and SAHs), of which 130 were
primary ICH cases. A total of 59 patients resumed AC treatment (23
following ICH), and the authors concluded that resumption of treatment
should be delayed by 10 to 30 weeks to avoid the early high-risk period for
recurrent hemorrhage.1o5 In contrast, a systematic review detailing 492
patients suggested that anticoagulation in high-risk patients might be
restarted as early as three days from the time of intracerebral bleedings, but
the authors emphasize the limitations inherent in the analyzed studies.103 In
the absence of RCTs on the topic of AC following ICH, current clinical
practice seems based on a combination of anecdotal experience,
pathophysiological constructs and expert opinion. Not surprisingly,
previously reported management recommendations from seven experts from
three different continents varied widely and there was no general agreement
regarding subsequent anticoagulation in patients with AF who survived
warfarin-associated ICH.112



Table 2. Overview of studies of antiplatelet (AP) and anticoagulant (AC) treatment following ICH. (AT —
antithrombotic, trtmt — treatment).

Butler (1998)%° Single-center cohort  AC 23 No Low risk of
study AP or no AT trtmt 22 hemorrage after AC
resumption
De Vleeschouver Single-center cohort AC 23 No Low risk of
(2005)1© study AP or no trtmt 85 hemorrhage after
AC resumption
Viswanathan Register-study ACO Yes No increased risk of
(2006)01 AP 46 hemorrhage after
No trtmt 161 AP
Claassen (2008)102 Single-center cohort  AC 23 No Risk-benefit for
study AP or no AT trtmt 25 hemorrhagic/
ischemic event = 0
Hawryluk (2010)1®  Systematic review AC 492 No In high risk patients,
of case reports/case AC may be resumed
series after 72 hours, but
authors emphasize
limitations
Flynn (2010)104 Register-study AC 15 No No increased risk of
AP 120 hemorrhage after
No AT trtmt 282 AP
Majeed (2010)15 Retrospective AC 59 No Optimal
journal study AP O resumption-time of
No AT trtmt 118 AC: 10-30 weeks
following
intracranial
hemorrhage
Yung (2012)%06 Register-study AC91 No No increased
mortality in

selected patients
after restarting AC

in hospital
Gathier (2013)17 Retrospective AC 12 No Inconclusive
journal study AP 13

No AT trtmt 13
Norrbotten (2014) Register-study AC 64 Only at baseline No increased risk of
(unpublished data) AP 203 hemorrhage after

No AT trtmt 459 AP
Kuramatsu Multi-center cohort  AC 172 Yes Resumption of AC
(2015)108 study associated with

fewer ischemic
complications and
no difference in
hemorrhagic
complications

Nielsen (2015)10° Nationwide cohort ~ AC 621 Yes AC associated with
study AP 759 reduction of
ischemic stroke/all-
cause mortality

Chao (2016)11° Nationwide cohort ~ AC 1154 Yes AC may be
study AP 3552 beneficial in AF
No AT trtmt 8211 patients with
CHA,DS,-VASC >= 6
Ottosen (2016)!11 Nationwide cohort ~ AC 160 No AC associated with
study AP 799 reduction of
No AT trtmt 1959 thromboembolic
events/all-cause
mortality
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Temporal trends in Swedish stroke care

This thesis investigates aspects of stroke recurrence and secondary stroke
prevention over an 18-year period in Sweden (1995—2012). Analyzing
temporal trends in stroke recurrence risk, prognosis and management is
difficult with no greater picture of recent developments. Figure 1
summarizes some of the important trends found in stroke management and
treatment in Sweden 2001-2012. (Riksstroke data).
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07 e AC at discharge in IS patients with

’ atrial fibrillation

0,6 Statins at discharge (IS patients)

0,5 @ Thrombolysis (IS patients)

0,4 @ Stroke unit care (all)
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Antihypertensive treatment at
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Figure 1. Trends in some aspects of stroke care in Sweden 2001-2012. The y-axis represents the proportion
(1.0=100%) of patients registered in Riksstroke with first-ever stroke (IS, ICH or unspecified stroke) with
regards to anticoagulation (AC) at discharge (only IS patients with AF), statins at discharge (IS patients),
patients who were treated with thrombolysis (IS patients), patients treated in stroke units (all patients), and
patients with antihypertensive treatment at discharge (all patients). (Riksstroke data).

Trends illustrated in figure 1 are related to research findings throughout the
study period of which some of the most important in relation to this thesis
are listed in table 3.38 51 63, 64, u3-119 The identification of AF as an
independent risk factor for 1S38, the introduction of, now widely used, risk
classification scores®s: 64 and studies on oral anticoagulant treatment (AC)
versus antiplatelets (AP) in terms of stroke prevention!6. 17 have most
definitely contributed to the increasing use of ACs in IS survivors with AF.
Publicly available between-hospital comparisons in the use of ACs after IS
(Riksstroke) may also have contributed to this observation. Antihypertensive
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treatment is effective in secondary prevention of both IS and ICH20, and the
PROGRESS trial demonstrated how the risk reduction is proportional to the
degree of blood pressure lowering.5 Lipid-lowering treatment (statins) is
recommended as secondary prevention following IS (and TIA), associated
with a reduction of stroke recurrence ratest8. During the study period, a
larger proportion of stroke patients also had access to stroke unit care, which
has proven to reduce long-term death, dependency and
institutionalization.’4 From a historical perspective, the prevention of
recurrent stroke has been one of the major advances in stroke management
over the last 40 years. In fact, in 1977 there was no proven secondary
prevention strategy for stroke (AP following IS was not introduced until
1978).13

Table 3. Important studies with implications for the development of Swedish stroke care (excluding acute

interventions) over the study period (1995—2012). (TE — thromboembolic)

1989 AFASAK (Copenhagen Petersen et al. Incidence of TE
Atrial Fibrillation, Aspirin complications and
and Anticoagulation)? vascular mortality lower

in AC group compared to
AP and placebo

1991 The Framingham Study®  Wolf et al. AF —an independent risk
factor for IS

1997 Systematic review of Stroke Unit Trialists’ SU care associated with
RCTs of stroke unit (SU) Collaboration reduction in death,
care!!* dependency and need for

institutional care

2001 PROGRESS!> PROGRESS Collaborative ~ 28% reduction in stroke

Group risk in patients treated
with ACE-i and diuretics
compared to placebo

2001 Validation of clinical Gage et al. CHADS,-score for risk
classification schemes for stratifying AF-patients
predicting stroke®®

2002 Oral anticoagulants vs Van Walraven AC superior to AP to
aspirin in non-valvular prevent stroke in chronic
atrial fibrillation: an or paroxysmal AF
individual patient meta
analysis!1®

2004 AC (and AC vs. AP) for Saxena et al. AC superior to placebo
preventing stroke in and AP in preventing
patients with recurrent stroke in AF
nonrheumatic atrial patients
fibrillationtt”

2006 SPARCL!18 Amarenco et al. 16% reduction in stroke
risk with atorvastatin in IS
patients without CHD in
comparison with placebo

2007 Meta-analysis of AT to Hart et al. AC reduces risk of IS in AF
prevent stroke in patients by around 60% and AP by
with AFS! around 20%

2009 AC for preventing Sandercock et al. AC no better than AP or
recurrence following placebo in patients
presumed non- without cardioemboli,
cardioembolic IS or TIA® but increases risk of

bleeding

2010 Refining clinical risk Lipetal. CHA,DS,-VASc introduced

stratification for
predicting stroke in AF®
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Materials and methods

All studies within this thesis were observational studies based on register
data. In paper I, stroke cases were retrieved from the population-based
Northern Sweden Monitoring of Trends and Determinants in Cardiovascular
Disease (MONICA) Stroke Incidence Register. The study populations of
papers II-IV were derived from a hospital-based register, the Swedish
national quality register for stroke care (Riksstroke). To add information on
comorbidity, medical treatment, cause and date of death and socioeconomic
variables, data from the stroke registers were linked with other nationwide
registers held by the National Board of Health and Welfare and Statistics
Sweden. All registers used are described below and for an overview of linked
registries in papers I-1V, please see table 4.

Table 4. Registers used in papers I-IV. (STA — Swedish Tax Agency (Folkbokf. — Folkbokforingen), NPR —
National Patient Register, SPDR — Swedish Prescribed Drug Register, CDR — Cause of Death Register, LISA —
Longitudinal Integration Database for Health Insurance and Labour Market Studies).

MONICA X

STA X

(Folkbokf.)

Riksstroke X X X
CDR X X X
SPDR X X

NPR X X

LISA X X X

The Northern Sweden MONICA Stroke Register

The two northernmost counties of Sweden, Norrbotten and Vasterbotten,
became a participating center in the international WHO MONICA project in
1985. The objective of the MONICA project was to continuously register the
occurrence of MI and stroke to assess the relationship between temporal
trends in mortality and morbidity rates and changes over time in known
cardiovascular risk factors.12t All data collecting has been standardized and
validated to allow for analyzing these trends and for international
comparisons.’?2 In the Northern Sweden population-based MONICA stroke
incidence registry (covering Norrbotten and Vasterbotten), stroke events in
the ages 25—74 years were adjudicated by trained nurses applying the WHO
stroke criteriai22 123, covering the years 1985-2009. Possible stroke cases
were collected through screening of all hospital records, general

13



practitioners’ reports and death certificates. Diagnoses of ICH and SAH were
also based on specific neuroradiological findings or at autopsy. The register
has been shown to capture 96% of all stroke events in the region.'24 As of
2008, the MONICA stroke incidence registry had registered and validated
around 23000 stroke events in 18500 individuals. A diagnosis of unspecified
stroke was assigned when no neuroimaging (or post-mortem examination in
fatal cases) had been performed. Importantly, recurrent stroke events within
28 days from the initial stroke were not recorded in the register. Paper I is a
population-based study based on data from MONICA stroke incidence
registry, linked with population registries from the Swedish Tax Agency
(STA) (Folkbokforingen) to obtain individual information on date of death
or emigration.

Riksstroke — a national quality register

Today, there are more than 100 national quality registers in Sweden,
collecting individual information on diagnosis, treatment and outcome that
can be used to monitor and improve the quality of health care. Riksstroke,
the Swedish national quality register for stroke care, was established in 1994,
and since 1998 the register has covered all hospitals in Sweden admitting
acute stroke patients (72 hospitals in 2014).125 In recent years, the coverage
of Riksstroke has been 90% when compared to the National Patient Register
(NPR)25 described below. Given the false positive diagnoses of acute stroke
within the NPR (6% for first-time events and 12% for all stroke events):26,
the actual completeness of Riksstroke is probably well above 90%:2s.
Riksstroke is the world s longest-running national stroke quality register
and includes data on the quality of care during the acute phase,
rehabilitation and secondary prevention of stroke, as well as data on
community support.t27 Eligible for registration are patients treated in
hospital and diagnosed with IS (ICD-10: 163), ICH (ICD-10: 161), or
unspecified acute cerebrovascular events (ICD-10: 164). As for the MONICA
stroke register, recurrent events within the first 28 days from an acute stroke
are not recorded as recurrent events. Figure 2 shows the numbers of
registered patients from 1994 to 2015. Around 25% of all registrations each
year over the last ten years have been recurrent events.
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Figure 2. Numbers of registrations in Riksstroke from 1994 to 2015 divided into first-time stroke events and
recurrent events. Reprinted with permission from the Riksstroke Organization.

Other national registers

The National Patient Register (NPR)

The Swedish National Inpatient Register (IPR) was founded in 1964, and by
1987 all counties had entered the register, which covers all somatic and
psychiatric inpatient care in Sweden. The IPR is part of the National Patient
Register (NPR) and all physicians, privately and publically funded are
obliged to deliver data to the IPR. Since 2001, hospital-based outpatient
visits have also been mandatory to report. Primary care is, however, still not
included. In 2011, more than 99% of all somatic and psychiatric discharges
were registered in the IPR.128 The IPR includes data on 40.8 million
discharges during the period 1988-2013, and it contains information on
dates of admission and discharge, principal and additional diagnoses, age,
sex and patients’ unique personal identification numbers. The principal
diagnosis is missing in 1% of the patients as is the personal identification
number.129 A validation study of the IPR suggests that the overall positive
predictive value (PPV) of the diagnoses in the register is 85-95%.128 As
mentioned above, the validity of the IPR in the context of stroke has been
assessed, with findings of false positive diagnoses of stroke in the IPR (6%
for first-ever stroke and 12% for all-stroke events)26. Some other diagnoses
that are relevant to this thesis are MI, AF and congestive heart failure. The
PPV of MI was according to two different studies 98%13° and 100%3!. For
AF, the PPV was 97%132. For heart failure PPV was 81.7%133 and 88%13! in
two studies respectively. IPR sensitivity for MI was high (above 90%), but
low for hyperlipidemia and hypertension.34 Papers II and III used data from
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the IPR to determine comorbidity. The coding of diagnoses in the IPR is
according to the ICD. The current version, ICD-10, has been used in all
counties reporting to the NRP since January 1, 1997, with the exception of
Skéne where ICD-9 was in use throughout 1997 .128

The Swedish Prescribed Drug Register (SPDR)

Since July 1, 2005, the Swedish Dispensed Drug Register (SPDR) has
collected data on all dispensed prescriptions from Swedish pharmacies,
linked to a patient’s identity number.135 Every year, more than 6 million
inhabitants are registered in the SPDR, representing about two thirds of the
Swedish population.136 The numbers of prescribed purchases are around 100
million per year, and drugs are classified according to the Anatomical
Therapeutic Chemical (ATC) classification.’3” An important limitation in
relation to this thesis is that the SPDR does not carry any information on
drugs used in inpatient care. (Papers II and III).

