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Abstract

Background While several studies in cerebral amyloid angiopathy (CAA) focus on cognitive function, data on
neuropsychiatric symptoms (NPS) and lifelong mental activities in these patients are scarce. Since NPS are associated
with functional impairment, faster cognitive decline and faster progression to death, replication studies in more
diverse settings and samples are warranted.

Methods We prospectively recruited n=69 CAA patients and n= 18 cognitively normal controls (NC). The number
and severity of NPS were assessed using the Alzheimer’s Disease (AD) Assessment Scale’s (ADAS) noncognitive
subscale. We applied different regression models exploring associations between NPS number or severity and group
status (CAA vs. NC), CAA severity assessed with magnetic resonance imaging (MRI) or cognitive function (Mini-Mental
State Examination (MMSE), ADAS cognitive subscale), adjusting for age, sex, years of education, arterial hypertension,
AD pathology, and apolipoprotein E status. Mediation analyses were performed to test indirect effects of lifelong
mental activities on CAA severity and NPS.

Results Patients with CAA had 4.86 times (95% Cl 2.20-10.73) more NPS and 3.56 units (95% Cl 1.94-5.19) higher
expected NPS severity than NC. Higher total CAA severity on MRI predicted 1.14 times (95% CI 1.01-1.27) more NPS
and 0.57 units (95% C1 0.19-0.95) higher expected NPS severity. More severe white matter hyperintensities were
associated with 1.21 times more NPS (95% Cl 1.05-1.39) and 0.63 units (95% Cl 0.19-1.08) more severe NPS. NPS
number (MMSE mean difference —1.15, 95% Cl -1.67 to -0.63; ADAS cognitive mean difference 1.91, 95% Cl 1.26-2.56)
and severity (MMSE —0.55, 95% CI -0.80 to -0.30; ADAS cognitive mean difference 0.89, 95% C10.57-1.21) predicted

*Correspondence:

Marc Dérner
marc.doerner@usz.ch

Stefanie Schreiber
stefanie.schreiber@med.ovgu.de

Full list of author information is available at the end of the article

© The Author(s) 2024. Open Access This article is licensed under a Creative Commons Attribution 4.0 International License, which permits use,
sharing, adaptation, distribution and reproduction in any medium or format, as long as you give appropriate credit to the original author(s) and
the source, provide a link to the Creative Commons licence, and indicate if changes were made. The images or other third party material in this

article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the material. If material is not included
in the article’s Creative Commons licence and your intended use is not permitted by statutory regulation or exceeds the permitted use, you will
need to obtain permission directly from the copyright holder. To view a copy of this licence, visit httpy//creativecommons.org/licenses/by/4.0/. The
Creative Commons Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available
in this article, unless otherwise stated in a credit line to the data.



Dorner et al. Alzheimer's Research & Therapy (2024) 16:196

Page 2 of 11

lower cognitive function. Greater lifelong mental activities partially mediated the relationship between CAA severity
and NPS (indirect effect 0.05, 95% Cl 0.0007-0.13), and greater lifelong mental activities led to less pronounced CAA
severity and thus to less NPS (indirect effect —0.08, 95% Cl -0.22 to -0.002).

Discussion This study suggests that NPS are common in CAA, and that this relationship may be driven by CAA
severity. Furthermore, NPS seem to be tied to lower cognitive function. However, lifelong mental activities might

mitigate the impact of NPS in CAA.

Keywords Cerebral amyloid angiopathy, Neuropsychiatric symptoms, Depression, Lifelong mental activities,
Alzheimer’s disease, White matter hyperintensities, Magnetic resonance imaging

Introduction

Cerebral amyloid angiopathy (CAA) belongs to the group
of cerebral small vessel diseases (CSVD) and is charac-
terised by B-amyloid (Ap) deposits in the walls of small-
to-medium-sized arteries, arterioles and venous vessels
of the cerebral cortex and pia mater [1]. It is the second
most common cause of cerebral haemorrhage, and fur-
ther associated with ischemic strokes, transient focal neu-
rological episodes (TFNE) and cognitive impairment in a
substantial number of older patients [1-3]. Furthermore,
CAA is found in at least ten to 40% of older patients and
occurs in up to 80% of patients with Alzheimer’s disease
(AD) dementia [1, 2]. In vivo, CAA is diagnosed through
downstream pathologies, which are detectable on cra-
nial magnetic resonance imaging (cMRI) and confined to
lobar regions [4]. Past studies indicated that these pathol-
ogies, for example white matter hyperintensities (WMH),
microinfarcts, or microbleeds, may be related to cogni-
tive decline and dementia in CAA, even after controlling
for concomitant AD pathology [1, 5-9]. Indeed, nearly
80% of CAA patients suffer from mild cognitive impair-
ment (MCI) [10].

While several studies in CAA focus on cognitive func-
tion, data on neuropsychiatric symptoms (NPS) in these
patients are scarce. NPS are noncognitive behavioural
and psychiatric symptoms in neurological disorders
[11]. Three case reports identified behavioural problems,
personality changes and depression in CAA [12-14].
One neuropathological study observed some overlap in
the NPS-profiles of CAA and AD [15]. However, CAA
showed only a low prevalence of NPS in this investiga-
tion. Four other studies that examined NPS in CAA
found a high prevalence of NPS in CAA, such as depres-
sion, apathy, and agitation. On the other hand, some of
these studies suggested an association between NPS and
a higher CAA-burden on cMRI or cognitive function,
while others did not. [16—19]. Additionally, these studies
did not consider concomitant AD pathology or the apo-
lipoprotein E (APOE) status in CAA, which precludes
more disease-specific assumptions. Due to these incon-
sistent and incomplete findings replication studies are
warranted.

