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Abstract

Background: A subarachnoid hemorrhage is a hemorrhage in the subarachnoid space that is often caused by the rupture of an
aneurysm. Patients who survive a subarachnoid hemorrhage have a high risk of complications and a negative long-term outcome.

Objective: Theaim of the Imaging, Cognition and Outcome of Neuropsychological functioning after Subarachnoid hemorrhage
(ICONY) study is to investigate whether and to what extent deficits exist in multiple domains after subarachnoid hemorrhage,
including cognition, emotion and behavior, and to investigate whether brain damage can be detected in patients with subarachnoid
hemorrhage. We aim to determine which early measures of cognition, emotion and behavior, and brain damage in the subacute
stage play aroleinlong-term recovery after subarachnoid hemorrhage. Recovery is defined asfunctioning at asocietal participation
level, with afocus on resuming and maintaining work, leisure activities, and social relationships over the long term.

Methods: The ICONS study is an observational, prospective, single-center cohort study. The study includes patients with
subarachnoid hemorrhage admitted to the Neurosurgery Unit of the University Medical Centre Groningen in the Netherlands.
Theinclusion criteriainclude diagnosis of an aneurysmal subarachnoid hemorrhage or an angiographically negative subarachnoid
hemorrhage, sufficient ability in the Dutch language, and age older than 18 years. Patients will undergo neuropsychological
assessment and magnetic resonance imaging 6 months after the subarachnoid hemorrhage. Furthermore, patients will be asked
to fill in questionnaires on multiple psychosocial measures and undergo a structured interview at 6 months, 1 year, and 2 years
after the subarachnoid hemorrhage. The primary outcome measure of the ICONS study is societal participation 1 year after the
subarachnoid hemorrhage, measured with the Dutch version of the Impact on Participation and Autonomy questionnaire.

Results: The study was launched in December 2019 and recruitment is expected to continue until June 2023. At the time of the
acceptance of this paper, 76 patients and 69 healthy controls have been included. The first results are expected in early 2023.

Conclusions: The ICONS study is thefirst to collect and combine data after subarachnoid hemorrhage in a variety of domains,
including cognition, emotion and behavior, and brain damage. The resultswill contribute to amore comprehensive understanding
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of the consequences of both aneurysmal subarachnoid hemorrhage and angiographically negative subarachnoid hemorrhage,
which may ultimately optimize timely treatment for this patient group by setting realistic and attainable goals to improve daily

functioning.
Trial Registration:
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2022;11(9):€38190) doi: 10.2196/38190

Netherlands Trial Register NL7803; https://trial search.who.int/Trial2.aspx?Trial ID=NL7803
DERR1-10.2196/38190

KEYWORDS

subarachnoid haemorrhage; cognition; neuroimaging; emotion and behavior; neuropsychology; longitudinal study; protocol;
cohort study; bleeding; rupture; aneurysm; emotional; behavioral; brain damage

Introduction

Background

A subarachnoid hemorrhage (SAH) is a hemorrhage in the
subarachnoid space, which islocated between the piamater and
the arachnoid mater. In 75% to 80% of cases, a SAH is caused
by a ruptured intracranial aneurysm; this is termed an
aneurysmal SAH (aSAH). In approximately 15% of cases, no
structural cause for the hemorrhage can be detected; this is
defined asan angiographically negative SAH (anSAH). Despite
the fact that SAH only accounts for 3% to 5% of all strokes, it
has the highest morbidity and mortality rates of al stroketypes
[1]. One of the main clinical characteristics of SAH is an
extremely severe headache with an acute onset. Half of all
patients experience aloss of consciousness at onset [2]. Other
symptoms include nausea, vomiting, neck stiffness, and focal
neurological deficits. The main complications that may occur
are acute hydrocephalus, recurrent hemorrhage, and cerebral
vasospasm [3].

A digtinctivefeature of SAH istherelatively young age at which
it occurs, with a peak incidence between 40 and 60 years [4].
Although recovery of functional independence is common,
many SAH patients still experience negative long-term effects
in everyday life functioning, which has alarge impact on both
patients and relatives. For exampl e, previous studies have shown
that more than 50% of all SAH patients are unable to resume
their previouswork, even in the absence of physical limitations
[5,6]. Inaddition, many patients experience problemsin leisure
activities and social contacts after SAH [7,8]. Factors such as
cognitive complaints, mood disorders, and behavioral deficits
arerelated to these problems.