The Swedish Cause of Death Register (CDR)

Information on date of death during follow-up, and on principal and
contributing causes of death was retrieved by individually linking Riksstroke
data with the Cause of Death Register (CDR) that is also maintained by the
National Board of Health and Welfare (papers II-1V).5 Caution has been
recommended when using the CDR in the context of stroke, because patients
who are not hospitalized or are not treated in stroke units are less likely to be
registered in the CDR as having died from stroke.138 The validity of the NPR
and CDR has recently been assessed and when information from the two
registers are combined and refined, the PPV and sensitivity for acute stroke
events are high. However, the precision is substantially higher when first-
ever stroke events are recorded as compared to first- and recurrent stroke
events.126

Longitudinal Integration Database for Health Insurance and
Labour Market Studies (LISA)

To add information on socioeconomic variables such as educational level
and income, Riksstroke data was linked to the Longitudinal Integration
Database for Health Insurance and Labour Market Studies (LISA by its
Swedish acronym). The database is maintained by Statistics Sweden and
intergrates data from the labour market, educational and social sectors.!39
Paper IV includes data obtained from LISA on highest attained level of
education and the individuals’ part of the family disposable income.
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Variable definitions in Riksstroke

Some variables assessed in papers II-IV were common for all three papers
and are therefore explained here:

a)

b)

c)

d)

e)

Atrial fibrillation: Between 2001 and 2003, the coding for AF in
Riksstroke was “atrial fibrillation (including paroxysmal fibrillation
and atrial flutter) at time of stroke”. From 2004 onwards, the
definition was changed to also cover previously diagnosed AF and
AF diagnosed during the hospital stay.

Hypertension was defined as on-going antihypertensive treatment at
the time of stroke.

Diabetes mellitus included both earlier diagnosed diabetes and
diagnosis during the hospital stay.

Independence in ADL (activities of daily living) was defined and
registered when patients were able to manage toileting, dressing and
walking unassisted prior to the stroke event.

Level of consciousness at admission, which is used as a proxy for
stroke severity, was based on the Reaction Level Scale (RLS).140
“Fully conscious/alert” corresponds to RLS 1, "drowsy” to RLS 2 and
3 and “unconscious” to RLS 4-8.

Further details on what information is collected are available at the
Riksstroke website http://www.riks-stroke.org.

General statistical methods

More detailed descriptions of the statistical methods used in each paper are
given in a separate section below. The general outline for the statistical
analyses included the following;

Descriptive statistics (e.g. mean values, proportions)

Simple group comparisons (2-test (for categorical variables)
or t-test (for continuous variables)).

Survival analysis (Kaplan-Meier estimates of survival, log
rank tests, simple Cox proportional hazard regression)
Methods of controlling for confounding (stratified analyses,
multivariable Cox proportional hazard regression models)
(papers I-1V)

Competing risk analysis and analysis of time-dependent
covariates (paper III).
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For statistical analyses, SPSS versions 21.0 and 22.0 were used (papers I—-
IV). For statistical analyses in paper III, R4t was additionally used. The level
of significance was set to 0.05.

Survival analysis

In statistical terms, the time starting from a given point to the occurrence of
a given event is called the survival time or more general time to event and
the corresponding analysis the time to event or survival analysis4? (in this
thesis, e.g. time to stroke recurrence). Censoring is an important issue in
survival analysis and occurs when information on survival time is
incomplete. The most common form is called right censoring. One example
of right censoring is when a patient does not experience the event of interest
for the duration of the study.43 Table 5 presents an overview of the survival
analyses performed in papers I-IV.

Table 5. Overview of start time of follow-up, event-definitions and censored observations in papers I-IV.

Paper | January 1, >28 days following IS 1) Stroke 1) Death/
N =6 700 1995 - or ICH recurrence (IS, Emigration/
December 31, ICH, SAH or Turning 75
2008 unspecified years of age
stroke) 2) Emigration/
2) Combined Turning 75
end-point of years of age
stroke 3) Study end
recurrence or
death
Paper Il July 1, 2005 - Time of discharge 1) Dispensed 1) Death/
N = 14 045 December 31,  from hospital after prescription of Emigration
AF:2 777 2012 first ICH AC 2) Study end
No AF: 11 268 2) Dispensed
prescription of
AP
Paper Il July 1, 2005 - >28 days following 1) Severe 1) Emigration
N=2619 December 31, ICH thrombotic 2) Dual
2012 event therapy
2) Severe 3) Study end
hemorrhagic
event
3) Death from
other causes
Paper IV January 1, >28 days following IS, ~Stroke recurrence 1) Death/
N =168 295 2001 - ICH or unspecified (IS, ICH or Emigration
December 31,  stroke unspecified 2) Study end
2012 stroke)

18



Kaplan-Meier

The Kaplan-Meier (K-M) estimate44 involves computing the probability of
surviving a given length of time, and estimates are often presented as K-M
survival curves. The log rank test is the most common method when it
comes to assessing whether two K-M survival curves are significantly
different, e.g. the curves for men and women. The log rank test calculates
the 2 for each event time for each group and sums the results. The summed
results for each group are added to derive the ultimate %2 to compare the full
curves of each group.45 Important assumptions are made in the K-M
estimation. 1) We assume that patients who are censored, at any time, have
the same survival prospects as those who are continued to be followed. 2)
We also assume that the survival prospects are equal in those requited early
and late in the study. 3) Finally, we assume that events happen at the
specified times.146

Cox proportional hazard regression

Within this thesis, when the outcome of interest was time to event, the Cox
proportional hazard (PH) model, described by Sir David Cox in 1972147, was
used. The Cox PH model is an example of a model of survival analysis and
relates the time to event to one or more covariates (univariable or
multivariable analysis respectively) that might (or might not) be associated
with that quantity of time.

The Cox PH models the hazard function at time t, including one or more
covariates. An important assumption made, is that of proportional hazard.
This means that if a covariate, say diabetes, doubles the risk of stroke
recurrence on day one, it also doubles the risk of recurrence on any other
day. The proportional hazard assumption in the data for this thesis was
verified by visual examination of the K-M survival curves in all studies using
Cox PH regression.

In multivariable analysis, the choice of which variables to include was based
on clinical relevance (for example known risk factors of stroke) and variables
with certain levels of significance in univariable analysis. In paper I, smoking
was omitted from further analysis due to a very large proportion of missing
data. Outcome in Cox PH regression analyses were presented by hazard
ratios (HRs) with corresponding 95% confidence intervals (CIs).

Competing risk analysis, time-dependent covariates and splines

Competing risk methods are commonly used when there is a need to deal
with multiple potential outcome events.148 The competing outcome variables
(e.g. severe thrombotic events, severe hemorrhagic events and death from
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other causes in paper III) all needed to be taken into account when trying to
determine the observed risk/benefit of different treatment strategies.

When values of covariates (in this case AP and AC treatment) are presumed
to vary with time, these covariates are said to be time-dependent. Most
commonly, the relationship between covariates and time-to-event are
modeled as linear (continuous covariates) or piecewise constant (categorical
variables). When modeling treatment effects, we allowed a general form of
the relationship to examine whether, and if so how, their effects were
changing over time. Thus we used spline functions, which are well known for
their usefulness in providing a smooth approximation to a covariate
function, to model the relative risk in the Cox PH models49.

Material and methods for papers I-IV
Paper 1

Patients and variables

Predictors of stroke recurrence and stroke recurrence rates were analyzed in
6,700 patients between 25 and 74 years of age in Norrbotten and
Visterbotten counties who survived the first 28 days following a first ever IS
or ICH between 1995 and 2008. The start-time of follow-up was 28 days
after the initial stroke. Prior to the start time of follow-up, there were 723
deaths yieldning 28-day case fatalities of 6.4% following IS and of 27.6%
following ICH. In the analyses of recurrent stroke, recurrent IS and ICH as
well as SAH and unspecified stroke events were included. Hypertension was
defined as ongoing antihypertensive treatment at the first stroke event and
data on previous MI included self-reported MIs and those documented in
medical records. Previous TIA required documentation in the medical
records. Diabetes included type 1, type 2, and unspecified forms of the
disease prior to the first stroke as well as diabetes diagnosed during the
hospital stay. The smoking variable rendered a high number of missing
values (44%), why this variable was excluded from further analysis. To
analyze time trends in recurrence rates, three cohorts were defined — index
stroke occurring in 1995-1998 (n=2210), 1999—2003 (n=2384) and 2004—
2008 (n=2106).

Statistical methods

Independent predictors of, and time to, stroke recurrence were analyzed by
univariable Cox PH regression. To simultaneously analyze the effect of
several predictors, multivariable Cox PH regression was used. Patients who
died, moved out of the study region, turned 75 years of age or reached the
study end date without experiencing a recurrent stroke were censored when
assessing the risk of stroke recurrence only, and for the combined end-point
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of stroke recurrence and death, patients were censored at moving out of the
study region, turning 75 years of age or reaching the study end date.

Paper 11

Patients and variables

Our analysis included 14,045 patients with a first-ever ICH registered in
Riksstroke from July 1, 2005 through December 31, 2012, who survived
hospital discharge and who had no previous record of ICH in the IPR from
1997 until registration in Riksstroke. Of these, 2,777 patients had
concomitant AF and 11,268 did not. The diagnosis of AF was obtained from
Riksstroke at time of ICH or was found in the IPR (ICD-10 1.48) from 1997
until ICH onset. Riksstroke data was linked with the SPDR to add
information on the first dispensed prescription of AT treatment following
hospital discharge. The ATC classification system was used for defining the
subgroups of AT treatment: oral AC treatment (warfarin or NOACs, ATC-
code Bo1AA, Bo1AE, Bo1AF) and AP therapy (ATC-code Bo1AC). Baseline
data on antithrombotic treatment at time of ICH were obtained from
Riksstroke, which contains information on current medication at the time of
stroke. To investigate whether commonly used risk-stratifications scores for
IS and bleeding in AF patients in whom AC treatment is considered (the
CHA.DS,-VASc and HAS-BLED scores described earlier) were used, an
estimation of each score was made for all patients with AF. A modified HAS-
BLED score, similar to that of Friberg et al45 was derived because data on
international normalized ratio (INR) levels during anticoagulant therapy
were not available. Moreover, in the concomitant medication variable of the
HAS-BLED score, we were only able to include AP drugs, if any, at baseline.
The alcohol index, based on a number of specific ICD diagnoses related to
alcohol abusets°, was used as a proxy for high alcohol consumption.

Statistical methods

To analyze the time to prescription of AT treatment (ACs and APs), HRs with
95% Cls were estimated using simple Cox PH regression for unadjusted
analysis. All variables with p-values < 0.10 were included in subsequent
multivariable Cox regression models. Patients were followed until
prescriptions of AC and AP, until date of death, emigration or study end-
date, whichever occurred first. Patients with prescriptions of both AC and AP
were analyzed in both treatment groups. Because the CHA,DS,-VASc and
HAS-BLED scores include information on other covariates, the risk scores
were only assessed in the univariable model to avoid collinearity. Logistic
regression, including year of ICH as a continuous covariate, was used to
investigate temporal trends in concomitant AF, treatment at time of ICH,
and treatment 1 year after discharge from hospital. Patients with and
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without AF were analyzed separately, except in the analysis of resumption of
therapy, where AF instead was included as a covariate.

Paper 11T

Patients and variables

A total of 2,777 patients (from paper II) with a first-ever ICH recorded in
Riksstroke between July 1, 2005 and December 31, 2012 with a concomitant
diagnosis of AF and surviving hospital discharge were included. AF was
defined as having had a previous diagnosis of AF in the NPR from 1997 until
time of ICH or having AF according to Riksstroke. AC and AP treatment at
baseline was defined as having had a dispensed prescription 6 months prior
to ICH or a recorded baseline treatment in Riksstroke. Three different
outcome events were defined. Severe thrombotic events were defined as IS
(fatal or non-fatal) or all causes of death directly or indirectly caused by a
thrombotic event (MI or systemic arterial thromboembolism). Severe
hemorrhagic events were defined as either a recurrent ICH or other fatal
hemorrhagic events. Finally, death from other causes was defined as a third
possible outcome. In order to calculate cumulative incidence functions
(CIFs) for each outcome up to three years, we defined two different risk
profiles with given sets of clinically important patient characteristics. The
low-risk profile was 69 years of age, had no previous AT treatment, no
additional risk factors (other than AF) and 14 days’ hospital stay. In terms of
CHA.DS,-VASc, 1 point if male and 2 points if female. The high-risk profile
was 80 years of age and having spent 28 days in hospital. Further
characteristics of this patient profile were previous IS, hypertension,
diabetes and previous AC treatment at the time of ICH (by CHA,DS,-VASc; 6
points if male and 7 points if female). CIFs were calculated for men and
women separately for both profiles. Additional mid-risk profiles (with
CHA.DS,-VASc scores of 3 (4 if female)) were added to test the
generalizability of our findings.