Better knowledge on the existence and kind of NPS in
CAA may be of great clinical and prognostic relevance:
NPS are associated with functional impairment, faster
cognitive decline and faster progression to death in neu-
rodegenerative diseases [20—22]. Furthermore, NPS may
be treatable through their responsiveness against phar-
macological and non-pharmacological interventions.
NPS might be even preventable and several recent studies
in the healthy elderly have emphasized the protective role
of lifelong cognitively stimulating activities, high educa-
tion and a complex and challenging occupation against
depression. A cognitively active lifestyle was thereby
always beneficial independently of the lifespan - young
adulthood, mid- or late-life — when it was implemented
[23, 24]. In CAA, there are so far no studies exploring the
role of lifelong mental activities for depression and NPS
development.

Thus, we aim to compare (1) the CAA-related NPS pro-
file to that of age- and sex-matched cognitively normal
controls (NC). In contrast to the already existing stud-
ies [15—-19], we included distinct instruments measuring
the NPS profile together with the assessment of engage-
ment in lifelong mental activities and additional covari-
ates linked to CAA severity, such as the APOE status
and concomitant AD pathology. We also explored (2) the
associations of NPS with CAA severity on MRI and (3)
with cognitive function. Finally, we assessed (4) indirect
mediating effects of lifelong mental activities on CAA
severity and NPS.

Methods

Study sample

In this cross-sectional study, we prospectively included
patients with CAA who were diagnosed and treated at
the Department of Neurology at the Otto-von-Guer-
icke University of Magdeburg between 2016 and 2022.
Patients had to meet the Boston criteria 1.5 for prob-
able CAA, with clinical and neuroimaging evidence of
multiple haemorrhages restricted to lobar, cortical, or
cortical-subcortical regions, or alternatively a single
lobar, cortical, or cortical-subcortical haemorrhage
and focal or disseminated cortical superficial siderosis
(CSS). Furthermore, there were no signs of other causes
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of haemorrhage and patients needed to be older than 54
years to be included in the study [4, 25]. Lumbar punc-
ture was conducted through the diagnostic work-up
and cerebrospinal fluid (CSF) was used to apply the bio-
marker-based “ATN” (A, tau, neurodegeneration) classi-
fication to assess a concomitant AD pathology according
to the National Institute on Aging - Alzheimer’s Associa-
tion [26]. ABy,,4 ratio was considered for the determina-
tion of AP positivity (A+), phosphorylated tau (p-tau) for
tau positivity (T+), and total tau (t-tau) or neurofilament
light chain (NF-L) for neurodegeneration (N+) (Supple-
ment 1). A+ T+N+or A+T+N- were considered as AD
pathology [26].

All NC were prospectively recruited from an existing
pool of cognitively normal healthy elderly from the Ger-
man Center for Neurodegenerative Diseases (DZNE). NC
had to be free of haemorrhagic cMRI markers, i.e., cere-
bral microbleeds (CMB), CSSand intracerebral haemor-
rhage (ICH). A score of >5 in the Geriatric Depression
Scale-Short Form (GDS-SF), indicating at least mild
depression, was an exclusion criterion for NC [23].

Participants with CAA or NC were excluded if they
were <55 years, could not undergo cMRI, had other cen-
tral nervous system diseases, current or past alcohol or
drug abuse or if they were not fluent in German. All par-
ticipants provided written informed consent according to
the Declaration of Helsinki. The local Ethics Committee
of the Otto-von-Guericke University of Magdeburg, Fac-
ulty of Medicine, approved the study (28/16).

cMRI acquisition and CAA markers

A senior neuroradiologist (A.T.) rated CAA-related neu-
roimaging markers according to the standards for report-
ing vascular changes on neuroimaging 2 (STRIVE-2)
criteria through standardized 3T ¢cMRI (=61, 70.2%) or
1.5T cMRI (n=26, 29.8%; Supplement 2) [27, 28]. Neu-
roimaging markers included haemorrhagic (CMB, CSS,
ICH) and non-haemorrhagic markers (WMH, enlarged
perivascular spaces (PVS), incidental diffusion-weighted
imaging (DWI)-positive lesions, cortical cerebral micro-
infarcts) as well as global cortical atrophy (GCA). Those
were assessed according to previously established scales
[29-33]. PVS in the centrum semiovale (CSO) were eval-
uated according to a validated 4-point visual rating scale
(0=no PVS, 1=<10 PVS, 2=11-20 PVS, 3=21-40 PVS,
4>40 PVS; [29]). WMH in deep and periventricular (PV)
regions were rated using the Fazekas visual rating scale,
giving a maximum of three points for each deep or PV
WMH. The total score is calculated by adding the deep
and PV WMH scores (0—6 points) [31]. CSS was classi-
fied according to the total CSS multifocality score. Each
hemisphere is scored separately with a score range of 0
to 2 points, adding the right and left hemisphere scores
to a total range of 0 to 4 points, defined as not existent
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(0), focal (1) or multifocal CSS (=2). One point is given
for one sulcus or <3 immediately adjacent sulci with CSS
in each hemisphere and two points are given for >2 non-
adjacent sulci or >3 immediately adjacent sulci with CSS
in each hemisphere [32]. GCA was rated using the Pas-
quier scale (0=normal volume/no ventricular enlarge-
ment, 1=opening of sulci/mild ventricular enlargement,
2=volume loss of gyri/moderate ventricular enlarge-
ment, 3=knife blade atrophy/severe ventricular enlarge-
ment) [33]. However, until now, there is no established
rating scale considering incidental DW1I-positive lesions
and cortical cerebral microinfarcts [28]. Therefore, we
solely counted the number of incidental DWI-positive
lesions and cortical cerebral microinfarcts in the whole
brain without applying any specific categorization. To
evaluate the overall CAA burden, we applied the total
CAA severity score (range 0 to 6 points) through the fol-
lowing scale [34]: one point is given for the presence of
(a) 2—4 lobar CMB, (b) high degree CSO PVS (>20 CSO
PVS), (c) deep WMH grade>2 or PV WMH=3 or (d)
focal CSS, respectively. Two points are given for >5 lobar
CMB and multifocal CSS each.