Cognitive and Emotional/Behavioral Consequences

After aSAH, disorders arise in both basic cognitive functions
(such as memory, attention, and language) and higher-order
functions (such as executive functions and social cognition)
[5,9]. Even patients who are functionally independent (ie, able
to perform activities of daily living without help) can experience
cognitive impairment, causing disability in patients for months
or even years after aSAH [7,10]. In addition, high rates of
residual symptoms have been reported after aSAH,
predominantly including fatigue, anxiety, and mood
disturbances. These persistent cognitive and emotional sequelae
may have a significant impact on the social and work life of
patients. Previous studies have found that approximately 40%
of aSAH patients are not able to return to their previous work
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between 1 to 4 years after ictus [6,11-13]. This can lead to
reduced quality of life (QoL) in this patient group [14,15].

Cognitive outcomes following anSAH have been less well
studied, and the existing literature shows contradictory results.
While some studies have not found evidence of cognitive deficits
inthis patient group, others have found lower scoresfor divided
attention, information processing speed, and memory [16-18].
A recent systematic review by Burke and colleagues [19]
implied that a diffuse pattern of cognitive impairments can be
seen in anSAH patients, with primarily attention and executive
functioning being affected. Moreover, subjective complaints
related to cognitive functioning, fatigue, and mood have been
steadily reported after anSAH and seem to significantly
influence QoL [16,20-22].

Furthermore, both aSAH and anSAH patients show changesin
behavior and personality, such as apathy [23] and inadequate
social behavior [24-26]. Changes in behavior are often
accompanied by impaired self-awareness[27]. This casts doubt
on whether self-reported measures alone can be used to assess
the presence and frequency of long-term consequences of SAH
and emphasizes the importance of obtaining measures from
informants. Although cognitive, emotional, and behaviora
deficits after SAH have been frequently explored, the
explanatory value of these domains for long-term recovery in
the subacute stage after SAH has not yet been investigated.

Brain Damage After SAH

SAH may result in diffuse injury caused by the initial
hemorrhage, complications (eg, vasospasms, hydrocephalus,
and recurrent hemorrhage), or secondary damage dueto delayed
cerebral ischemia. Treatment of the aneurysm in the case of
aSAH generally involves either microsurgica occlusion
(clipping) or endovascular obliteration (coiling, stenting, or
both). Previous studies have investigated the effects of clinical
parameters (eg, the characteristics of the aneurysm, the treatment
modality, vasospasm, and cerebrospina fluid drainage) on
outcomes after SAH. However, no clear evidencefor the effects
of these parameters has been found. For example, in a study of
32 aSAH patients, no association was found between the site
of the aneurysm or the mode of treatment with
neuropsychological outcomes [28]. The authors did find that
the severity of the hemorrhage was significantly linked with
intelligence and memory. Another study, which included 23
aSAH patients who underwent coiling or clipping, found no
differences in cognitive outcomes with different treatment
modalities[29]. The aneurysm location also did not seem to be
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related to the resumption of social activitiesin a group of 200
aSAH patients [7]. It is therefore of great importance to take a
morein-depth look into the diffuse brain damage that may occur
after SAH.

Brain imaging techniques, such as magnetic resonanceimaging
(MRY), canidentify structural changes after SAH. For example,
T2-weighted, fluid-attenuated inversion recovery and 3D
T1-weighted images can depict a variety of etiologies, such as
ischemic lesions and brain abnormalities that can be the result
of aneurysm treatment (either microsurgical or endovascular),
lesions associated with external ventricular drains or permanent
shunt placement, and previous infarctions [30]. A recent study
obtained complete T1-weighted data 3 months post-aSAH and
found no differencein total gray-matter or white-matter volume
between patients and controls [31]. However, that study did
find asignificantly higher gray-matter volumein the cerebellum
of aSAH patients than controls, and the study also found an
association with neurocognitive impairment.