Statistical methods

The analysis of competing risk (several different endpoints) and different
treatment strategies as time-dependent covariates required more
sophisticated statistical modeling and analyses than those used in papers I-11
and IV. In short, three different Cox PH models were created for each of the
outcome events, one model for severe thrombotic events, one for severe
hemorrhagic events and one model for death from other causes. This
allowed us to adjust for differences in patient characteristics when
computing the cause-specific hazards. To explore the relationship between
starting times of AC and AP treatment and the competing risks of the three
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outcome events, we focused our analyses on the estimation of cumulative
incidence functions (CIFs). The CIF is the probability of observing an event
before a specified time. CIFs were defined for thrombotic and hemorrhagic
events separately and when summed these gave the CIF of the combined
outcome “vascular death or non-fatal stroke”. The time-dependent effects of
the two antithrombotic treatment regimens were modeled though using
splines, which allowed the effects of each treatment regime to vary with time.
We decided to calculate the CIFs at three years after ICH for each outcome
event in relation to treatment given at different time points since the ICH to
illustrate the optimal timing of starting AT treatment.

Paper 1V

Patients and variables

Patients with a first-ever IS, ICH, or unspecified stroke event registered in
Riksstroke between 2001 and 2012, surviving for at least 28 days following
stroke, and being independent in ADL prior to the ICH were included. A
total of 168,295 patients fulfilled the inclusion criteria. The socioeconomic
variables investigated were educational level, income level (retrieved from
LISA) and cohabitation (Riksstroke). Highest attained educational level was
grouped into primary school, secondary school and university. Income was
measured using the individuals’ portion of the family disposable income the
year before the stroke, grouped into tertiles (low, middle, high).
Cardiovascular risk factors assessed and included in the multivariable
models were all retrieved from Riksstroke.

Statistical methods

The event variable of interest was that of stroke recurrence, implying that
patients were censored at death, emigration or at study end, whichever came
first. K-M survival curves were used to estimate cumulative rates of stroke
recurrence, and independent predictors of stroke recurrence were assessed
by univariable Cox PH regression. To investigate the impact of confounding,
both a basic Cox PH model (adjusting for age groups, sex, hospital and time-
period of first stroke) and full Cox PH models (additionally adjusting for AF,
hypertension, smoking, diabetes, level of consciousness, type of first stroke
and stroke unit care) were analyzed for significant predictors of stroke
recurrence. We added time-period-by-SES, and sex-by-SES interaction
terms to the basic model to investigate whether the effects of SES changed
over time or differed between men and women. To illustrate temporal trends
in the associations between recurrent stroke and education and income, two
cohorts were created (2001-2008 and 2009-2012), and education was
grouped into primary/secondary school vs. university and income into
low/middle income vs the highest tertile.
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Ethical considerations

The unique personal identification numbers used in Sweden makes it
possible to link data in different nationwide registers. To preserve patient
integrity, personal identification numbers were removed immediately from
the analysis data after linkage.

All individuals registered in MONICA were informed that they were
registered and that they had the right to withdraw from the register at any
time (opt-out consent).

All patients are informed through Riksstroke that they are registered in the
nationwide register aiming to improve and enhance an equal stroke care in
all hospitals in Sweden and that data may be used for research purposes.
Every patient is informed that they have the right to withdraw from the
registry (opt-out consent), but so far only a few per thousand have decided to
do so.

The work in paper I was approved by the Ethical Review Board, Ume3,
Sweden (Dnr 07-085M), dated 2007-06-05.

Approval for the work in papers II and III was obtained from the Ethical
Review Board, Umed, Sweden (Dnr 2014-76-32M), as an extension from the

EqualStroke project (Dnr 2012-321-31M), dated 2014-02-24.

The work in paper IV was approved according to Dnr 2012-321-31M, dated
2012-10-02.
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Results

Baseline characteristics and simple group comparisons of
the study populations

The main characteristics of the patients included in papers I-IV are
presented in table 6. The main difference between the MONICA (paper I)
and Riksstroke study populations (paper II-IV) is that of the age
distribution. MONICA only registered patients between 25-74 years of age
while Riksstroke covered all ages from 18 years and older.

Table 6. Baseline characteristics of study populations paper I-IV.

N(%) 6700 14045 2619 168295
(100) (100) (100) (100)
Index stroke subtype IS/ICH ICH ICH IS/ICH/
unspecified
stroke
Mean age 63.9 71.5 78.0 73.6
Female sex 2608(38.9) 6121(43.6) 1065(40.7) 81080(48.2)
Atrial Fibrillation 1004(15.0) 2777(19.8) 2619(100) 38698(23.6)
Hypertension 3443(51.4) 10020(71.3) 2180(83.2) 86356(51.3)
Diabetes 1322(19.7) 2318(16.5) 605(23.1) 30651(18.2)
Previous IS 0(0) 2185(15.6) 640(24.4) 0(0)
Previous myocardial 703(10.3) 2278(16.2) 713(27.2)
infarction/ischemic heart
disease
Valvular disease - 379(2.7) 213(8.1)

Educational level

Primary school - 6190(44.1) 1309(50) 83451(49.6)
Secondary school - 5111(36.4) 900(13.7) 56358(33.5)
University - 2422(17.2) 360(13.7) 23691(14.1)
Antithrombotic

Treatment at baseline

Anticoagulants - 1454(10.4) 1239(47.3)

Antiplatelets - 4018(28.6) 1175(44.9)
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Patients with ICH (n=815), compared to those with IS (n=5885) were
younger and were less prone to have traditional cardiovascular risk factors,
such as hypertension, previous MI, AF and diabetes (paper I). Paper II
enabled the comparison between ICH survivors with and without AF, and
showed that AF patients were significantly older, more often female and
carried a larger burden of comorbidity such as diabetes, previous IS, venous
thromboembolism (VTE), ischemic heart disease, hypertension, valvular
disease, renal and thyroid disease, heart failure and dementia. Comparing
baseline characteristics in AF patients between those prescribed AC within 8
weeks of hospital discharge to those who received no antithrombotic
treatment showed that patients who received ACs were less likely to be
dependent in p-ADL prior to ICH but more likely to suffer from diabetes,
VTE, hyperlipidemia and valvular disease (paper III).

Stroke recurrence rates and predictors (paper I, IV)

Paper I: The cumulative risk of stroke recurrence in the MONICA cohort was
6% at 1 year after the initial stroke event and the 5- and 10-year cumulative
risk of stroke recurrence was 16% and 25% respectively. The corresponding
figures for a combined endpoint of stroke recurrence or death from any
cause were 10%, 28% and 45% at 1, 5 and 10 years after the initial stroke
event. The risk of stroke recurrence was less prevalent in the most recent
cohort (2004—2008) (HR: 0.64, 95% CI: 0.52— 0.78) compared to the first
cohort (1995-1998), as shown in figure 3.

Cohort
-.71995-1998
—11999-2003
——2004-2008

Recurrence-free proportion

T T T
0 5 10

Years since first stroke

Figure 3. Kaplan-Meier survival curves of time to stroke recurrence, for the three cohorts.

26



Comparing baseline characteristics between the different cohorts, we found
that a history of MI was less prevalent in the most recent cohort (p<0.001),
whereas other potential risk factors for stroke recurrence did not vary
significantly among the three cohorts. Significant predictors of recurrent
stroke in multivariable analysis were diabetes mellitus, HR(95%CI):
1.34(1.15-1.57) and advanced age. Hypertension did not reach statistical
significance (HR: 1.15, 95% CI: 1.00—1.32).

For the combined end-point of recurrent stroke and death additional
cardiovascular risk factors were significant predictors, including
hypertension, AF, previous TIA, history of MI and male sex.

Paper IV: K-M estimates of the cumulative risk of stroke recurrence were
5.7% at 1 year, 17.1% at 5 years, and 27.1% at 10 years after the initial stroke
event. Lower levels of income and education were associated with an
increased risk of recurrent stroke, as was single habitation. Also in paper IV,
we found a temporal trend of decreasing risk of recurrence (HR: 0.828, 95%
CIL: 0.777-0.883) for the 2011—2012 cohort compared to the first cohort of
2001-2002.

There were no significant interactions between the time period of first stroke
and educational level (p=0.467) or income group (p=0.659), implying that
the disparities in risk of stroke recurrence between the highest educational
and income groups relative to those in the lower socioeconomic groups
remained of similar magnitude throughout the 2001-2012 study period
(figure 4).
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Figure 4. Kaplan-Meier survival curves of time to stroke recurrence up to 3 years following first-ever stroke,
separate lines for cohort (2001-2008, 2009-2012), educational level groups (A) and income level groups (B).
Both analyses include all ages and only include patients with complete data, n = 163,500 in (A) and n =
168,031 in (B).

A separate interaction analysis did not find any difference in the inverse
effects of lower SES between men and women (educational level, p-value for
interaction = 0.532, income: p-value for interaction = 0.322). Apart from the
SES variables, other significant predictors of stroke recurrence in the full
Cox PH regression models were age, male sex, diabetes, hypertension, AF
and smoking (data not shown).
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Recurrent stroke subtypes (papers I and IV)

Of all recurrent events after ICH, 62% were ischemic in the MONICA
population (paper I). Repeating the analysis in paper IV, the corresponding
figure was 57% (figure 5). During follow-up we observed 928 recurrent
stroke events in paper I, and 22,735 recurrent events (following IS or ICH) in
paper IV.

Index IS (paper I, n=5885) Index ICH (paper |, n=815)

IS
"ICH

Unspecified

IS
"ICH
Unspecified

SAH SAH

Index IS (paper IV, n=146169) Index ICH (paper IV, n=17081)

N

=ICH

"is
"ICH

Unspecified Unspecified

Figure 5. The distribution of subtypes of recurrent events following IS and ICH in papers I and IV.

Antithrombotic treatment following ICH (paper II)

Of 14,045 patients with ICH, 10.4% were on ACs, 28.6% were on AP drugs
and 0.9% were on both drugs at time of ICH (paper II). Independent
predictors of resuming anticoagulant treatment were younger age, lower
stroke severity and valvular disease. Previous ischemic stroke did not show
any association with restarting anticoagulants and patients with concurrent
AF were less likely to restart AC than those without AF (HR: 0.72, 95% CI:
0.55-0.95).

One year following hospital discharge, 43.6% of patients with ICH and AF (n
= 2,777) had had a dispensed prescription of APs and 11.1% had received ACs
(figure 6). The corresponding figures in patients without AF (n=11,268)
were 17.5% with prescribed AP, and 2% had received AC treatment within
one year from discharge.
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Figure 6. Kaplan-Meier curves of time to dispensed prescriptions of anticoagulant (AC) and antiplatelet (AP)
treatment in patients with atrial fibrillation (AF) following intracerebral hemorrhage (ICH)

Factors associated with dispensed prescriptions of AC in AF patients were
younger age, previous IS, less severe ICH, valvular disease and AC at
baseline (figure 7).
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Figure 7. Predictors of prescriptions of anticoagulants (AC) and antiplatelets (AP) in patients with atrial
fibrillation (AF) following intracerebral hemorrhage (ICH). Hazard ratios with 95% confidence intervals from
multivariable Cox regression.
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Significant predictors for AP in AF patients were less severe ICH, previous
IS, hypertension, and both AC and AP at the time of ICH.

Do risk stratification scores guide the decision to treat?

There was a positive correlation between high CHA,DS,-VASc and HAS-
BLED scores in ICH-survivors with AF (rs=0.590, p<0.001). The median
CHA,DS,-VASc score was 4 and only 4.2% of the AF population scored
below 2 points. A total of 13% of the patients presented with a HAS-BLED
score of less than 3 points. High CHA,DS,-VASc scores did not seem to
correlate with an increased probability of receiving AC following ICH, rather
the inverse relationship was observed (figure 8).

[l CHA2DS2-VASc
[1HAS-BLED

AC within 6 months (%)

Score

Figure 8. Percentage of ICH survivors with AF with AC treatment within 6 months, in different CHA.DS.-
VASc- and HAS-BLED scores.
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Temporal trends in antithrombotic treatment (paper II)

We observed an increasing use of AC treatment at the time of ICH (8.1% in
2006 compared with 14.6% in 2012, p<0.001 assuming a linear trend) and
there was also a trend towards a larger proportion of ICH survivors with
concomitant AF (17.7% in 2006 compared with 22% in 2012, p<0.001
assuming a linear trend).

In patients with AF, there were large regional variations in clinical practice,
regarding subsequent use of AC. We also found an overall increasing use of
AC one year after discharge in AF patients (8.3% in 2006 versus 17.2% in
2011, p<0.001 assuming a linear trend).