MRI scans of n=10 participants were, at least several
weeks after the initial MRI analyses, chosen randomly
and scored a second time by the same neuroradiologist
(A.T.), and also by another independent senior neurora-
diologist (N.H.). Both raters were blinded to all demo-
graphics and clinical information. Intra- and interrater
reliability were excellent: kappa, .., = 0.863; kappa
0.928.

intra inter —

Measurements

Demographics, clinical diagnoses, vascular risk factors,
including type 2 diabetes (i.e., former diagnosis, and/or
intake of antidiabetic medication, and/or HbAlc>6.5%
or fasting plasma glucose level>7.0 mmol/ L [35]), dys-
lipidemia (i.e., former diagnosis, and/or lipid lowering
medication, and/or abnormal blood levels of total cho-
lesterol (>5.2 mmol/ L), low density lipoprotein choles-
terol (>2.6 mmol/ L), high density lipoprotein cholesterol
(<1.0 mmol/ L), or triglycerides (>1.7 mmol/ L) [36]),
arterial hypertension (i.e., former diagnosis and/or use
of antihypertensive medication for blood pressure con-
trol [37]), past or current smoking, and the APOE status
[38] were prospectively assessed. To evaluate cognitive
status in CAA patients and NC participants, we used the
Mini-Mental State Examination (MMSE) and the Clini-
cal Dementia Rating (CDR), dividing participants into
cognitively normal subjects (MMSE>26, and CDR=0),
participants with MCI (MMSE 21-26, and CDR 0.5-
1), mild dementia (MMSE 11-20, and CDR 0.5-1) and
severe dementia (MMSE <10, and CDR>1) [39, 40]. Even
though the CDR is categorized into a 5-scale global score,
it is not sensitive to distinguish patients with MCI from
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cases with mild dementia. A recent study suggested that a
CDR20.5 is capable of distinguishing MCI patients from
NC, and that it needs a CDR>2 to distinguish MCI from
AD dementia with sufficient sensitivity and specificity.
Additionally, this study demonstrated that the major-
ity of MCI patients had a CDR score of 0.5, and that AD
patients’” CDR scores ranged mostly between 0.5 and 1
[41]. In this context, our definition that provides rather a
range of CDR scores for different cognitive status profiles
than one single CDR value (for MCI and mild dementia
cases) together with a precise definition of MMSE scores
seems reasonable.

We also utilized the Alzheimer’s Disease Assessment
Scale’s cognitive (ADAScog) total score as indicator of
cognitive function [42].

NPS were measured using the validated 10-item ADAS
noncognitive subscale (ADAS-NC) [42]. The ADAS-
NC examines aspects of mood, such as tearfulness and
depressed mood, and aspects of behaviour disturbances,
including lack of cooperation, pacing and increased
activity, as well as other NPS, such as delusions, hallu-
cinations, appetite changes, and concentration deficits.
Each of these items is rated on a five-point scale with
higher scores representing more severe mood distur-
bance or behavioural abnormalities. In our study, none of
the noncognitive items of the ADAS-NC showed a sig-
nificant correlation with each other or with the severity
of cognitive impairment (MMSE, CDR, ADAScog). For
statistical analysis, we used a reduced nine-item subset
of the ADAS-NC (ADAS-NC9) items, removing the item
“tremors” because it is rather a neurological symptom
and not associated with NPS. Our approach is similar
to another study [43]. In addition, we used the GDS-SF
to evaluate depression in our study sample. The optimal
cut-offs of the GDS-SF are 25 (minor depressive disor-
der) and >10 points (major depressive disorder) [23, 44].

We further included the Lifetime of Experiences Ques-
tionnaire (LEQ), which assesses complex lifelong men-
tal activities. The LEQ evaluates cognitively stimulating
activities during three life stages, ranging from young
adulthood (13-30 years), to mid-life (31-65 years) and
late-life (65 years onwards) [45].

Statistical procedures

For statistical analysis, we used IBM SSPSS Statistics for
Windows, Version 29 (Armonk, NY: IBM Corp). Chi-
square and Fisher’s exact test were used to compare non-
normally distributed categorical variables. Non-normally
distributed continuous and ordinal variables were com-
pared with a Mann-Whitney U or Kruskal-Wallis test.
The number of NPS was calculated as the sum of all pres-
ent symptoms of the ADAS-NC9 (range 0-9). The sever-
ity of NPS was calculated as the sum of all severity scores

Page 4 of 11

of the ADAS-NC9 (0-45), adding the severity scores for
all nine NPS.