There are some promising imaging techniques that have not
been used, or have barely been used, in the SAH patient
population; these techniques have the potential to contribute to
knowledge about the long-term cognitive consequences of SAH.
Firgt, diffusiontensor imaging (DTI) canidentify microstructural
white matter |esionsthat are not visiblewith standard brain MRI
[32]. The most-examined parameters in DTl studies are
fractional anisotropy (FA), mean diffusivity (M D), and apparent
diffusion coefficient (ADC). Previous research has shown that
2 weeks after ictus, aSAH patients have higher MD values than
patients with an unruptured intracranial aneurysm [33]. Higher
MD valueswere associated with cognitive impairment 3 months
after ictusin these patients. Another study found decreased FA
in the corpus callosum and increased ADC valuesin the frontal
centrum semiovale in aSAH patients 8 to 10 days after ictus
[34]. To date, DTI has not been used in anSAH patients, and it
istherefore unknown to what extent damage in the white-matter
microstructure relates to less favorable cognitive outcomes in
this patient group and whether this differs between aSAH and
anSAH patients. A more advanced and promising technique is
diffusion kurtosis imaging (DKI). DKI has the potential to
further delineate microstructural aspects of the white matter
[35] and has been used in the assessment and differentiation of
stroke, brain tumor, and neurodegenerative diseases [36,37].
To our knowledge, DKI has not yet been used in SAH patients.
Second, arterial spinlabeling data can be used to measure blood
flow in brain tissue (ie, perfusion) and has demonstrated clinical
usefulnessin various diseases, including vascular spasm, brain
tumors, and Alzheimer disease [38-40]. Third, susceptibility
weighted imaging (SWI1), a relatively new tool for imaging
blood vessels, hemorrhage, iron and blood products, and
calcifications [41,42], has been used to detect parenchymal
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hemorrhage and can detect small amounts of SAH more
sensitively than conventional gradient-echo sequences [43].
SWI data can be used as input for quantitative susceptibility
mapping (QSM.) QSM isanovel MRI technique that has been
used to study brain iron and blood degeneration products in
various patient populations, such as those with traumatic brain
injury, brain tumors, or neurodegenerative diseases [44]. QSM
hasthe potentia to indicate hemorrhages and microhemorrhages
in amore accurate and qualitative way than SWI in avariety of
neuropathologies [45]. Fourth, vessel architectural imaging
(VALI) isanew dual-echo dynamic susceptibility contrast (DSC)
perfusion sequence technique that can reveal the microvascular
architecture and oxygen saturation status. To date, VAI hasonly
been used in tumor patients and has been shown to provide
better insights than other noninvasive imaging techniques into
the complex nature and heterogeneity of vascular changes
[46,47]. In addition, single-echo DSC can be used to gain a
better understanding of heterogeneity in microvascular and
capillary transit time and the oxygen extraction fraction [48].
Finally, synthetic MRI isatechnique whereby asingle scan can
be used to create multiple different contrast-wei ghted snapshots,
allowing automatic brain segmentation and myelin volumetric
measurements[49]. In short, the above MRI methods may allow
the evaluation of brain damage after SAH, particularly vascular
damage, in amore comprehensive and sensitive way. Moreover,
the application of these techniques may offer important new
insights into the brain damage that underlies cognitive
impairment and difficultiesin daily functioning after SAH.

Objectives

The overall aims of the Imaging, Cognition and Outcome of
Neuropsychological functioning after Subarachnoid hemorrhage
(ICONS) study are to determine whether and to what extent
there are deficits in multiple domains after SAH (including
cognition, emotion, and behavior) and to investigate whether
brain damage can be detected in this patient group. If thisisthe
case, we aim to determine which early measures (including
measures of cognition, emation and behavior, and brain damage)
in the subacute stage play a role in long-term recovery after
SAH. Recovery isdefined as societal participation, focusing on
resuming and maintaining work, leisure activities, and social
relationships over the long term. Furthermore, the study has 12
specific objectives that focus on the domains of cognition,
emotion and behavior, and brain damage, which will be targeted
in multiple future papers. These objectives are described in
Textbox 1. We expect that all studied measures will have an
effect on recovery individually, but that in an overall explanatory
model the neuropsychological factorswill play amore decisive
rolethan theinitial brain damage. Early identification of decisive
factors may provide target pointsfor rehabilitation in this patient

group.
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Textbox 1. Objectives of the Imaging, Cognition and Outcome of Neuropsychological Functioning After Subarachnoid Hemorrhage (ICONS) study.