Optimal timing of treatment (paper III)

During follow-up, we observed 379 severe thrombotic events in 2,619 ICH-
survivors with AF, of which 302 (79.7%) were IS events. Of 115 severe
hemorrhagic events during follow-up 96 (83.5%) were recurrent ICHs. The
28-day case fatality following IS was 17.5% compared to 37.5% after
recurrent ICH events. The 3-year empirical cumulative incidence was 14.5%
for of thrombotic events and 4.4% for hemorrhagic events.

Before presenting the main findings of paper III, it is important to keep in
mind the characteristics of the different patient profiles that were used in
our statistical analyses to illustrate the effects of AT treatment in AF patients
following ICH (see table 7).

Table 7. Patient risk-profiles illustrated in paper III regarding the estimated 3-year cumulative incidence of
severe subsequent events following ICH in relation to the timing of antithrombotic treatment (AC or AP).

Age 69 80 78 78
Duration of hospital 14 28 19 19
stay (days)

Hypertension No Yes Yes No
Diabetes No Yes No Yes
Previous IS No Yes No No
AC at time of ICH No Yes Yes Yes
Corresponding 1(2) 6(7) 3(4) 3(4)

CHA,DS,-VASc
score male(female)
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Figure 8 presents the main findings of paper III, illustrating the optimal
timing of treatment and the effects of different treatment strategies (AP or
AC vs. no treatment) on the estimated event rates of thrombotic and
hemorrhagic events and on the combined endpoints respectively. CIFs at 3
years after the onset of ICH vs. start time of two treatments (AC=green line,
AP = red line) and no treatment (blue line) for both a low-risk and a high-
risk female/male profile (A = female profiles, B = male profiles) are
presented. The 3-year event specific CIFs of thrombotic and hemorrhagic
events sum to the combined-event CIFs (vascular death or stroke) in the
bottom row. The shaded areas and thick colored lines represent time periods
during which treatment initiation of AC (green) and AP (red) is significantly
different from no treatment at the 5% level.

In high-risk women, the total risk of vascular death or stroke recurrence
within 3 years was 17.0% when AC treatment was initiated 8 weeks after ICH
and 28.6% with no antithrombotic treatment (95% CI for difference: 1.4% to
21.8%). For high-risk men, the corresponding risks were 14.3% vs. 23.6%
(95% CI for difference: 0.4% to 18.2%).

The interpretation of figure 8 is that AC treatment within the start time
interval of 4—16 weeks following ICH significantly reduces the 3-year risk of
subsequent thrombotic events both in high-risk and low-risk patients
compared to no treatment. There might be an increased risk of bleeding if
AC treatment is initiated before 7 weeks (however not statistically
significant), and the combined endpoint suggests that the optimal timing for
AC in patients with AF is around 7—-8 weeks following ICH to minimize risk.
In confirmatory analysis of the combined endpoint of all three outcome
events (thrombotic, hemorrhagic and death from other causes) the beneficial
effects of AC treatment were seen in both high- and low-risk patients within
the same time frame (data not shown). For additional mid-risk patient
profiles, see figure 9.

AP treatment seems to have no protective effect in any of these patient

profiles, on the contrary, it was associated with a less favorable outcome for
most of the times for starting treatment.
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Figure 8. Cumulative incidence functions at 3 years following ICH in AF patients. Panel A: Female profiles,

panel B: Male profiles. A high-risk patient was defined as being 80 years of age, having spent 28 days in

hospital, having had a previous IS, suffering from hypertension, diabetes and being on AC treatment at the

time of ICH. The low-risk patient was defined as being 69 years of age, having spent 14 days in hospital,
having had no previous AT treatment and no additional risk factors for ischemic disease apart from AF.
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Figure 9. Cumulative incidence functions at 3 years following ICH in AF patients. Panel A: Female profiles,
panel B: Male profiles. A “mid risk 1” patient was defined as being 78 years of age, having spent 19 days in

hospital, having had previous hypertension and being on AC treatment at time of ICH. The “mid risk 2”

patient was 78 years of age, spent 19 days in hospital, having had previous diabetes and being on AC
treatment at the time of ICH.
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Discussion
Methodological Considerations

Selection bias in population-based and hospital-based registers
The strength of the population-based design of the MONICA register is the
very high degree of case ascertainment, stroke diagnoses within the register
were based on uniform WHO diagnostic criteria over the study periodi22.
The register is well-validated, and standardized case-finding procedures
captured around 96% of all stroke events in Norrbotten and Visterbotteni24,
This makes it extremely unlikely that selection bias would affect the results
of our MONICA study.

The strengths of a nationwide health quality register, such as Riksstroke, are
the contribution of substantially larger study materials and the fact that
inclusion criteria are not restricted by age. The coverage of Riksstroke is
high, estimated at well above 90% of all stroke patients treated in Swedish
hospitals, but the hospital-based design of Riksstroke may result in selection
bias at inclusion. Not all stroke patients are admitted to hospital and a
hospital-based stroke register can therefore not fully ascertain the incidence
of first-ever or recurrent stroke events within a population.15t 152 Previous
studies have reported that 84%—92% of Swedish stroke patients are treated
in hospital during the acute phase.152 153 Predicting which patients who are
more likely to present to hospital is impossible, because patients with very
mild or very severe strokes might not present to hospital for various
reasons.’54 Previous research has demonstrated that patients in
institutionalized care and those with less severe stroke events are less likely
to be admitted to hospitaliss. Furthermore, patients treated in stroke units
are more likely to be registered in Riksstroke compared to patients treated in
other wards and fatal in-hospital strokes are less likely to be registered?ss.

Since 2010, hospital admissions for acute stroke in Sweden have decreased
by 8%156 and there has been a 10% decrease in the number of hospital beds
for acute stroke care within the same time period:s’. In the light of our
results from the MONICA study, and considering reports on reduced stroke
incidence rates in high-income countries!o: 158, the reduced admissions for
acute stroke in Riksstroke is most likely a real finding, reflecting a sharp,
favorable secular trend of lower stroke incidence rates in Sweden (Stegmayr
et al.159 and unpublished data, Northern Sweden MONICA project).
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However, in absolute numbers both studies of recurrent events (papers I and
IV) were most certainly underestimating the true rates, not because of
selection bias, but due to the definition of stroke recurrence. The definition
of recurrent stroke affects the reported recurrence rates,© and recurrent
events within the first 28 days were not recorded in the MONICA study nor
are they recorded in Riksstroke.

Selection bias is unlikely to have affected the results of socioeconomic
predictors of stroke recurrence, it is highly unlikely that patients with lower
SES would be more likely to present to hospital with a recurrent stroke than
those with higher SES.

Confounding

A major challenge in observational, non-randomized studies is that of
controlling for confounding factors — extraneous factors that not only affect
outcome, but also the investigated exposure. There are a number of methods
used to adjust for confounding, e.g. stratification and multivariable
regression, but these methods may only control for known or measured
variables. In all of our studies, there is a risk of residual confounding.

One of the most important considerations for paper II and III has also been
that of the unavoidable risk of confounding by indication, a special type of
confounding that occurs in observational pharmacoepidemiological studies.
The use of antithrombotic drugs in papers II and III was not random, and
the possibility of unmeasured selection factors cannot be overlooked in
investigating predictors of treatment (paper II) and outcome (paper I1I). For
example, we had no information on ICH location, hematoma expansion or
ICH volume, all of which are factors that most certainly influence clinicians’
decision to treat. We also lacked information on patients’ preferences.

Information bias and missing data

Information bias arises from measurement errors, including
misclassifications of both levels of exposure and of the outcome variable
itself. The content validity of the Riksstroke acute form is high, and so is
inter-hospital realibility.1>s MONICA is well validated:2s. 124 and all data
collecting has been standardized.:22 However, all sources of bias due to
possible recording errors in MONICA and Riksstroke cannot be eliminated.
These errors should be regarded as non-differential misclassifications and
thus unlikely to have influenced our overall results. The definition of the AF
variable in Riksstroke was changed in 2004. Hence, this cannot have
affected the results of papers II and I1I, including patients from July 1, 2005.
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An example of differential misclassification is that of elderly stroke patients
missing data on educational level in paper IV. Here, we chose to conduct a
sensitivity analysis in patients <75 years of age, returning very similar results
as for the total study population. Missing data were generally analyzed as a
separate category in our studies when categories had more than 2% missing
data.

Violation of statistical assumptions, collinearity and overfitting
Apart from sources of bias mentioned above such as selection bias,
confounding and information bias, new sources or errors and bias may
emerge upon analysis such as those due to violations of assumptions, over-
adjustment and inappropriate modeling6t. Returning to the Cox regression,
which is central to all our studies, major deviations from the PH assumption
were identified by assessing K-M curves. The shape of K-M curves also
suggests time points after which results should be interpreted with caution,
as illustrated by more horizontal steps, as a result of the smaller numbers of
patients at risk.

Collinearity arises when variables in a multivariable regression model are
highly correlated. To evaluate the effect of collinearity we used both
univariable and multivariable models. To reduce the effects of collinearity we
did not add the CHA,DS.-VASc and HAS-BLED scores to the multivariable
analyses of paper II and III, because these scores include information on
other covariates (e.g. age and hypertension). In paper IV we did not include
education and income in the same model in the main analysis. However, a
sensitivity analysis including both education and income in the multivariable
analysis of time to stroke recurrence was conducted due to previous research
findings showing a relatively low correlation between these SES variablest62.
The analysis returned very similar results as when they were analyzed
separately.

Overfitting of statistical models occurs when random errors are described
instead of the underlying relationship. For paper III, in modeling the effect
of treatment options for different starting times, we assumed a linear
relationship of the effects of treatment beyond a certain time point, and this
choice was motivated by the data (where we had fewer observations) in order
to reduce this risk.

To test the robustness of the statistical model in paper 111, a sensitivity

analysis for various additional patient profiles was conducted, adding one
risk factor at a time to the model of CIFs at 3 years. The resulting optimal
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start times were all found to be within the range of 7—8 weeks after the onset
of ICH.

Generalizability of the results

Guidelines for helping clinicians and patients choose between treatment
options should preferably be based on sound clinical evidence derived from
well-conducted studies and prospective RCTs.163 Thus one cannot
thoroughly discuss the findings of paper III without further reflecting on the
differences between observational studies and RCTs. RCTs provide
information on the efficacy of agents tested, in controlled clinical trial
environments, often with highly motivated patients, usually with high
compliance. While RCTs might answer the question as to whether a
treatment regime works under such “ideal” circumstances (efficacy), real-
world data, obtained through observational studies, may help answering the
question of whether the treatment regime works under “usual”
circumstances (efficiency).

Trial generalizability (external validity) is a recognized problem in RCTs.
Participants in RCTs might differ considerably from the target population in
which findings are later used, and trial inclusion criteria can contribute to
this lack of generalizability.1¢4 Additionally, observational studies are more
suitable for detecting late or adverse effects of treatments.165 Observational
studies also have generalizability issues, perhaps confounding by indication
(discussed above) being the most relevant. Furthermore, the results of paper
III need to be interpreted with an intention-to-treat-approach considering
the lack of adherence data.

Another concern regarding the generalizability of the results in paper III is
that of the choice of patient risk profiles. Many patients were in between
those of our chosen “high-risk” and “low-risk” profiles. However,
confirmatory analyses of several additional risk profiles did not change the
overall results of the significantly reduced risk of thrombotic events with no
excess risk of hemorrhage with AC or the optimal time window of AC
initiation, in ICH survivors with AF.

General discussion of main findings

Favorable trends in stroke recurrence

The explanation for the favorable, declining rates of stroke recurrence in
Sweden over the study period is most likely multifactorial and our findings
of decreasing rates of recurrence are well in line with previous studies from
high-income countries?s 166, There have been major improvements in
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cardiovascular risk factor management (such as less smoking and lowered
lipid and blood pressure levels) over the past two decades in the population
of Northern Sweden.167 In first-ever stroke patients aged 25-74 we found
that the prevalence of previous MI has decreased in line with other findings
of substantial reduction of the incidence of MI in Sweden.168 169 As for
secondary prevention measures, a larger proportion of IS patients get the
recommended treatment following stroke. Thus, the use of statins and
APs166 in IS has increased and more IS patients with AF receive AC
treatment7°. A larger proportion of patients have benefitted from stroke unit
care during the acute phase 70, probably associated with more structured
initiation of secondary prevention measures.

Regardless of the overall promising trend of decreasing risk of recurrence,
stroke recurrence is still affecting around 1 out of 6 patients within 5 years
and almost 30% either died or suffered a second stroke within 5 years from
the first stroke, in the 25-74 year age group. Two of the most consistently
published risk factors for stroke recurrence — age and diabetes mellitus —
were also found in the MONICA study. Our study investigating the effects of
SES on risk of recurrence is by far the largest study on this topic, and we
were able to adjust for traditional cardiovascular risk factors. Both low
income and a low educational level were independent predictors of stroke
recurrence. Contrary to previous studies8” 88 we found that the increased risk
of recurrence in low SES groups is similar in men and women, and we also
conclude that this relationship has remained over time.