In a first step, we used a hierarchical generalized linear
Poisson regression and a multiple linear regression model
to determine the association between group status (CAA
vs. NC) as independent variable, demographics (age, sex,
education) as covariates and the number or severity of
NPS, as respective dependent variables. Other covari-
ates that are related to CAA severity or NPS according
to existing literature, were entered sequentially into the
regression models: vascular risk factors as binary vari-
ables (see Sect. 2.3) [46—50], concomitant AD pathology
as binary variable according to the ATN classification
(see Sect. 2.1) [1], and APOE status [38]. To assess poten-
tial cognitive repercussions of NPS, we utilized a multiple
linear regression with NPS number or severity as inde-
pendent variables, cognition (MMSE and ADAScog total
score) as dependent variable, and the other mentioned
covariates. Additional generalized linear Poisson and
multiple linear regression models tested the effect of MRI
markers of CAA severity, on each, NPS number or sever-
ity, including MRI field strength (1.5 Tesla or 3 Tesla) as
additional covariate. Furthermore, logistic regression
was applied to explore associations of CAA MRI mark-
ers with the presence or absence of each of the NPS.
Collinearity statistics were applied to identify issues of
multicollinearity. These showed no evidence of multicol-
linearity in all regression models [51]. In a second step,
we utilized the PROCESS regression path analysis model-
ing tool for SPSS to estimate mediation effects of lifelong
mental activities between cMRI disease severity and NPS
number or severity. All regression and mediation mod-
els included both CAA patients and NC participants. In
these models, data were missing for the covariates AD
pathology (25%) and APOE status (9%). These missing
data were handled by multiple imputations: In a first step,
the missing values were estimated and replaced several
times, which results in different data sets with replaced
missing values. In a second step, all regression and medi-
ation analyses were conducted on each of the imputed
data sets. Finally, these results were consolidated into one
estimate applying standard combining rules [52]. This
approach is superior against single-imputation strate-
gies because of avoiding creating false precision by a
quantification of the uncertainty through multiple plau-
sible values, and thus estimating what the missing values
might be. Significance level was set at p<0.05 (two-sided
p-value) and adjusted for multiple comparisons by post-
hoc chi-square testing.

Results
Sample
Table 1 illustrates sociodemographic and clinical char-
acteristics of the study sample. Eighty seven participants
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Table 1 Description of the study sample — sociodemographic and clinical characteristics

Overall (n=87) Cerebral amyloid angi- NC (n=18) p-value (p<0.05)  p-value

opathy (n=69) group analysis subgroup
analysis*

Age,y 72.68 (7.36) 72.99 (7.80) 7150 (5.34) 0372
Male, n (%) 46 (52.9) 38(55.10) 8 (44.40) 0421
Years of education 13 (8-23) 12.5 (8-23) 155 (12-19) 0.010
Diabetes mellitus, n (%) 23 (26.4) 19 (27.50) 4(22.20) 0.770
Arterial hypertension, n (%) 73(83.9) 63 (91.30) 10 (55.60) 0.001
Dyslipidemia, n (%) 44 (50.6) 37 (53.60) 7 (38.90) 0.265
Smoking, n (%) n==84 n=66 n=18 0.501

24 (28.57) 20 (30.30) 4(22.20)
APOE status n=79 n=61 n=18 0.143 p<0.00625
APOEe3¢e3 37 (46.83) 27 (44.26) 10 (55.6) 0.398
APOEe3¢e2 or APOEe2¢e2 10 (12.65) 7(1147) 2(11.10) 0.965
APOEe3e4 or APOEe4e4 30(37.97) 26 (42.62) 4(22.20) 0.117
APOEe2¢4 3(3.79) 1(1.63) 2(11.10) 0.064
Cognitive status n=85 n=67 n=18 <0.001 p<0.0083
Cognitively normal, n (%) 43 (50.58) 25 (37.31) 18 (100) <0.001
Mild cognitive impairment, n (%) 30(35.29) 30 (44.77) 0(0) <0.001
Mild dementia, n (%) 12 (14.17) 12(17.91) 0(0) 0.052
Severe dementia, n (%) 0(0) 0(0) 0(0)

Note: Values are mean (standard deviation) or median (range) unless otherwise noted. Significant p-values are marked bold. p-values are based on chi-square or
Fisher's exact test (if any cell number was <5) for categorical variables, and the Mann-Whitney U test for continuous variables. *p-value subgroup analysis is based
on post-hoc chi-square testing for multiple comparisons. n: number. y: years. NC: Cognitively normal control. APOE: Apolipoprotein E

were included in the study (69 with CAA, 18 with NC),
and 100% of our sample was of Caucasian ethnicity. Clin-
ical presentation of CAA patients was transient ischemic
attack (TIA) or stroke (n=34, 49.2%), ICH (n=15, 21.7%),
cognitive decline (n=12, 17.3%; diagnosed by pathologi-
cal MMSE/CDR scores and clinical data) or TENE (n=8,
11.5%). Of note, more than 12 CAA patients suggested a
cognitive decline as measured by MMSE and CDR scores
(Supplement 3). Yet, in these cases, other diagnoses, such
as ICH or stroke, were the leading clinical diagnoses. CSF
data were available in 68.1% (n=47) CAA patients, of
whom 23.4% (n=11) demonstrated AD pathology. More
than 62% (n=42) of the participants with CAA showed
some degree of cognitive impairment. In CAA, four out
of twelve (33.3%) participants with a clinical presenta-
tion of cognitive decline showed AD pathology, and,
vice versa, four out of eleven (36.3%) with AD pathology
showed a clinical presentation of cognitive decline (Sup-
plement 3 and 4).

CAA patients indicated significantly higher ADAScog
scores (mean 16.52+8.08 vs. 5.11+1.32, p<0.001), lower
MMSE total scores (mean 24.64+4.07 vs. 28.61+1.03,
p<0.001), and higher CDR scores (median 0.5 vs. 0,
p<0.001) compared to NC participants. A Kruskal-Wal-
lis test suggested significant differences between CAA
subgroups (cognitively normal, MCI, mild dementia)
with regard to cognitive scores, i.e., the ADAScog (mean
11.28+4.33 vs. 16.50+6.28 vs. 27.5+7.25), MMSE (mean
28.2+1.08 vs. 24.63+1.40 vs. 17.25+1.91), and CDR
(median 0 vs. 0.5 vs. 1) scores (p<0.001).

CAA is related to greater neuropsychiatric symptom
severity and lower lifelong mental activities

More than 43% (n=29) of CAA patients suffered from
some degree of depression. The median number of NPS
was 2 (range 0-6) in CAA vs. 0 (range 0-1, p<0.001)
in NC, and the median total NPS severity was 3 (range
0-11) vs. 0 (range 0-2, p<0.001). Almost all LEQ scores,
including education, were significantly lower in CAA
compared to NC, indicating a lower variety and fre-
quency of lifelong mental activities in CAA (Table 2).
NPS number and severity, depression and LEQ values did
not differ between CAA participants with ICH, cognitive
decline or concomitant AD pathology, i.e. there was no
effect of CAA subgroup on these measures (Supplement
3-5).