Overall aims

We aim to determine whether and to what extent deficits exist after subarachnoid hemorrhage in multiple domains, including cognition, emotion, and
behavior, and to investigate whether brain damage can be detected in patients with subarachnoid hemorrhage. We also aim to determine which early
measures of cognition, emotion and behavior, and brain damage in the subacute stage play arole in long-term recovery 1 year after subarachnoid
hemorrhage.

Aimsin the cognition domain

1.
speed, socia cognition, and visuoconstructive skills) 6 months after subarachnoid hemorrhage

2. Investigate whether and to what extent there are relationships between cognitive functioning 6 months after subarachnoid hemorrhage and
individual patient characteristics (eg, age, treatment, type of subarachnoid hemorrhage, severity of subarachnoid hemorrhage, and complications)

3. Investigate whether and to what extent there are relationships between cognitive functioning 6 months after subarachnoid hemorrhage and
emotional and behavioral characteristics (eg, anxiety, mood complaints, fatigue, and posttraumatic stress) 1 and 2 years after subarachnoid
hemorrhage

4.

Determine whether and to what extent there are deficits in various cognitive domains (eg, executive functioning, language, memory, processing

I nvestigate the rel ationship between cognitive functioning 6 months after subarachnoid hemorrhage and recovery 1 and 2 years after subarachnoid

hemorrhage

Aimsin the emation and behavior domain

hemorrhage

2 years after subarachnoid hemorrhage

Aimsin the brain damage domain

hemorrhage using advanced imaging techniques

hemorrhage

1. Determine emotional and behavioral consequences in various domains (eg, anxiety, mood complaints, fatigue, subjective cognitive complaints,
posttraumatic stress, and quality of life) 6 months after subarachnoid hemorrhage

2. Investigate whether and to what extent there are rel ati onshi ps between emotional and behavioral consequencesand individua patient characteristics
(eg, age, treatment, type of subarachnoid hemorrhage, severity of subarachnoid hemorrhage, and complications)

3. Determinetheimprovement of emotional and behavioral consequencesover time, asmeasured at 6 months, 1 year, and 2 years after subarachnoid

4. Investigate the relationship between emotional and behavioral consequences 6 months after subarachnoid hemorrhage and recovery 1 year and

1. Determine differencesin brain tissue between patients and matched healthy controls using advanced imaging techniques

2. Determine differences in brain tissue between patients with aneurysmal subarachnoid hemorrhage and angiographically negative subarachnoid

3. Investigate the relationship between impairments in cognitive domains (eg, executive functioning, language, memory, processing speed, socia
cognition, and visuoconstructive skills) and specific lesion patterns as identified with advanced imaging techniques

4. Investigate the relationship between brain damage 6 months after subarachnoid hemorrhage and recovery 1 year and 2 years after subarachnoid

Methods

Study Design
The ICONS study is alongitudinal, prospective, single-center

cohort study that aims to include 150 patients with SAH who
will befollowed up at 6 months, 1 year, and 2 years after ictus.

Study Population

Patients are being recruited from the Neurosurgery Unit of the
University Medical Centre Groningen (UMCG), the
Netherlands. Based on the admission rate of approximately 120
patients with SAH per year at the UMCG, and accounting for
unwillingness to participate and loss to follow-up, we aim to
recruit 150 patientswith SAH. In addition, 100 matched healthy
controls will be recruited through convenience sampling.
Inclusion criteriaare an aSAH or anSAH diagnosis established
by means of a computed tomography (CT) scan. The presence
or absence of an intracranial aneurysm (ie, aSAH or anSAH,
respectively) is evaluated using CT angiography, digital

https://www.researchprotocol s.org/2022/9/€38190

subtraction angiography, or both. Other inclusion criteriainclude
sufficient knowledge of the Dutch language and age older than
18 years. Exclusion criteriafor both patients and healthy controls
are a poor physical condition that makes it impossible for
participants to undergo the neuropsychological assessment or
MRI scan and a history of severe neurological disorders.

Study Procedures

Patients

Datacollection isadministered and performed by 2 researchers
(ie, neuropsychologists). The researchersinform patients about
the study upon discharge from the hospital by handing them
written information regarding the purpose and design of the
study. Six weeks after SAH, patients have an outpatient
check-up appointment with their treating physician. Following
this appointment, patients have the opportunity to speak with
the researchers and pose questions about the study. Written
informed consent isthen obtained. Patients who do not consent
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to the study receive standard clinical aftercare according to the
UMCG SAH protocol.