There is strong evidence for inverse relationships between SES and stroke
incidence and mortality7+173 and our study now adds the association with
increased risk of recurrent stroke. Contributing explanatory factors of our
findings could be the previously reported social stratification in secondary
prevention”t 74 and less access to stroke unit care in lower socioeconomic
groups during the years assessed.”o Regardless of the underlying causes,
more studies on how to better implement secondary measures in targeted
socially underprivileged risk groups seem warranted.

Antithrombotic treatment following ICH: ongoing changes in
clinical practice and a positive effect of AC in AF patients

Of all Swedish ICH patients, around 40% were treated with antithrombotic
agents at time of ICH, a level well in line with reports from other European
countries'’s 176, There were large regional variations in initiating AC
treatment in ICH survivors, also consistent with previous findingst7s, most
likely reflecting the lack of consensus. The clinical dilemma has sometimes
been perceived as being stuck between a rock and a hard place. Other
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aphorisms on the topic of anticoagulation following ICH have been many;
“How wide is the strait between Scylla and Charybdis”77, “Primum non
nocere”78, “A risky decision with no recipe”79. Despite the lack of firm
recommendations, there has been a change in clinical practice over the years
studied, and a larger proportion of patients with AF receive AC treatment
following ICH in more recent years. In a majority of patients who receive
treatment, antithrombotic agents are initiated within the first 6 months of
ICH. Still, many patients with compelling indications for treatment are not
prescribed these agents. The CHA,DS.-VASc score does not seem to guide
clinicians in the decision. On the contrary, a smaller proportion of patients
with AF and high risk scores receive treatment within 6 months compared to
those with low scores. Instead (apart from previous IS) other factors not
incorporated in the score; such as younger age, AC treatment at baseline,
valvular disease and less severe ICH predicted subsequent AC treatment
among ICH survivors with AF.

Our study on outcome and optimal timing of AC following ICH in AF
patients has important limitations (some of which are discussed in the above
methodological section). However, our study supports that clinicians have
made the right decision to treat, when they chose to do so, over the study
period. The findings of reduced risk of severe thrombotic events and the
combined endpoint of vascular death and non-fatal stroke is in line with
emerging evidence of the overall beneficial effect of AC even after severe
hemorrhagest09 111,180, Still, none of these studies have identified the optimal
time window for anticoagulant treatment and previous studies on optimal
timing have been of relatively small sample size03. 105. However, in terms of
overall net-benefit of treatment, our results are in line with those of Majeed
et al.105, suggesting that very early initiation of treatment might increase the
risk of bleeding (but the risk was not statistically significant in our results).
Our findings, with a larger study population have also been able to narrow
the optimal timing window (from 10-30 weeks in the Majeed et al. study05)
to 7-8 weeks following ICH. This may be an important message, especially
that the opportunity of early effective secondary prevention should not be
missed.

In an era of increasing use of highly potent drugs that are known for their
adverse effects (i.e. ACs and hemorrhagic complications), we will most
certainly see more complications, if such a trend continues. There are
ongoing RCTs to try and help answer the question of whether and how to
treat ICH survivors with indication for antithrombotic drugs. APACHE-AF181
in the Netherlands (Apixaban versus Antiplatelet Drugs or no
antithrombotic drugs after anticoagulation-associated intraCerebral
HaEmorrhage in Patients With Atrial Fibrillation) and RESTART (REstart or
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STop Antithrombotics Randomised Trial) in the UK182 are examples of
ongoing RCTs addressing the question of AT treatment following ICH. As an
alternative to AC treatment, there is also a RCT evaluating surgical occlusion
of the left atrial appendage in patients with AF following ICH,
STROKECLOSE:83,

It is, however, unlikely that any of the ongoing RCTs will have sufficient
statistical power to determine the optimal time span for treatment. For
example, in the APACHE-AF study (aiming to include 100 patients),
treatment with any of the antithrombotic drugs can commence at any time
between 7 and 9o days following ICH, at the discretion of the physician:8:.
While awaiting results from RCTs, observational studies constitute the best
available scientific evidence.
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Conclusions

There has been a substantial decrease of stroke recurrence risk over the last
two decades in Sweden. Still, around 1 in 6 stroke patients have a second
stroke within five years from the first stroke event, in spite of favorable
trends in cardiovascular risk factors and major advances in secondary
preventative measures.

Our findings confirm the most consistent predictors of stroke recurrence —
advanced age and diabetes mellitus — and our nationwide study establish an
inverse relationship between SES and stroke recurrence. Despite the overall
declining incidence rates of stroke in Sweden, this inverse relationship has
persisted over the study period and the same association is seen in Swedish
men and women. Future research on secondary prevention will need to take
into account targeted risk groups of patients to prevent stroke recurrence. A
readily accessible intervention is to ensure that all stroke patients, regardless
of SES, get equal access to secondary preventative measures.

AT treatment, both at time of and following ICH, is increasingly common in
Swedish patients. Predictors of AC treatment in Swedish ICH survivors with
concomitant AF are somewhat different from those of the general
recommendations regarding when to prescribe ACs to AF patients. Still,
many patients with compelling indications for AT treatment are not
prescribed such agents.

The choice to treat AF patients with ACs following ICH has been beneficial to
the patients studied here. Awaiting results from RCTs, the optimal timing of
such treatment seems to be around 7-8 weeks following ICH. However,
there are important limitations to observational studies on medical
interventions that must be taken into consideration. For example, we did not
have information on additional factors that are most certainly considered by
clinicians when determining whether or not to treat. Still, our results are
reassuring in the sense that clinical practice in Sweden regarding this patient
group seems to have reduced the overall risk of severe subsequent events.
Our results need confirmation in RCTs, but they also emphasize the need of
observational studies to identify potential improvement areas in the
treatment of vulnerable patients groups, often with chronic or disabling
diseases.
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Summary of conclusions

Population-based risk factors for stroke recurrence are advanced age
and diabetes. The overall risk of recurrence has decreased over the
last two decades, in line with other studies from high-income

countries.

The use of antithrombotic drugs in ICH patients, both at the time of
ICH and following discharge, has increased in Sweden. Predictors of
AC treatment in AF patients following ICH are younger age, previous

ischemic stroke, AC at the time of ICH and valvular disease.

In ICH survivors with concomitant AF, the use of ACs in clinical
practice seems beneficial, and the optimal timing of onset of

treatment appears to be at around 7—8 weeks following the ICH.

Low educational and low income levels, as well as living alone
increase the risk of stroke recurrence in Swedish stroke patients. The
inverse relationship between SES and recurrence risk is the same in

men and women and has not changed over the last decade.
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Future perspectives and personal
reflections

Aside from presumed explanatory factors of the positive trends in Swedish
stroke recurrence rates discussed above, this thesis has also imposed the
question of whether clinical decisions, sometimes made despite lack of
recommendations in national guidelines, have favorably affected the risk of
stroke recurrence over the study period. To me, this work has thus been a
reminder that the science and art of medicine intersect when there is not
enough evidence to firmly guide physicians in the sometimes extremely
challenging situation of weighing risk against benefit. There are most likely
other, on-going, and perhaps unidentified, changes in clinical practice that
will be important for future developments of successful secondary
preventative measures in vulnerable patient groups. Finding these new,
successful strategies will likely be important for a continuation of the
favorable trends in stroke incidence and recurrence rates observed in
Sweden. Riksstroke, both in facilitating observational studies and in
providing publically available inter-hospital comparisons has, and will
continue to play a pivotal role.

There seems to be a need for further identifying high-risk groups to prevent
stroke morbidity and mortality, especially because these groups of patients
sometimes fall behind when new promising treatments are introduced.
Furthermore, our results on SES and risk of stroke recurrence need to be
verified in other countries with different socioeconomic compositions.

The work with this thesis has also enhanced my recognition of the
complimentary roles of observational studies and RCTs. None of the patient
profiles (AF patients surviving ICH) would have been eligible in any of the
RCTs of NOACs launched in the past decade. Emerging observational
evidence on beneficial effects of AC even in traditional high-risk patient
groups may have paved the way for future and on-going important trials.

45



Acknowledgements

I wish to express my warmest gratitude to all of those who helped me to
complete this thesis. In particular, I would like to thank the following;:

Participants in MONICA and Riksstroke and the health care personnel
working with the registries, for making this research possible.

Marie Eriksson, my supervisor and mentor, for your inspirational scientific
approach, for your expertise in statistics and stroke epidemiology and for
your endless support (and patience) throughout my research education.

P-G Wiklund, co-tutor, co-writer, colleague and friend, for once introducing
me to the exciting world of stroke research and for your highly valued
support throughout both my clinical and scientific work.

Bo Carlberg, co-tutor, co-writer and colleague, for your much appreciated
support and wisdom.

Kjell Asplund, co-writer and former stroke lecturer, for being such an
inspirational role model and for invaluable support and input throughout my
work.

Rosanna Overholser and Bart van Rompaye, co-writers and statisticians, for
your excellent modeling, for making statistics comprehensible and for nice
conversations also on other matters along the way.

Eva-Lotta Glader, co-writer and colleague, for your valuable support and
calming advice.

Signild Asberg, Aase Wisten and Bo Norrving, for much appreciated input as
co-writers.

Gunborg Ronnberg, Asa Johansson and Asa Olofsson, for your patient
assistance in helping me understand the registration procedures of MONICA
and Riksstroke.

Colleagues and friends at the Norrland University Hospital and at the

Department of Public Health and Clinical Medicine, for creating a supportive
work environment and for encouraging words along the way.

46



All lovely friends outside work, for making me believe in myself and enjoying
the lovely ride of life together with my family and me.

Emma, for your genius brain-tree.

Dad, mum and Fernando, my role models in life and parenthood and my
sisters Lina and Julia, for showing me what great sisterhood can be.

Andreas, William, Signe and Ellen, my loved ones. You are the most
important source of inspiration in life, in all the great and little things. I love
you.

47



References

1. Lozano R, Naghavi M, Foreman K, Lim S, Shibuya K, Aboyans V, et
al. Global and regional mortality from 235 causes of death for 20 age
groups in 1990 and 2010: A systematic analysis for the global
burden of disease study 2010. Lancet. 2012;380:2095-2128

2. Murray CJ, Vos T, Lozano R, Naghavi M, Flaxman AD, Michaud C,
et al. Disability-adjusted life years (DALYs) for 291 diseases and
injuries in 21 regions, 1990-2010: A systematic analysis for the
Global Burden of Disease Study 2010. Lancet. 2012;380:2197-2223

3. Feigin VL, Forouzanfar MH, Krishnamurthi R, Mensah GA, Connor
M, Bennett DA, et al. Global and regional burden of stroke during
1990-2010: Findings from the Global Burden of Disease Study 2010.
Lancet. 2014;383:245-254

4. Hjarnfonden [The Swedish Brain Foundation]. Hjarnrapporten 2014
[The Brain Report 2014]. Available at
http://www.hjarnfonden.se/wp-
content/uploads/2015/04/Hjarnrapporten-2014-TILL-
HEMSIDAN.pdf Accessed October 20, 2016.

5. Socialstyrelsen [National Board of Health and Welfare].
Dodsorsaksregistret [Cause of Death Registry]. Available at
http://www.socialstyrelsen.se/register/dodsorsaksregistret.
Accessed September 25, 2016.

6. Mendis S. Stroke disability and rehabilitation of stroke: World
Health Organization perspective. Int J Stroke. 2013;8:3-4

7. Boysen G, Truelsen T. Prevention of recurrent stroke. Neurol Sci.
2000;21:67-72

8. Riksstroke. Riksstroke &rsrapport 2014 [annual report 2014].
Available at http://www.Riksstroke.Org/wp-
content/uploads/2015/12/strokerapport_akut-tia_Ir.Pdf. Accessed
September 30, 2016.

0. Hankey GJ, Jamrozik K, Broadhurst RJ, Forbes S, Anderson CS.
Long-term disability after first-ever stroke and related prognostic
factors in the Perth Community Stroke Study, 1989-1990. Stroke.
2002;33:1034-1040

48



10.

11.

12.

13.

14.

15.

16.

17.

18.