Table 3 highlights the prevalence of NPS in patients
with CAA compared to NC. The most frequent NPS in
CAA were lack of concentration (62.3%), depression
(43.4%), appetite changes (33.3%) and lack of coopera-
tion (20.2%). CAA subgroups, i.e. ICH, cognitive decline,
and AD pathology, did not affect NPS prevalence. Hence,
NPS symptoms were similarly prevalent in each of these
diagnoses (Supplement 6).

In Table 4, associations between the number of NPS
or severity of NPS and diagnosis, i.e. CAA vs. NC, are
depicted. In the first step, diagnosis and demograph-
ics together explained 11% (pseudo R%, NPS number) or
24% (adjusted R? NPS severity) of the variance of the
regression models. In the final model, after the addition
of three covariates, arterial hypertension in the second,
AD pathology in the third, and APOE status in the fourth
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Table 2 Description of the study sample — NPS and lifelong mental activities
Overall (n=87) Cerebral amyloid NC (n=18) p-value (p<0.05) p-value
angiopathy (n=69) group analysis sub-
group
analysis*
ADAS-NC
ADAS-NCO9 total number 1 (0-6) 2 (0-6) 0(0-1) <0.001
ADAS-NC9 total severity 2(0-11) 3(0-11) 0(0-2) <0.001
GDS-SF n=85 n=67 n=18 0.001 p<0.0083
No depression, n (%) 56 (65.88) 38 (56.71) 18 (100) <0.001
Minor depressive disorder, n (%) 26 (30.58) 26 (38.80) 0(0) 0.002
Major depressive disorder, n (%) 3(3.52) 3(447) 0(0) 0.374
LEQ
LEQ YA education 16.50 (7.96) 15.68 (8.20) 19.64 (6.18) 0.009
LEQ YA activities 8 (3. 93) 19.03 (3.84) 19.76 (4.34) 0.797
LEQ YA total 36.49 (10.10) 3547 (1042) 40.39 (7.87) 0.012
LEQ ML occupation 58 (22. 75) 59.51(22.79) 69.52 (21.34) 0.098
LEQ ML activities 16.78 (3.63) 1643 (3.61) 18.11 (3.49) 0.047
LEQ ML total 34.34 (8.68) 32.90 (8.25) 39.84 (8.28) 0.003
LEQ LL specific activities 18.71 (5.00) 17.50 (4.59) 2335(3.72) <0.001
LEQ LL nonspecific activities 14.58 (3.03) 13.93 (2.80) 17.05 (2.64) <0.001
LEQLL total 2239(5.32) 21.35(5.20) 2640 (3.71) <0.001
LEQ total (cognitive reserve) 93.02 (18.63) 89.47(18.28) 106.63 (13.08) <0.001

Note: Values are mean (standard deviation) or median (range) unless otherwise noted. Significant p-values are marked bold. p-values are based on chi-square or
Fisher's exact test (if any cell number was <5) for categorical variables, and the Mann-Whitney U test for continuous variables. *p-value subgroup analysis is based on
post-hoc chi-square testing for multiple comparisons. NPS: neuropsychiatric symptoms. ADAS-NC9: Alzheimer’s Disease Assessment Scale subscale noncognitive
with nine items. GDS-SF: Geriatric Depression Scale-Short Form. LEQ: Lifetime of Experiences Questionnaire. YA: young adult. ML: mid-life. LL: late-life

Table 3 Prevalence of neuropsychiatric symptoms (NPS) in CAA

and NC.
Symptom type Overall CAA NC p-value
(n=87) (n=69) (n=18)

Appetite changes 23 (26.43) 23(33.33) 0 0.002
Delusions 1(1.14) 1(1.44) 0 1.000
Depression 30 (34.48) 30 (43.47) 0 <0.001
Hallucinations 3(344) 3(4.34) 0 1.000
Lack of cooperation 4(16.09  14(2028) O 0.035
Increased activity 6 (6.89) 6 (8.69) 0 0.336
Pacing 4 (4.59) 4(5.79) 0 0.575
Tearfulness 9(10.34) 9(13.04 0 0.194
Lack of concentration 45 (51.72) 43 (62.31) 2(11.11) <0.001

Note: Values are n (%). p-values are based on chi-square or Fisher’s exact test (if
any cell number was <5) according to group. Significant p-values are marked
bold. CAA: cerebral amyloid angiopathy

step, the variance explained increased to 14% (pseudo
R?) or remained at 24% (adjusted R?). Other vascular risk
factors, i.e. diabetes mellitus, dyslipidemia and smoking,
were not considered as their prevalence did not differ
between CAA and NC (Table 1).

In summary, even after controlling for several con-
founders, CAA patients demonstrated a more than 4-fold
higher NPS incidence (final model: incidence rate ratio
4.86, 95% confidence interval (CI) 2.20-10.73, p<0.001),
and more than 3-fold greater NPS severity (final model:
mean difference 3.56, 95% CI 1.94-5.19, p<0.001) com-
pared to NC.

We conducted a second regression analysis exploring
associations between CAA subgroups (cognitively nor-
mal, MCI, mild dementia) as independent variable, NPS
number or severity as dependent variable, and the model
was adjusted for age, sex, years of education, arterial
hypertension, AD pathology, and APOE status. In these
models, CAA subgroups had no impact on NPS number
or severity (see Supplement 7).