After informed consent is obtained, demographic and medical
data are obtained from patients’ medical records, including the
World Federation of Neurological Surgeons (WFNS) grade.
The WFNS grading scaleisthe most-used classification method
for determining the initial clinical condition after SAH and is
based on loss of consciousness; it ranges from 1to 5[50]. The
researchers schedul e the neuropsychol ogical assessment (NPA)
and MRI scan on 2 separate days, approximately 6 months
post-SAH. The maximum time between the MRI and the NPA
is 1 month. The MRI scan takes approximately 1 hour (a
50-minute scan time and 10-minute preparation time).

Patients receive questionnaires regarding emotion and behavior
2 weeks prior to the NPA (Table 1). These questionnaires are
sent digitally viathe secure web app Research Electronic Data
Capture (REDCap) or, upon request, on paper. At the NPA
appointment, the investigator scrutinizesthe questionnaires (eg,
checks for missing data or questions with multiple answers
selected). The NPA takes approximately 3 hours and consists

https://www.researchprotocol s.org/2022/9/€38190

Khosdelazad et d

of a structured interview with the patient and a
neuropsychological test battery covering different cognitive
domains (Table 1). During the interview, the researchers
document the patient’s level of education, their handedness,
and their self-reported cognitive, emotional, and behavioral
complaints. Furthermore, aquestionnaire regarding the patient’s
sleep patterns, resumption of work, and the type and amount of
any previoudly received rehabilitation or psychological treatment
is administered. We expect the duration of the NPA to be
feasible, because a previously conducted study with SAH
patients made use of a more-extensive neuropsychological test
battery that was shown to be feasiblefor this patient group [11].
However, if needed, the patients are allowed small breaks during
the NPA, and if necessary, the appointment can also be divided
over 2 days. Patients receive follow-up assessments 1 year and
2 years post-SAH. For the 1-year follow-up, the researchers
schedule an appointment with the patient at the UMCG. The
2-year follow-up assessment is a telephone interview. The
patients receive the questionnaires 2 weeks before each
follow-up assessment.
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Table 1. Overview of the assessments used for the Imaging, Cognition and Outcome of Neuropsychological functioning after Subarachnoid hemorrhage
(ICONS) study.

Assessments Construct Six-month  One-year  Two-year
followup followup  follow up

General information (patients)

Demographics Age, sex, education
Medical data Treatment, SAH? type, aneurysm,
complications
Modified Rankin Scale Functional status
Sleep-work-treatment questionnaire Brain structural changes a O
Neuropsychological tests (patients)
Rey Complex Figure Test copy Visuospatial construction a
15 Words Test Verbal memory d
Digit Span Test of the Wechsler Adult Intelligence Scale IV Memory span/working memory [
Letter Fluency test Executive functioning O
Zoo Map Test of the Behavioural Assessment of the Dysexecutive  Executive functioning ad
Syndrome
Key Search Test of the Behavioural Assessment of the Dysexecutive  Executive functioning ad
Syndrome
Trail making test Complex attention a
Vienna Test System reaction time test Complex attention d
Semantic Fluency test Language a
Hinting Task Social cognition d
Cartoons test Social cognition a
Facial expression of emotion: stimuli and tests Social cognition d
Dutch Adult Reading Test Premorbid intelligence a
Questionnaires (patients)
Impact on Participation and Autonomy Participation O
Utrecht Scale for Evaluation of Rehabilitation Participation activities d
Checklist for cognitive and emotional consequencesfollowing stroke Cognitive and emational com- a O
plaints
Dysexecutive questionnaire Dysexecutive syndrome a O ad
Dutch Multifactor Fatigue Scale Fatigue d d O
Hospital Anxiety and Depression Scale Anxiety and depression a O ad
Life Satisfaction Questionnaire Quality of life a a ad
Impact of Events Scale PTSDP a O ad
Utrecht Coping List Coping O
Questionnaires (proxies)
Utrecht Scale for Evaluation of Rehabilitation Participation activities O O
Checklist for cognitive and emotional consequencesfollowing stroke Cognitive and emotional com- g ad
plaints
Dysexecutive questionnaire Dysexecutive syndrome
Socioemotional Dysfunction Scale Social dysfunction O O
MRIC brain scanning (patients)
3D-T1MRI Brain structural changes
T2MRI Brain structural changes
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Assessments Construct Six-month  One-year  Two-year
followup followup follow up
Fluid attenuated inversion recovery Brain segmentation O
Synthetic MRI Myelin volumetric measurements [
Diffusion kurtosis imaging/diffusion tensor imaging Microstructural white matter le- O
sions
Arterial spin labeling Perfusion parameters
Vessel architectural imaging Microvascular architecture O
Susceptibility weighted imaging/quantitative susceptibility mapping  (Micro)hemorrhagic damage O