Rothwell PM, Coull AJ, Giles MF, Howard SC, Silver LE, Bull LM, et
al. Change in stroke incidence, mortality, case-fatality, severity, and
risk factors in Oxfordshire, UK from 1981 to 2004 (Oxford Vascular
Study). Lancet. 2004;363:1925-1933

Luengo-Fernandez R, Gray AM, Rothwell PM, Oxford Vascular S. A
population-based study of hospital care costs during 5 years after
transient ischemic attack and stroke. Stroke. 2012;43:3343-3351

Aho K, Harmsen P, Hatano S, Marquardsen J, Smirnov VE, Strasser
T. Cerebrovascular disease in the community: Results of a WHO
collaborative study. Bull World Health Organ. 1980;58:113-130

Donnan GA, Fisher M, Macleod M, Davis SM. Stroke. Lancet.
2008;371:1612-1623

Sacco RL, Kasner SE, Broderick JP, Caplan LR, Connors JJ,
Culebras A, et al. An updated definition of stroke for the 2ist
century: A statement for healthcare professionals from the American
Heart  Association/American  Stroke  Association.  Stroke.
2013;44:2064-2089

Albers GW, Caplan LR, Easton JD, Fayad PB, Mohr JP, Saver JL, et
al. Transient ischemic attack - proposal for a new definition. N Engl
J Med. 2002;347:1713-1716

Easton JD, Saver JL, Albers GW, Alberts MJ, Chaturvedi S,
Feldmann E, et al. Definition and evaluation of transient ischemic
attack: A scientific statement for healthcare professionals from the
American Heart Association/American Stroke Association Stroke
Council; Council on Cardiovascular Surgery and Anesthesia; Council
on Cardiovascular Radiology and Intervention; Council on
Cardiovascular Nursing; and the Interdisciplinary Council on
Peripheral Vascular Disease. The American Academy of Neurology
affirms the value of this statement as an educational tool for
neurologists. Stroke. 2009;40:2276-2293

Wolrd Health Organisation. Classification of diseases, draft of ICD-
11. Available at
http://apps.who.int/classifications/icd11/browse/f/en# /http%3a%2
f%2fid.who.int%2ficd%2fentity%2f826335789 Accessed October 26,
2016.

Adams HP, Jr., Bendixen BH, Kappelle LJ, Biller J, Love BB, Gordon
DL, et al. Classification of subtype of acute ischemic stroke.

49



19.

20.

21.

22,

23.

24.

25.

26.

27.

28.

Definitions for use in a multicenter clinical trial. TOAST. Trial of Org
10172 in Acute Stroke Treatment. Stroke. 1993;24:35-41

Kolominsky-Rabas PL, Weber M, Gefeller O, Neundoerfer B,
Heuschmann PU. Epidemiology of ischemic stroke subtypes
according to toast criteria: Incidence, recurrence, and long-term
survival in ischemic stroke subtypes: A population-based study.
Stroke. 2001;32:2735-2740

Lovett JK, Coull AJ, Rothwell PM. Early risk of recurrence by
subtype of ischemic stroke in population-based incidence studies.
Neurology. 2004;62:569-573

Grau AJ, Weimar C, Buggle F, Heinrich A, Goertler M, Neumaier S,
et al. Risk factors, outcome, and treatment in subtypes of ischemic
stroke: The German stroke data bank. Stroke. 2001;32:2559-2566

Arboix A, Alio J. Cardioembolic stroke: Clinical features, specific
cardiac disorders and prognosis. Curr Cardiol Rev. 2010;6:150-161

Lin HJ, Wolf PA, Kelly-Hayes M, Beiser AS, Kase CS, Benjamin EJ,
et al. Stroke severity in atrial fibrillation. The Framingham Study.
Stroke. 1996;27:1760-1764

Hofmeijer J, Kappelle LJ, Klijn CJ. Antithrombotic treatment and
intracerebral haemorrhage: Between Scylla and Charybdis. Pract
Neurol. 2015;15:250-256

Goldstein JN, Greenberg SM. Should anticoagulation be resumed
after intracerebral hemorrhage? Cleve Clin J Med. 2010;77:791-799

Pezzini A, Del Zotto E, Volonghi I, Giossi A, Costa P, Padovani A.
Cerebral amyloid angiopathy: A common cause of cerebral
hemorrhage. Curr. Med. Chem. 2009;16:2498-2513

Poon MT, Fonville AF, Al-Shahi Salman R. Long-term prognosis
after intracerebral haemorrhage: Systematic review and meta-
analysis. J Neurol Neurosurg Psychiatry. 2014;85:660-667

Bailey RD, Hart RG, Benavente O, Pearce LA. Recurrent brain

hemorrhage is more frequent than ischemic stroke after intracranial
hemorrhage. Neurology. 2001;56:773-777

50



29.

30.

31.

32.

33:

34.

35-

36.

37-

38.

39.

WHO. Health topics. Risk  factors. Available at
http://www.who.int/topics/risk_factors/en Accessed September 15,
2016.

Rothwell PM, Coull AJ, Silver LE, Fairhead JF, Giles MF, Lovelock
CE, et al. Population-based study of event-rate, incidence, case
fatality, and mortality for all acute vascular events in all arterial
territories (Oxford Vascular Study). Lancet. 2005;366:1773-1783

Appelros P, Stegmayr B, Terent A. Sex differences in stroke
epidemiology: A systematic review. Stroke. 2009;40:1082-1090

Petrea RE, Beiser AS, Seshadri S, Kelly-Hayes M, Kase CS, Wolf PA.
Gender differences in stroke incidence and poststroke disability in
the Framingham Heart Study. Stroke. 2009;40:1032-1037

Roquer J, Campello AR, Gomis M. Sex differences in first-ever acute
stroke. Stroke. 2003;34:1581-1585

Andersen MN, Andersen KK, Kammersgaard LP, Olsen TS. Sex
differences in stroke survival: 10-year follow-up of the Copenhagen
Stroke Study cohort. J Stroke Cerebrovasc Dis. 2005;14:215-220

Lindgren A. Stroke genetics: A review and update. J Stroke.
2014;16:114-123

O'Donnell MJ, Xavier D, Liu L, Zhang H, Chin SL, Rao-Melacini P,
et al. Risk factors for ischaemic and intracerebral haemorrhagic
stroke in 22 countries (the Interstroke Study): A case-control study.
Lancet. 2010;376:112-123

O'Donnell MJ, Chin SL, Rangarajan S, Xavier D, Liu L, Zhang H, et
al. Global and regional effects of potentially modifiable risk factors
associated with acute stroke in 32 countries (Interstroke): A case-
control study. Lancet. 2016;388:761-775

Wolf PA, Abbott RD, Kannel WB. Atrial fibrillation as an
independent risk factor for stroke: The Framingham Study. Stroke.
1991;22:983-988

Buchwald F, Norrving B, Petersson J. Atrial fibrillation in transient

ischemic attack versus ischemic stroke: A Swedish stroke register
(Riksstroke) study. Stroke. 2016;47:2456-2461

51



40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Marini C, De Santis F, Sacco S, Russo T, Olivieri L, Totaro R, et al.
Contribution of atrial fibrillation to incidence and outcome of
ischemic stroke: Results from a population-based study. Stroke.
2005;36:1115-1119

Thygesen SK, Frost L, Eagle KA, Johnsen SP. Atrial fibrillation in
patients with ischemic stroke: A population-based study. Clin
Epidemiol. 2009;1:55-65

Hannon N, Sheehan O, Kelly L, Marnane M, Merwick A, Moore A, et
al. Stroke associated with atrial fibrillation--incidence and early
outcomes in the North Dublin Population Stroke Study. Cerebrovasc
Dis. 2010;29:43-49

Asberg S, Henriksson KM, Farahmand B, Asplund K, Norrving B,
Appelros P, et al. Ischemic stroke and secondary prevention in
clinical practice: A cohort study of 14,529 patients in the Swedish
stroke register. Stroke. 2010;41:1338-1342

Bjorck S, Palaszewski B, Friberg L, Bergfeldt L. Atrial fibrillation,
stroke risk, and warfarin therapy revisited: A population-based
study. Stroke. 2013;44:3103-3108

Friberg L, Rosenqvist M, Lindgren A, Terent A, Norrving B, Asplund
K. High prevalence of atrial fibrillation among patients with
ischemic stroke. Stroke. 2014;45:2599-2605

Wieloch M, Sjalander A, Frykman V, Rosenqvist M, Eriksson N,
Svensson PJ. Anticoagulation control in Sweden: Reports of time in
therapeutic range, major bleeding, and thrombo-embolic
complications from the national quality registry Auricula. Eur Heart
J. 2011;32:2282-2289

Goldstein JN, Rosand J, Schwamm LH. Warfarin reversal in
anticoagulant-associated intracerebral hemorrhage. Neurocrit Care.
2008;9:277-283

Friberg L, Bergfeldt L. Atrial fibrillation prevalence revisited. J
Intern Med. 2013;274:461-468

Watson T, Shantsila E, Lip GY. Mechanisms of thrombogenesis in

atrial fibrillation: Virchow's triad revisited. Lancet. 2009;373:155-
166

52



50.

51.

52.

53-

54.

55-

56.

57

58.

Likemedelsverket [Swedish medical products agency] Ordnat
inférande och strukturerad uppfoljning av nya likemedel [Orderly
introduction and structured evaluation of new pharmaceutical
drugs] 2013 Available at:
https://lakemedelsverket.Se/upload/nyheter/2013/oisu_nls_6-
2/bilaga_i_osiu_6.2.Pdf Accessed October 20, 2016.

Hart RG, Pearce LA, Aguilar MI. Meta-analysis: Antithrombotic
therapy to prevent stroke in patients who have nonvalvular atrial
fibrillation. Ann Intern Med. 2007;146:857-867

EAFT (European Atrial Fibrillation Trial) study group. Secondary
prevention in non-rheumatic atrial fibrillation after transient
ischaemic attack or minor stroke. Lancet. 1993;342:1255-1262

Camm AJ, Lip GY, De Caterina R, Savelieva I, Atar D, Hohnloser
SH, et al. 2012 focused update of the ESC guidelines for the
management of atrial fibrillation: An update of the 2010 ESC
guidelines for the management of atrial fibrillation. Developed with
the special contribution of the European Heart Rhythm Association.
Eur Heart J. 2012;33:2719-2747

Connolly SJ, Ezekowitz MD, Yusuf S, Eikelboom J, Oldgren J,
Parekh A, et al. Dabigatran versus warfarin in patients with atrial
fibrillation. N Engl J Med. 2009;361:1139-1151

Patel MR, Mahaffey KW, Garg J, Pan G, Singer DE, Hacke W, et al.
Rivaroxaban versus warfarin in nonvalvular atrial fibrillation. N
EnglJ Med. 2011;365:883-891

Granger CB, Alexander JH, McMurray JJ, Lopes RD, Hylek EM,
Hanna M, et al. Apixaban versus warfarin in patients with atrial
fibrillation. N Engl J Med. 2011;365:981-992

Chatterjee S, Sardar P, Biondi-Zoccai G, Kumbhani DJ. New oral
anticoagulants and the risk of intracranial hemorrhage: Traditional
and Bayesian meta-analysis and mixed treatment comparison of
randomized trials of new oral anticoagulants in atrial fibrillation.
JAMA Neurol. 2013;70:1486-1490

Holster IL, Valkhoff VE, Kuipers EJ, Tjwa ET. New oral
anticoagulants increase risk for gastrointestinal bleeding: A
systematic review and meta-analysis.  Gastroenterology.
2013;145:105-112 €115

53



59.

60.

61.

62.

63.

64.

65.

66.

67.

Ruff CT, Giugliano RP, Braunwald E, Hoffman EB, Deenadayalu N,
Ezekowitz MD, et al. Comparison of the efficacy and safety of new
oral anticoagulants with warfarin in patients with atrial fibrillation:
A meta-analysis of randomised trials. Lancet. 2014;383:955-962

Fang MC, Go AS, Chang Y, Hylek EM, Henault LE, Jensvold NG, et
al. Death and disability from warfarin-associated intracranial and
extracranial hemorrhages. Am J Med. 2007;120:700-705

Giugliano RP, Ruff CT, Braunwald E, Murphy SA, Wiviott SD,
Halperin JL, et al. Edoxaban versus warfarin in patients with atrial
fibrillation. N Engl J Med. 2013;369:2093-2104

Riksstroke. Riksstroke &rsrapport 2015 [annual report 2015].
Available at http://www.riksstroke.org/wp-
content/uploads/2016/06/RiksstrokeArsrapport2015-
PRELIMINAR-WBB-indrat-6-juli.pdf Accessed October 20, 2016.

Gage BF, Waterman AD, Shannon W, Boechler M, Rich MW,
Radford MJ. Validation of clinical classification schemes for
predicting stroke: Results from the national registry of atrial
fibrillation. JAMA. 2001;285:2864-2870

Lip GY, Nieuwlaat R, Pisters R, Lane DA, Crijns HJ. Refining clinical
risk stratification for predicting stroke and thromboembolism in
atrial fibrillation using a novel risk factor-based approach: The Euro
Heart Survey on Atrial Fibrillation. Chest. 2010;137:263-272

Pisters R, Lane DA, Nieuwlaat R, de Vos CB, Crijns HJ, Lip GY. A
novel user-friendly score (HAS-BLED) to assess 1-year risk of major
bleeding in patients with atrial fibrillation: The Euro Heart Survey.
Chest. 2010;138:1093-1100

Socialstyrelsen [National Board of Health and Welfare]. Méalnivaer
for hjartsjukvard och strokevérd [Target levels for heart disease and
stroke care]. Stockholm, 2014.