CAA severity predicts neuropsychiatric symptom severity
Regression models including MRI markers known to
contribute most to CAA severity [34] suggested that
more severe WMH and a higher CAA total score predict
higher numbers (incidence rate ratio 1.21, 95% CI 1.05—
1.39, p=0.006, respectively, incidence rate ratio 1.14,
95% CI 1.01-1.27, p=0.022) and a greater severity of
NPS (mean difference 0.63, 95% CI 0.19-1.08, p=0.005,
respectively, mean difference 0.57, 95% CI 0.19-0.95,
p=0.004; Table 5).

Exploring associations between further MRI markers
and NPS number or severity showed that participants
with greater GCA were more likely to have a higher NPS
number (incidence rate ratio 1.86, 95% CI 1.26-2.73,
p=0.002) and more severe NPS (mean difference 2.01,
95% CI 0.63-3.38, p=0.005). In addition, ICH predicted
greater NPS severity (mean difference 0.88, 95% CI 0.04—
1.73, p=0.040; Supplement 8).
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Table 4 Multivariable-adjusted associations of CAA diagnosis with the number and severity of NPS.

Number of NPS NPS total severity

Incidence rate ratio (95% Cl) p-value Estimate (95% Cl) p-value
Step 1
CAA diagnosis 6 O7 (3.15t0 11.69) <0.001 3.32(1.86t04.79) <0.001
Age 05 (1.01 to 1.09) 0.009 0.10(0.02t0 0.18) 0.015
Female 1(0.76 t0 2.26) 0.324 0.56 (-0.64 to 1.78) 0.355
Years of education O 98 (0.89to 1.08) 0.738 -0.01 (-0.22t0 0.19) 0913
Step 2
CAA diagnosis 603 (29910 12.19) <0.001 3.36 (1.78 t0 4.94) <0.001
Age 05 (1.01 to 1.09) 0.009 0.10(0.02t0 0.18) 0.016
Female 1(0.76 to 2.26) 0323 0.56 (-0.66 to 1.78) 0.366
Years of education O 98 (0.89to 1.08) 0.743 -0.01 (-0.22t0 0.19) 0.902
Arterial hypertension 01(047t02.18) 0.964 -0.11 (-1.83t0 1.61) 0.898
Step 3
CAA diagnosis 443 (1.97 t0 9.94) <0.001 3.34(1.75t04.92) <0.001
Age 1.05 (1.01 to 1.09) 0.009 0.09 (0.01t0 0.18) 0.025
Female 1.28 (0.74 t0 2.20) 0.366 0.57 (-0.65 to 1.80) 0.355
Years of education 0.98 (0.89to 1.07) 0.720 -0.01 (-0.22t0 0.19) 0.883
Arterial hypertension 09 (0.51 to0 2.34) 0.816 -0.06 (-1.79to 1.66) 0.944
AD pathology 15 (050 to 2.64) 0.726 0.74 (-1.13 t0 2.62) 0433
Step 4
CAA diagnosis 4.86 (2.20t0 10.73) <0.001 356 (1.94 10 5.19) <0.001
Age 1.05 (1.01 to 1.08) 0.009 0.09 (0.00t0 0.18) 0.031
Female 1.26 (0.74t0 2.13) 0.380 0.58 (-0.65 to 1.82) 0.349
Years of education 0.98 (0.89 to 1.07) 0.746 0.00 (-0.22t0 0.21) 0.972
Arterial hypertension 1.08 (0.52 to 2.26) 0.823 -0.08 (-1.81 to 1.65) 0.927
AD pathology 1.50 (0.62 t0 3.57) 0.360 1.10 (-0.92t0 3.13) 0.281
APOE status
Ho/he APOEe4 0.48 (0.26 to 0.90) 0.022 -0.90 (-2.45 10 0.63) 0.247
Ho/he APOEE2 0.51(0.22to0 1.22) 0.135 -1.01 (-3.17t0 1.13) 0.350
APOEe4 and APOEe2 1.52 (0.36 to 6.30) 0.562 041 (-3.01 t0 3.85) 0.809
Note: Cl: confidence interval. AD: Alzheimer’s disease. Ho/he: homozygote or heterozygote. Significant p-values are marked bold
Table 5 Multivariable-adjusted associations of imaging markers of CAA severity with the number and severity of NPS.

Number of NPS NPS total severity
Incidence rate ratio (95% Cl) p-value Estimate (95% ClI) p-value

Marker
CSO PVS (category 0-4) 1.12 (0.84t0 1.49) 0426 0.13 (-0.84 t0 1.10) 0.791
WMH sum (category 0-6) 1.21(1.05t0 1.39) 0.006 0.63(0.19to 1 08) 0.005
Lobar CMB count 1.00 (0.99 to 1.00) 0.954 0.00 (-0.12 t0 0.02) 0473
CSS sum (category 0-4) 1.02 (0.88 to 1.20) 0.719 0.28 (-0.35t0 0.92) 0373
CAA score (0-6) 1.14(1.01t0 1.27) 0.022 0.57 (0.19t0 0.95) 0.004

Note: Covariates were age, sex, years of education, arterial hypertension, AD pathology, APOE status, and magnetic resonance imaging field strength (3 Tesla or
1.5 Tesla). Significant p-values are marked bold. CSO PVS: centrum semiovale enlarged perivascular spaces. WMH: white matter hyperintensities. CMB: cerebral

microbleeds. CSS: cortical superficial siderosis

Logistic regression was used to assess differences
between MRI markers and the presence or absence of
those four NPS, which differed significantly between
CAA and NPS (data shown only for significant results).
More severe WMH predicted depression (odds ratio
(OR) 2.02, 95% CI 1.21-3.39, p=0.007) and impaired
concentration (OR 1.69, 95% CI 1.13-2.53, p=0.010).
Additionally, participants with higher CAA scores were
more likely to be depressed (OR 1.46, 95% CI 1.02-2.10,
p=0.039). Other CAA MRI markers were not associated
with the presence or absence of single NPS. However,
GCA was associated with the presence of depression (OR

4.52,95% CI 1.17-17.48, p=0.029) and impaired concen-
tration (OR 3.94, 95% CI 1.12-13.84, p=0.032). MRI field
strength difference did not reach statistical significance
in all regression models that included MRI markers.