8SAH: subarachnoid hemorrhage.
bpTSD: posttraumatic stress disorder.
°MRI: magnetic resonance imaging.

Proxies

Patients are requested to bring a proxy (eg, a significant other
or closerelative) to the NPA. These proxies are asked to fill out
several questionnaires (Table 1). Additionally, a checklist of
cognitive and emotional consequencesfollowing strokeisfilled
out during a short individual interview. Informed consent is
obtained from the proxy before study participation. Like the
patients, they fill out online (or paper, upon request)
guestionnaires at the 1-year and 2-year follow-ups.

Healthy Controls

A total of 100 healthy controls will be included for the NPA,
of which 30 will undergo an MRI scan. Subjects are first
included for the NPA and afterwards asked whether they are
also willing to undergo an MRI scan. The MRI protocol for the
healthy controlsisthe same asfor the patients. If an unexpected
abnormality is found on the MRI scan, the general practitioner
of the healthy control will be contacted. The healthy controls
give permission for this procedure when signing the informed
consent form. Thetest battery of the NPA isthe same asfor the
patients, but the structured interview and proxy measures are
excluded. The healthy control group will be matched for age,
gender, and education using frequency matching.

Data Collection I nstruments

Impact on Participation and Autonomy

The primary outcome measure of the ICONS study will be the
Dutch version of the Impact on Participation and Autonomy
(IPA) [51] scale, assessed 1 year after the SAH viaa structured
interview. The | PA scal e has been devel oped to assess problems
experienced by patients regarding autonomy and participation.
The questionnaire contains a total of 41 items, each scored on
a 5-point rating scale with the following labels: 0 (very good),
1 (good), 2 (fair), 3 (poor), and 4 (very poor). The items are
divided into 5 domains, of which the following 3 will be used
in the ICONS study: family role (7 items), social relationships
(7 items), and work and education (6 items). The total scoreis
calculated by summing up these 3 domains and ranges from 0
to 80. Since these domains measure data at an ordinal level, the
resultswill be dichotomized into “ complete recovery of societal
participation” (for scores from 0-20) and “incompl ete recovery
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of societal participation” (for scores 21-80) to perform logistic
regression analyses.

Neuropsychological Assessment

Table 1 lists the cognitive domains and the associated
neuropsychological tests that will be used. All tests are
commonly used in both research and clinical practice within
the Netherlands and have either normative data or data from
healthy controls available. To control for insufficient effort of
participants, we will use embedded indicators, such as the 15
Words Test and the Digit Span Task. Performance of the patients
will be compared with that of the healthy controls. Raw test
results will be converted into relevant statistics (eg, z scores, t
scores, or percentiles), by using normative scores for standard
neuropsychological tests.

Questionnaires

Questionnaires regarding emotional and behavioral disturbances
are administered 6 months, 1 year, and 2 years after SAH to
investigate how patients recover over time (Table 1).

Magnetic Resonance | maging

MRI dataare acquired on a 3-tesla scanner (M agnetom Prisma,
Siemens) with a standard 64-channel head coil. A standardized
scanning protocol is used. The MRI sequences are listed in
Table 1. The MRI data will be analyzed and processed with
various software packages, such as the Functional Magnetic
Resonance Imaging of the Brain Software Library (FSL) [52],
the voxel-based morphometry (VBM) toolbox under statistical
parametric mapping (Wellcome Department of Imaging
Neuroscience), and the cNeuro image quantification Conformité
Européenne-marked tool (Combinostics Ltd). The FSL is a
comprehensivelibrary of analysistoolsfor functional MRI and
DTI brain imaging data. VBM is an automated technique for
the analysis of neuroanatomical images that identifies regional
differencesin gray matter and white matter between groups of
subjectswithout aprior region of interest. cNeuro providesfully
automated brain MRI quantification. Perfusion data will be
analyzed using aresearch version of Nordic (NordicNeuroL ab)
and aresearch version of Cercare Medical Neurosuite (Cercare
Medical).
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Data M anagement