SBU  (Statens beredning for medicinsk  utvirdering)
Formaksflimmer - forekomst och risk for stroke [Swedish Agency for
Health Technology Assessment and Assessment of Social Services,
Atrial fibrillation - occurence and risk of stroke] 2013 Available at:
http://www.sbu.se/contentassets/0a28a5ac104d4f329ad8f839d19c
a6fg/formaksflimmer_forekomst_risk_for_stroke.pdf Accessed
September 20, 2016.

54



68.

69.

70.

71.

72.

73-

74.

75.

76.

77-

78.

Halso- och Sjukvardslag SFS 1982:736 [Health and Medical Service
Act] Stockholm: Socialdepartementet.

Stecksen A, Glader EL, Asplund K, Norrving B, Eriksson M.
Education level and inequalities in stroke reperfusion therapy:
Observations in the Swedish stroke register. Stroke. 2014;45:2762-
2768

Glader EL, Edlund H, Sukhova M, Asplund K, Norrving B, Eriksson
M. Reduced inequality in access to stroke unit care over time: A 15-
year follow-up of socioeconomic disparities in Sweden. Cerebrovasc
Dis. 2013;36:407-411

Sjolander M, Eriksson M, Glader EL. Social stratification in the
dissemination of statins after stroke in Sweden. Eur J Clin.
Pharmacol. 2013;69:1173-1180

Lindmark A, Glader EL, Asplund K, Norrving B, Eriksson M, Riks-
Stroke C. Socioeconomic disparities in stroke case fatality -
observations from Riks-stroke, the Swedish stroke register. Int J
Stroke. 2013

Eriksson M, Glader EL, Norrving B, Asplund K. Poststroke suicide
attempts and completed suicides: A socioeconomic and nationwide
perspective. Neurology. 2015;84:1732-1738

Glader EL, Jonsson B, Norrving B, Eriksson M. Socioeconomic
factors' effect on return to work after first stroke. Acta Neurol
Scand. E-pub ahead of print July 21, 2016

Mohan KM, Wolfe CD, Rudd AG, Heuschmann PU, Kolominsky-
Rabas PL, Grieve AP. Risk and cumulative risk of stroke recurrence:
A systematic review and meta-analysis. Stroke. 2011;42:1489-1494

Rothwell PM. Lack of epidemiological data on secondary stroke
prevention. Lancet Neurol. 2005;4:518-519

Appelros P, Nydevik I, Viitanen M. Poor outcome after first-ever
stroke: Predictors for death, dependency, and recurrent stroke
within the first year. Stroke. 2003;34:122-126

Hankey GJ, Jamrozik K, Broadhurst RJ, Forbes S, Burvill PW,

Anderson CS, et al. Long-term risk of first recurrent stroke in the
Perth Community Stroke Study. Stroke. 1998;29:2491-2500

55



79.

8o.

81.

82.

83.

84.

85.

86.

87.

88.

Petty GW, Brown RD, Jr., Whisnant JP, Sicks JD, O'Fallon WM,
Wiebers DO. Survival and recurrence after first cerebral infarction:
A population-based study in Rochester, Minnesota, 1975 through
1989. Neurology. 1998;50:208-216

Jorgensen HS, Nakayama H, Reith J, Raaschou HO, Olsen TS.
Stroke recurrence: Predictors, severity, and prognosis. The
Copenhagen Stroke Study. Neurology. 1997;48:891-895

Elneihoum AM, Goransson M, Falke P, Janzon L. Three-year
survival and recurrence after stroke in Malmo, Sweden: An analysis
of stroke registry data. Stroke. 1998;29:2114-2117

Sacco RL, Shi T, Zamanillo MC, Kargman DE. Predictors of
mortality and recurrence after hospitalized cerebral infarction in an
urban community: The Northern Manhattan Stroke Study.
Neurology. 1994;44:626-634

Mohan KM, Crichton SL, Grieve AP, Rudd AG, Wolfe CD,
Heuschmann PU. Frequency and predictors for the risk of stroke
recurrence up to 10 years after stroke: The South London Stroke
Register. J Neurol Neurosurg Psychiatry. 2009;80:1012-1018

Chung JW, Kim BJ, Han MK, Kang K, Park JM, Park SS, et al.
Family history and risk of recurrent stroke. Stroke. 2016;47:1990-
1996

O'Donnell HC, Rosand J, Knudsen KA, Furie KL, Segal AZ, Chiu RI,
et al. Apolipoprotein E genotype and the risk of recurrent lobar
intracerebral hemorrhage. N EnglJ Med. 2000;342:240-245

Brouwers HB, Biffi A, Ayres AM, Schwab K, Cortellini L, Romero
JM, et al. Apolipoprotein E genotype predicts hematoma expansion
in lobar intracerebral hemorrhage. Stroke. 2012;43:1490-1495

Li C, Hedblad B, Rosvall M, Buchwald F, Khan FA, Engstrom G.
Stroke incidence, recurrence, and case-fatality in relation to
socioeconomic position: A population-based study of middle-aged
Swedish men and women. Stroke. 2008;39:2191-2196

Cesaroni G, Agabiti N, Forastiere F, Perucci CA. Socioeconomic

differences in stroke incidence and prognosis under a universal
healthcare system. Stroke. 2009;40:2812-2819

56



89.

90.

1.

92.

93.

94.

95.

96.

97.

Socialstyrelsen [National Board of Health and Welfare]. Nationella
riktlinjer for strokesjukvard 2000. [National guidelines for stroke
care 2000]. Stockholm, 2000.

Socialstyrelsen [National Board of Health and Welfare]. Nationella
riktlinjer for strokesjukvard 2005. [National guidelines for stroke
care 2005]. Stockholm, 2006.

Socialstyrelsen [National Board of Health and Welfare]. Nationella
riktlinjer for strokesjukviard 2009. [National guidelines for stroke
care 2009]. Stockholm, 2009.

Socialstyrelsen [National Board of Health and Welfare].
Komplettering av nationella riktlinjer for hjartsjukvard 2008 och
strokesjukvard 2009. [Updated complement to the national
guidelines for heart and stroke care 2008/2009] Stockholm, 2011.

Rosand J, Eckman MH, Knudsen KA, Singer DE, Greenberg SM.
The effect of warfarin and intensity of anticoagulation on outcome of
intracerebral hemorrhage. Arch Intern Med. 2004;164:880-884

Flibotte JJ, Hagan N, O'Donnell J, Greenberg SM, Rosand J.
Warfarin, hematoma expansion, and outcome of intracerebral
hemorrhage. Neurology. 2004;63:1059-1064

Broderick J, Connolly S, Feldmann E, Hanley D, Kase C, Krieger D,
et al. Guidelines for the management of spontaneous intracerebral
hemorrhage in adults: 2007 update: A guideline from the American
Heart Association/American Stroke Association Stroke Council,
High Blood Pressure Research Council, and the Quality of Care and
Outcomes in Research Interdisciplinary Working Group. Stroke.
2007;38:2001-2023

European Stroke Initiative Writing Committee, Writing Committee
for the EEC, Steiner T, Kaste M, Forsting M, Mendelow D, et al.
Recommendations for the management of intracranial haemorrhage
- part I: Spontaneous intracerebral haemorrhage. Cerebrovasc Dis.
2006;22:294-316

Morgenstern LB, Hemphill JC, 3rd, Anderson C, Becker K,
Broderick JP, Connolly ES, Jr., et al. Guidelines for the management
of spontaneous intracerebral hemorrhage: A guideline for healthcare
professionals from the American Heart Association/American
Stroke Association. Stroke. 2010;41:2108-2129

57



98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

Steiner T, Al-Shahi Salman R, Beer R, Christensen H, Cordonnier C,
Csiba L, et al. European Stroke Organisation (ESO) guidelines for
the management of spontaneous intracerebral hemorrhage. Int J
Stroke. 2014;9:840-855

Butler AC, Tait RC. Restarting anticoagulation in prosthetic heart
valve patients after intracranial haemorrhage: A 2-year follow-up. Br
J Haematol. 1998;103:1064-1066

De Vleeschouwer S, Van Calenbergh F, van Loon J, Nuttin B, Goffin
J, Plets C. Risk analysis of thrombo-embolic and recurrent bleeding
events in the management of intracranial haemorrhage due to oral
anticoagulation. Acta Chir Belg. 2005;105:268-274

Viswanathan A, Rakich SM, Engel C, Snider R, Rosand J, Greenberg
SM, et al. Antiplatelet use after intracerebral hemorrhage.
Neurology. 2006;66:206-209

Claassen DO, Kazemi N, Zubkov AY, Wijdicks EF, Rabinstein AA.
Restarting anticoagulation therapy after warfarin-associated
intracerebral hemorrhage. Arch Neurol. 2008;65:1313-1318

Hawryluk GW, Austin JW, Furlan JC, Lee JB, O'Kelly C, Fehlings
MG. Management of anticoagulation following central nervous
system hemorrhage in patients with high thromboembolic risk. J
Thromb Haemost. 2010;8:1500-1508

Flynn RW, MacDonald TM, Murray GD, MacWalter RS, Doney AS.
Prescribing antiplatelet medicine and subsequent events after
intracerebral hemorrhage. Stroke. 2010;41:2606-2611

Majeed A, Kim YK, Roberts RS, Holmstrom M, Schulman S. Optimal
timing of resumption of warfarin after intracranial hemorrhage.
Stroke. 2010;41:2860-2866

Yung D, Kapral MK, Asllani E, Fang J, Lee DS, Investigators of the
Registry of the Canadian Stroke Network. Reinitiation of
anticoagulation after warfarin-associated intracranial hemorrhage
and mortality risk: The Best Practice for Reinitiating
Anticoagulation Therapy After Intracranial Bleeding (BRAIN) study.
Can J Cardiol. 2012;28:33-39

Gathier CS, Algra A, Rinkel GJ, van der Worp HB. Long-term
outcome after anticoagulation-associated intracerebral haemorrhage

58



108.

109.

110.

111.

112.

113.

114.

115.

116.

with or without restarting antithrombotic therapy. Cerebrovasc Dis.
2013;36:33-37

Kuramatsu JB, Gerner ST, Schellinger PD, Glahn J, Endres M,
Sobesky J, et al. Anticoagulant reversal, blood pressure levels, and
anticoagulant resumption in patients with anticoagulation-related
intracerebral hemorrhage. JAMA. 2015;313:824-836

Nielsen PB, Larsen TB, Skjoth F, Gorst-Rasmussen A, Rasmussen
LH, Lip GY. Restarting anticoagulant treatment after intracranial
hemorrhage in patients with atrial fibrillation and the impact on
recurrent stroke, mortality, and bleeding: A nationwide cohort
study. Circulation. 2015;132:517-525

Chao TF, Liu CJ, Liao JN, Wang KL, Lin YJ, Chang SL, et al. Use of
oral anticoagulants for stroke prevention in patients with atrial
fibrillation who have a history of intracranial hemorrhage.
Circulation. 2016;133:1540-1547

Ottosen TP, Grijota M, Hansen ML, Brandes A, Damgaard D,
Husted SE, et al. Use of antithrombotic therapy and long-term
clinical outcome among patients surviving intracerebral
hemorrhage. Stroke. 2016;47:1837-1843

Aguilar MI, Hart RG, Kase CS, Freeman WD, Hoeben BJ, Garcia RC,
et al. Treatment of warfarin-associated intracerebral hemorrhage:
Literature review and expert opinion. Mayo Clin Proc. 2007;82:82-
92

Petersen P, Boysen G, Godtfredsen J, Andersen ED, Andersen B.
Placebo-controlled, randomised trial of warfarin and aspirin for
prevention of thromboembolic complications in chronic atrial
fibrillation. The Copenhagen AFASAK study. Lancet. 1989;1:175-179

Stroke Unit Trialists' Collaboration. Collaborative systematic review
of the randomised trials of organised inpatient (stroke unit) care
after stroke. BMJ. 1997;314:1151-1159

PROGRESS Collaborative Group. Randomised trial of a perindopril-
based blood-pressure-lowering regimen among 6,105 individuals
with previous stroke or transient ischaemic attack. Lancet.
2001;358:1033-1041

van Walraven C, Hart RG, Singer DE, Laupacis A, Connolly S,
Petersen P, et al. Oral anticoagulants vs aspirin in nonvalvular atrial

59



117.

118.

119.

120.

121.

122,

123.

124.