NPS frequency and severity are associated with lower
cognitive function

We found that a higher number of NPS and greater NPS
severity indicated lower MMSE (mean difference —1.15,
95% CI -1.67 to -0.63, p<0.001, respectively, mean differ-
ence —0.55, 95% CI -0.80 to -0.30, p<0.001) and higher
ADAScog total scores (mean difference 1.91, 95% CI
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1.26-2.56, p<0.001, respectively, mean difference 0.89,
95% CI10.57-1.21, p<0.001).

Mediation effects of lifelong mental activities on CAA
severity and NPS

Figure 1 illustrates the mediation analysis between CAA
severity as independent, NPS number as dependent vari-
able, and the LEQ total score as mediator. The model
revealed significant effect sizes of the LEQ total score (i.e.
greater lifelong mental activity) as partial mediator miti-
gating the impact of CAA severity on NPS number (indi-
rect effect 0.05, 95% CI 0.0007-0.13). Using NPS severity
as dependent variable instead of NPS number indicated
no significant mediating effect of the LEQ total score
(indirect effect 0.04, 95% CI -0.002 to 0.12).

We also applied another mediation analysis, revers-
ing the independent variable CAA score and the media-
tor LEQ total score (Supplement 9). Interestingly, CAA
severity significantly partially mediated the relationship
between the total LEQ score and NPS number (indirect
effect —0.08, 95% CI -0.22 to -0.002). L e., greater lifelong
mental activities led to lower CAA severity and thus to less
NPS. There were also significant effects of CAA severity as
full mediator between the LEQ total score and NPS sever-
ity (indirect effect —0.09, 95% CI -0.22 to -0.004).

Discussion

Patients with CAA demonstrated significantly more fre-
quent and more severe NPS than NC. We found that
this relationship is driven by CAA severity, i.e., higher
CAA scores and more severe WMH. Higher numbers of
NPS and more severe NPS were also tied to lower cogni-
tive performance beyond age, education, arterial hyper-
tension, AD pathology and APOE status. Finally, our
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findings imply that lifelong mental activities mediate the
relationship between CAA severity and NPS, and, vice
versa, that greater lifelong mental activities lead to less
pronounced CAA severity and thus to less NPS.

NPS are associated with functional impairment [11,
20], poorer quality of life [53], greater caregiver burden
[54], higher rates of institutionalization [55], and even
faster progression to death [22]. Hence, the identification
of NPS in CAA is of great clinical importance. However,
research on NPS in CAA is limited so far. The identified
prevalence of NPS in our study resembles the already
existing studies that observed high frequencies of depres-
sion and appetite changes, and rather few patients expe-
riencing hallucinations, delusions or motor disturbances
[16, 19]. Our findings are also similar to observations in
poststroke patients [56, 57].

In line with other studies, the disruption of white mat-
ter networks may underlie NPS as neuropathological
mechanism [16, 17]. Previous research also indicated
that WMH have been associated with late-life depres-
sion [58], AD dementia and cognitive decline [59]. Of
course, our finding that higher CAA scores in general
are associated with NPS points towards other potential
mechanisms that might lead to NPS together with mat-
ter disruption, such as local brain damage caused by
CMB or CSS. Additional analyses suggested that GCA
plays a significant role in the development of NPS, which
appears in most neurodegenerative diseases. Our finding
that ICH is associated with NPS severity is supported by
some studies exploring NPS in ICH survivors, including
patients with CSVD pathology [18, 60, 61].

A previous study that investigated NPS in CAA did not
find any associations between NPS and cognition, conclud-
ing that the mechanisms leading to NPS may differ from

Lifelong mental
activities

CAA severity

NPS number

Fig. 1 Mediation model testing indirect effects of lifelong mental activities on cerebral amyloid angiopathy (CAA) severity and neuropsychiatric symp-
tom (NPS) number. CAA total score was the independent, NPS number the dependent variable and the lifetime of experiences questionnaire (LEQ) total
score the mediator. Covariates were age, sex, years of education, arterial hypertension, Alzheimer’s disease pathology, apolipoprotein E status. a: effect
of CAA severity on LEQ total score (-1.68, 95% confidence interval (Cl) -3.24 to -0.12, p=0.035). b: effect of LEQ total score on NPS number (-0.26, 95% Cl
-0.05t0-0.002, p=0.033). ¢": direct effect of CAA score on NPS number (0.22, 95% CI 0.04-0.39, p=0.014). c: total effect of CAA score on NPS number (0.26,
95% C10.09-0.44, p=0.003)
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those leading to cognitive impairment [16]. On the contrary,
our study suggests cognitive repercussions of NPS number
and severity, which is in line with a more recent study [19].
However, NPS might not be considered as sole marker of
cognitive decline or dementia, given that in our study, CAA
subgroups (ICH, cognitive decline, and AD pathology) did
not affect NPS prevalence and our models were controlled
for age, AD pathology and APOE status. Interestingly,
other studies pointed out that NPS manifesting in prodro-
mal stages of dementia are of prognostic utility, leading to
an increased risk of progression to dementia and increased
neuropathological markers of dementia [11, 21].