The data are stored in an electronic case report form (eCRF)
using REDCap. Imaging dataare stored on alocal secured server
a the UMCG. Metadata are stored in the eCRF. Study
monitoring is performed by in-house study monitors from the
UMCG. Since our datacontain potentially sensitiveinformation
and therefore pose privacy concerns (even when anonymized),
there will be ethical restrictions on sharing our data set.
Restrictionswill beimposed by the Medical Ethical Committee
of the UMCG.

Statistical Analysis

Descriptive statistics (including frequencies, means, and 95%
Cls) will be used to describe the samples, and data from each
variable will be summarized separately for patients and healthy
controls. Deficits in multiple domains will be determined by
comparing patients with healthy controls (at the group level)
and by comparing patients' scores with normative data (at the
individual level). Test performance below the 10th percentile
will be considered impaired. Statistical analyses will be
performed according to the applicable objectives shown in
Textbox 1. Furthermore, we will develop three explanatory
models: (1) cognition, (2) emotion and behavior, and (3) brain
damage; this will use binary logistic regression analyses with
recovery (ie, IPA <20 or IPA >21) as the dependent variable.
A significance of a=.05 will be used as the cut-off for each
variable. Only variables that are expected to have a strong
relationship with the dependent variable will beincluded, based
on a priori expectations from the literature and clinical
experience. Measures for the same cognitive domains (Table
1) will be taken together as a composite score. The composite
score will be generated by converting raw test scores from
individual measuresto z scores and averaging them. Lastly, we
will create an overall comprehensive explanatory model that
takesinto account the most sensitive measuresfrom each domain
(ie, cognition, emotion and behavior, and brain damage) to see
how these measures relate to each other in explaining recovery
1 year after SAH.

Sample Size

In multivariable logistic regression models, asample size of 10
events per variable (EPVs) is desirable to preserve the validity
of themoded [53]. Thisruleindicatesthat 1 independent variable
can be studied for every 10 events. For logistic regression, the
number of events is given by the smallest number of events
within the 2 outcome categories. Based on previous literature,
we expect that around half the patients (n=75) will have a
completerecovery 1 year after SAH, whilethe other half (n=75)
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will have an incomplete recovery 1 year after SAH [7]. This
implies that 7 (ie, 75/ 10 = 7.5) variables will be able to be
reliably fitted to the model. However, in analyses of causal
influences in observational data, control for confounding
variables may require adjustment for more covariates than the
rule of 10 EPVs alows. Vittinghof and McCullough [54]
demonstrated that problemsarefairly frequent with2to 4 EPV's,
uncommon with 5 to 9 EPV's, and still observed with 10 to 16
EPVswhen regarding Cl coverage less than 93 percent, type 1
error larger than 7 percent, or relative biaslarger than 15 percent
as problematic. Following these findings, using 5 EPV's will
allow for 15 (ie, 75/ 5 = 15) independent variables in each
model.

Additionally, 100 healthy controls will be included in order to
perform comparisons with the patient group and determine
reference values. Since the ICONS study will use new
neuroimaging methods, reference values will be needed to
compareand interpret the MRI data. Healthy subjects show less
variability in results than patients, which means that a smaller
number of healthy subjects will be required. Previous MRI
studies with SAH patients have shown that the number of
healthy controlstargeted in the ICONS study will be sufficient
[55,56].

Ethics Approval and Consent to Participate

Thel CONS study will be conducted according to the principles
of the Declaration of Helsinki (World Medical Association
Declaration of Helsinki, 64th World Medical Association
General Assembly, Fortaleza, Brazil, October 2013) and the
national and international standards of Good Clinical Practice.
Potential participants receive detailed written and ora
information on the study procedures and al participants will
provide written informed consent. Ethical approval of the study
protocol was obtained from the Medical Ethical Committee of
the UMCG (2019/346). The |CONS study protocol isregistered
at the Dutch Central Committee of Research Involving Human
Subjects, with tria registration number NL69873.042.19. In
addition, the study was registered on June 19th, 2019, at the
Netherlands Trial Register with identifier NL7803.