125.

fibrillation: An individual patient meta-analysis. JAMA.
2002;288:2441-2448

Saxena R, Koudstaal P. Anticoagulants versus antiplatelet therapy
for preventing stroke in patients with nonrheumatic atrial
fibrillation and a history of stroke or transient ischemic attack.
Cochrane Database Syst Rev. 2004:CD000187

Amarenco P, Bogousslavsky J, Callahan A, 3rd, Goldstein LB,
Hennerici M, Rudolph AE, et al. High-dose atorvastatin after stroke
or transient ischemic attack. N Engl J Med. 2006;355:549-559

Sandercock PA, Gibson LM, Liu M. Anticoagulants for preventing
recurrence following presumed non-cardioembolic ischaemic stroke
or transient ischaemic attack. Cochrane Database Syst Rev.
2009:CD000248

Rashid P, Leonardi-Bee J, Bath P. Blood pressure reduction and
secondary prevention of stroke and other vascular events: A
systematic review. Stroke. 2003;34:2741-2748

The World Health Organization MONICA Project (monitoring
trends and determinants in cardiovascular disease): A major
international collaboration. WHO MONICA Project Principal
Investigators. J Clin Epidemiol. 1988;41:105-114

Stegmayr B, Lundberg V, Asplund K. The events registration and
survey procedures in the Northern Sweden MONICA project. Scand
J Public Health Suppl. 2003;61:9-17

Asplund K, Tuomilehto J, Stegmayr B, Wester PO, Tunstall-Pedoe
H. Diagnostic criteria and quality control of the registration of stroke
events in the MONICA project. Acta Med Scand Suppl
1988;728:26-39

Stegmayr B, Asplund K. Measuring stroke in the population: Quality
of routine statistics in comparison with a population-based stroke
registry. Neuroepidemiology. 1992;11:204-213

Soderholm A, Stegmayr B, Glader EL, Asplund K, Riksstroke C.
Validation of hospital performance measures of acute stroke care
quality. Riksstroke, the Swedish stroke register.
Neuroepidemiology. 2016;46:229-234

60



126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

Koster M, Asplund K, Johansson A, Stegmayr B. Refinement of
Swedish administrative registers to monitor stroke events on the
national level. Neuroepidemiology. 2013;40:240-246

Asplund K, Hulter Asberg K, Appelros P, Bjarne D, Eriksson M,
Johansson A, et al. The Riks-stroke story: Building a sustainable
national register for quality assessment of stroke care. Int J Stroke.
2011;6:99-108

Ludvigsson JF, Andersson E, Ekbom A, Feychting M, Kim JL,
Reuterwall C, et al. External review and validation of the Swedish
national inpatient register. BMC Public Health. 2011;11:450

Socialstyrelsen. Sveriges officiella statistik, sjukdomar i slutenvard
1988-2013 [National Board of Health and Welfare. Official statistics
of Sweden, Inpatient diseases in Sweden 1988-2013] Stockholm,
2014.

Linnersjo A, Hammar N, Gustavsson A, Reuterwall C. Recent time
trends in acute myocardial infarction in Stockholm, Sweden. Int J
Cardiol. 2000;76:17-21

Nilsson AC, Spetz CL, Carsjo K, Nightingale R, Smedby B.
Slutenvardsregistrets tillforlitlighet. Diagnosuppgifterna béttre &n
sitt rykte [Reliability of the hospital registry. The diagnostic data are
better than their reputation]. Ldkartidningen. 1994;91:598-605

Smith JG, Platonov PG, Hedblad B, Engstrom G, Melander O. Atrial
fibrillation in the Malmé Diet and Cancer Study: A study of
occurrence, risk factors and diagnostic validity. Euro J Epidemiol.
2010;25:95-102

Ingelsson E, Arnlov J, Sundstrom J, Lind L. The validity of a
diagnosis of heart failure in a hospital discharge register. Eur J
Heart Fail. 2005;7:787-791

Elo SL, Karlberg IH. Validity and utilization of epidemiological data:
A study of ischaemic heart disease and coronary risk factors in a
local population. Public Health. 2009;123:52-57

Wettermark B, Hammar N, Fored CM, Leimanis A, Otterblad
Olausson P, Bergman U, et al. The new Swedish prescribed drug
register - opportunities for pharmacoepidemiological research and
experience from the first six months. Pharmacoepidemiol Drug Saf.
2007;16:726-735

61



136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

Wallerstedt SM, Wettermark B, Hoffmann M. The first decade with
the Swedish prescribed drug register - a systematic review of the
output in the scientific literature. Basic Clin Pharmacol Toxicol.
2016

Socialstyrelsen [National Board of Health and Welfare]
Likemedelsregistret [Swedish dispensed drug register] Available at
http://www.Socialstyrelsen.Se/register/halsodataregister/lakemede
Isregistret Accessed October 25, 2016.

Appelros P, Terent A. Validation of the Swedish inpatient and cause-
of-death registers in the context of stroke. Acta Neurol Scand.
2011;123:289-293

Statistics ~ Sweden. Longitudinell integrationsdatabas  for
halsoférsakrings- och arbetsmarknadsstudier (LISA) (longitudinal
integration database for health insurance and labour market
studies). Avaliable at http://www.Scb.Se/lisa. Accessed December
03, 2014.

Starmark JE, Stalhammar D, Holmgren E. The Reaction Level Scale
(RLS85). Manual and guidelines. Acta Neurochir (Wien).
1988;91:12-20

R Core Team. R: A language and environment for statistical
computing. Vienna, Austria: R Foundation for Statistical
Computing; 2014

Altman DG, Bland JM. Time to event (survival) data. BMJ.
1998;317:468-469

Kleinbaum DG, Klein M. Survival analysis - a self-learning text. 374
edition. Springer publishers, New York, 2011.

Kaplan EL MP. Nonparametric estimation from incomplete
observations. J Am Statist Ass. 1958;53:457-481

Rich JT, Neely JG, Paniello RC, Voelker CC, Nussenbaum B, Wang
EW. A practical guide to understanding Kaplan-Meier curves.

Otolaryngol Head Neck Surg. 2010;143:331-336

Bland JM, Altman DG. Survival probabilities (the Kaplan-Meier
method). BMJ. 1998;317:1572

62



147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

Cox D. Regression models and life-tables (with discussion). J Roy
Statist Soc B. 1972;34:187-220

Dignam JJ, Zhang Q, Kocherginsky M. The use and interpretation of
competing risks regression models. Clin Cancer Res. 2012;18:2301-
2308

Amorim LD, Cai J, Zeng D, Barreto ML. Regression splines in the
time-dependent coefficient rates model for recurrent event data.
Stat Med. 2008;27:5890-5906

Socialstyrelsen [National Board of Health and Welfare].
Alkoholindex [alcohol index] Available at
http://www.socialstyrelsen.se/oppnajamforelser/halsodata
Accessed December 3, 2014.

Bamford J, Sandercock P, Warlow C, Gray M. Why are patients with
acute stroke admitted to hospital? Br Med J Clin Res Ed.
1986;292:1369-1372

Appelros P, Hogeras N, Terent A. Case ascertainment in stroke
studies: The risk of selection bias. Acta Neurol Scand.
2003;107:145-149

Hallstrom B, Jonsson AC, Nerbrand C, Petersen B, Norrving B,
Lindgren A. Lund stroke register: Hospitalization pattern and yield
of different screening methods for first-ever stroke. Acta Neurol
Scand. 2007;115:49-54

Evenson KR, Foraker RE, Morris DL, Rosamond WD. A
comprehensive review of prehospital and in-hospital delay times in
acute stroke care. Int J Stroke. 2009;4:187-199

Appelros P, Samuelsson M, Karlsson-Tivenius S, Lokander M,
Terent A. A national stroke quality register: 12 years experience from
a participating hospital. Eur J Neurol. 2007;14:890-894

Socialstyrelsen [National Board of Helath and Welfare]. Available at
http://www.socialstyrelsen.se/statistik/statistikdatabas/stroke 2015

Strukturdata. Rapport fran Riksstroke 2015. [Structure data. Report
from Riksstroke 2015]. Available at http://www.Riksstroke.Org/wp-
content/uploads/2016/03/stroke_strukturdata2o1s_Ir.Pdf
Accessed October 24, 2016.

63



158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

168.

Feigin VL, Lawes CM, Bennett DA, Barker-Collo SL, Parag V.
Worldwide stroke incidence and early case fatality reported in 56
population-based studies: A systematic review. Lancet Neurol.
2009;8:355-369

Stegmayr B, Asplund K. Stroke in Northern Sweden. Scand J Public
Health Suppl. 2003;61:60-69

Coull AJ, Rothwell PM. Underestimation of the early risk of
recurrent stroke: Evidence of the need for a standard definition.
Stroke. 2004;35:1925-1929

Kovesdy CP, Kalantar-Zadeh K. Observational studies versus
randomized controlled trials: Avenues to causal inference in
nephrology. Adv Chronic Kidney Dis. 2012;19:11-18

Braveman PA, Cubbin C, Egerter S, Chideya S, Marchi KS, Metzler
M, et al. Socioeconomic status in health research: One size does not
fit all. JAMA. 2005;294:2879-2888

James S, Frobert O, Lagerqvist B. Cardiovascular registries: A novel
platform for randomised clinical trials. Heart. 2012;98:1329-1331

Weiss NS, Koepsell TD, Psaty BM. Generalizability of the results of
randomized trials. Arch Intern Med. 2008;168:133-135

Papanikolaou PN, Christidi GD, Ioannidis JP. Comparison of
evidence on harms of medical interventions in randomized and
nonrandomized studies. CMAJ. 2006;174:635-641

Hong KS, Yegiaian S, Lee M, Lee J, Saver JL. Declining stroke and
vascular event recurrence rates in secondary prevention trials over
the past 50 years and consequences for current trial design.
Circulation. 2011;123:2111-2119

Eriksson M, Holmgren L, Janlert U, Jansson JH, Lundblad D,
Stegmayr B, et al. Large improvements in major cardiovascular risk
factors in the population of Northern Sweden: The MONICA study
1986-2009. J Intern Med. 2011;269:219-231

Abildstrom SZ, Rasmussen S, Rosen M, Madsen M. Trends in

incidence and case fatality rates of acute myocardial infarction in
Denmark and Sweden. Heart. 2003;89:507-511

64



169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

Lundblad D, Holmgren L, Jansson JH, Naslund U, Eliasson M.
Gender differences in trends of acute myocardial infarction events:
The Northern Sweden MONICA study 1985 - 2004. BMC
Cardiovasc Disord. 2008;8:17

Ogren J, Irewall AL, Bergstrom L, Mooe T. Intracranial hemorrhage
after ischemic stroke: Incidence, time trends, and predictors in a
Swedish nationwide cohort of 196 765 patients. Circ Cardiovasc
Qual Outcomes. 2015;8:413-420

Kerr GD, Slavin H, Clark D, Coupar F, Langhorne P, Stott DJ. Do
vascular risk factors explain the association between socioeconomic
status and stroke incidence: A meta-analysis. Cerebrovasc Dis.
2011;31:57-63

Cox AM, McKevitt C, Rudd AG, Wolfe CD. Socioeconomic status and
stroke. Lancet Neurol. 2006;5:181-188

Marshall IJ, Wang Y, Crichton S, McKevitt C, Rudd AG, Wolfe CD.
The effects of socioeconomic status on stroke risk and outcomes.
Lancet Neurol. 2015;14:1206-1218

Sjolander M, Eriksson M, Asplund K, Norrving B, Glader EL.
Socioeconomic inequalities in the prescription of oral anticoagulants
in stroke patients with atrial fibrillation. Stroke. 2015;46:2220-2225

Pasquini M, Charidimou A, van Asch CJ, Baharoglu MI,
Samarasekera N, Werring DJ, et al. Variation in restarting
antithrombotic drugs at hospital discharge after intracerebral
hemorrhage. Stroke. 2014;45:2643-2648

Bejot Y, Cordonnier C, Durier J, Aboa-Eboule C, Rouaud O, Giroud
M. Intracerebral haemorrhage profiles are changing: Results from
the Dijon population-based study. Brain. 2013;136:658-664

Hacke W. The dilemma of reinstituting anticoagulation for patients
with cardioembolic sources and intracranial hemorrhage: How wide
is the strait between Skylla and Karybdis? Arch Neurol
2000;57:1682-1684

Goldstein LB. Primum non nocere: Antithombotics after
intracerebral hemorrhage? Neurology. 2006;66:162-163

65



179.

180.

181.

182.

183.

Rabinstein AA, Gupta A. Restarting anticoagulation after
intracranial hemorrhage: A risky decision with no recipe.
Neurology. 2014;82:1016-1017

Staerk L, Lip GY, Olesen JB, Fosbol EL, Pallisgaard JL, Bonde AN, et
al. Stroke and recurrent haemorrhage associated with
antithrombotic treatment after gastrointestinal bleeding in patients
with atrial fibrillation: Nationwide cohort study. BMJ.
2015;351:h5876

van Nieuwenhuizen KM, van der Worp HB, Algra A, Kappelle LJ,
Rinkel GJ, van Gelder IC, et al. Apixaban versus Antiplatelet drugs
or no antithrombotic drugs after anticoagulation-associated
intraCerebral HaEmorrhage in patients with Atrial Fibrillation
(APACHE-AF): Study protocol for a randomised controlled trial.
Trials. 2015;16:393

BioMed Central ISRCTN registry. REstart or STop Antithrombotics
Randomised Trial. Available at
http://www.isrctn.com/ISRCTN71907627  Accessed October 26,
2016.

ClinicalTrials.gov. Prevention of stroke by left atrial appendage
closure in atrial fibrillation patients after intracerebral hemorrhage.
STROKECLOSE. Available at
https://clinicaltrials.gov/ct2/show/NCT02830152 Accessed October
31, 2016.

66