Results

As of December 2019, we enrolled 76 patients and 69 healthy
controls. Recruitment is planned to continue until June 2023.
Thefirst publications are expected in early 2023. An overview
of thetimeline and assessments of the ICONS study is depicted
in Figure 1.
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Figurel. Timetable of the Imaging, Cognition and Outcome of Neuropsychological functioning after Subarachnoid hemorrhage (ICONS) study. MRI:
magnetic resonance imaging; SAH: subarachnoid hemorrhage; UMCG: University Medical Centre Groningen.

TO: 6 weeks after SAH T1: 6 months after SAH

= Obtaining informed
consent from
patients

= Collecting
demographic and
medical data

¢ (Online)
questionnaires
filled in by patient

= Neuropsychological
assessment,
including proxy
interviews

= Obtaining informed
consent from
proxies

= MRI

T2: 1 year after SAH T3: 2 years after SAH

= (Online)
questionnaires
filled in by both
patients and
proxies

= Patients and
proxies visiting
UMCG for
interview regarding
recovery

= (Online)
questionnaires
filled in by both
patients and
proxies

= Telephone
interview with both
patients and
proxies regarding
recovery

Inclusion of healthy controls: 100 for neuropsychological assessment, of which 30 will also undergo MRI

Discussion

The ICONS study is the first to combine the domains of
cognition, emotions and behavior, as well as the first to use
MRI imaging biomarkers, to investigate recovery in a
longitudinal cohort of SAH patients and to determine which
domain playsthe most decisive rolein long-term recovery, and
consequently find better targets for rehabilitation. We believe
this study will add to the existing literature for several reasons.

First, the most commonly used scales to determine functional
outcomesin SAH patients are the modified Rankin Scale (mMRS)
and the Glasgow Outcome Scale (GOS). However, previous
research has shown that patients with a“good” outcome (ie, a
GOS scoreof 1) may still have substantial cognitiveimpairments
and emotional problems, which indicates that these scales are
not sufficiently sensitive [57,58]. Additionally, a study of 214
aSAH patients showed that one-third of patients with an mRS
score of 0 (ie, “no symptoms at al”) were unable to return to
work, and that 1 in 6 experienced mood disturbances[59]. The
| CONS study measures outcome as functioning at a participation
level, with a focus on both resuming and maintaining work,
leisure activities, and social activities over the long term. This
is especialy important for patients with SAH, because SAH
often occurs at a relatively young age, when patients are in a
stage of life in which they generally have important tasks and
responsibilitiesin their family, work, and social environment.

Second, whereasthe vast majority of SAH research only focuses
on aSAH patients, the current study also includes anSAH
patients. In comparison to aSAH patients, clinical outcomesfor
anSAH patients are significantly better, including lower rates

Acknowledgments

of delayed cerebral ischemia and radiologic infarction [60].
Therefore, anSAH is often considered a benign disorder.
However, diffuse cognitive deficits have been demonstrated
[19], and subjective complaints regarding cognition, fatigue,
and mood are common [16,21,22]. The ICONS study will,
furthermore, be the first to perform MRI imaging in anSAH
patients. Thiswill provide more knowledge into whether brain
damageisthe underlying cause of the problems experienced by
this patient group.

Third, this is the first study to assess a variety of new and
advanced neurcimaging methods in SAH patients. These
techniques are more sensitive than conventional MRI (eg, for
detecting cerebral microbleeds and vasospasm and their
consequences in the brain). Their application may therefore
offer important new insightsinto the brain damage underlying
the cognitive disordersand difficultiesin daily functioning after
SAH.

A limitation of the study design isthat only those patients who
are able to undergo the NPA and MRI scans are included.
Therefore, the results may not be applicable to more severely
impaired SAH patients. Additionally, this is a single-center
study, which might also affect the generalizability of theresullts.

In conclusion, the results of the ICONS study will contribute
to a more comprehensive and timely understanding of the
consequences of both aSAH and anSAH, which may ultimately
allow the optimization of timely treatment for this patient group
by setting redistic and attainable goals to improve daily
functioning. Furthermore, based on the findings of this study,
psychoeducation for patients and their families might be
improved.
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