Therefore, it is most crucial to identify factors that might
prevent or mitigate the development of NPS in CAA. Our
novel approach, exploring the role of lifelong mental activi-
ties for NPS development in CAA, indicated a lower vari-
ety and frequency of lifelong mental activities in CAA
compared to NC. Of note, greater lifelong mental activities
could be identified as potential variable of resilience, miti-
gating the impact of CAA severity on NPS development as
mediator. Furthermore, greater lifelong mental activities
were associated with lower CAA severity as potential vari-
able of resistance, and a consequently reduced number
of NPS in CAA patients. These findings align with studies
showing that higher LEQ scores are associated with better
cognitive abilities and lower depressive symptoms in late-
life, a higher quality of life and a better functional status
during the onset of dementia [23, 24, 45]. Indeed, preven-
tive interventions aiming at increasing the participation in
mental activities over the entire lifespan might prove benefi-
cial in decreasing risk of NPS development in later life with
its potential devastating consequences. Moreover, NPS are
principally treatable through their responsiveness against
pharmacological interventions, such as antidepressant ther-
apy. However, one study found that depressed CAA-related
ICH survivors were more likely to report resistance to anti-
depressant treatment compared to non-CAA-related ICH
survivors [609]. Future studies should strive to assess which
therapy might prove best in treating NPS in CAA.

Of note, only 23% of CAA patients demonstrated a con-
comitant AD pathology, which is lower than in a recently
published study that examined the CSF profile in sporadic
CAA and found that 45% of patients had a CSF profile
indicative of AD [62]. Concomitant AD pathology was
defined different compared to our study (ATN classifica-
tion: decreased Ap,, instead of AP,,,, ratio). Moreover,
CAA markers that are indicators of late-stage disease were
more frequently found in [62], such as disseminated CSS
(45-48% vs. 16%) or severe CSO PVS (>20; 83-97% vs.
58%; Supplement 10). This may explain the observed dif-
ferences in concomitant AD pathology to a certain degree.
Interestingly, in our study, AD pathology did not differ
between CAA subgroups, i.e. those with ICH or cognitive
decline (Supplement 3 and 5). Additionally, there were no
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significant differences of CAA markers on MRI, such as
CMB, ICH, or CSS, between patients with and without a
concomitant AD pathology (Supplement 10), which is in
line with [62].This study has several strengths, such as the
inclusion of several disease-specific variables and distinct
instruments measuring NPS and lifelong mental activities,
thus adding new knowledge on NPS in CAA. However, this
study also has some limitations. First, it is cross-sectional,
and further longitudinal studies should explore causal rela-
tions between NPS and other variables. Second, our study
was limited to a single centre, which restricts generaliz-
ability. Still, our sample of CAA patients is representative,
including several CAA subgroups from early- to late-stage
disease [63]. Third, our study sample was relatively small,
although it equals sample sizes of previous studies [16—19].
Finally, another limitation is that 25% of CSF and 9% of
APOE data were missing. Since a complete case analysis
would have led to a significant exclusion of participants, less
study power, and results restricted to those without miss-
ing data that may not even be representative of the original
sample, we decided to apply the well-established method of
multiple imputations. Although the results of our analyses
would have been more precise if all data had been avail-
able, multiple imputations can yield a proxy estimate of the
information of the missing values and is regarded as one of
the most flexible valid missing data approaches [64].

Conclusions

This study suggests that NPS are common in CAA. How-
ever, NPS can be easily screened with established tools.
Many of these NPS are potentially treatable through their
responsiveness against pharmacological and non-phar-
macological interventions. Although NPS seem to be tied
to greater CAA severity and lower cognitive function,
lifelong mental activities might mitigate the development
and impact of NPS in CAA, and thus improving the qual-
ity of life in those patients. Future studies should strive
to unravel the neuropathological and neuroimaging cor-
relates of NPS in CAA.

Supplementary Information
The online version contains supplementary material available at https://doi.
0rg/10.1186/513195-024-01519-3.

[ Supplementary Material 1 J

Acknowledgements
Not applicable.

Author contributions

Conceptualization and design, M.D. and S.S,; Literature research, M.D. and
S.S,; Data analysis and interpretation, M.D.; MRI analysis: A.T., N.H.; Writing—
creating Tables and Figures, M.D.; Writing—Original Draft Preparation, M.D.;
Writing—Review and Editing, M.D, AT, N.H, RvK, KN, SE, ES, PA, EF, CG,
W.G, MB, JBS, SLES, A-CJ, AH,ABH, LM, JK,PT, AG,RJ, MP,SH,
JB,V.P,ED, SGM, SV, HM.,S.S. All authors have read and agreed to the
published version of the manuscript.



Dorner et al. Alzheimer's Research & Therapy (2024) 16:196

Funding

KN, H.M., and S.S. received funding from the “Deutsche Alzheimer Gesellschaft

e.V. Selbsthilfe Demenz” and “Forderstiftung Dierichs”.

Data availability
The data presented in this study are available on request from the
corresponding author.

Declarations

Ethics approval and consent to participate

The study was conducted according to the guidelines of the Declaration
of Helsinki. The local Ethics Committee of the Otto-von-Guericke University
of Magdeburg, Faculty of Medicine, approved the study (28/16). Informed
Consent was obtained from all subjects involved in the study.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Conflict of interest
The authors declare no conflict of interest.

Author details

'German Center for Neurodegenerative Diseases (DZNE) within the
Helmholtz Association, 39120 Magdeburg, Germany

’Department of Consultation-Liaison-Psychiatry and Psychosomatic
Medicine, University Hospital Zurich, University of Zurich, Culmannstrasse
8, Zurich 8091, Switzerland

3Department of Neuroradiology, Clinical Neuroscience Center, University
Hospital Zurich, University of Zurich, Zurich 8091, Switzerland
“Department of Neurology, Otto-von-Guericke University,

39120 Magdeburg, Germany

°Department of Neuroradiology, Otto-von-Guericke University,

39120 Magdeburg, Germany

®Institute of Cognitive Neurology and Dementia Research, Otto-von-
Guericke University, 39120 Magdeburg, Germany

’Department of Psychiatry, Psychotherapy, and Psychosomatics,
University Hospital of Psychiatry Zurich, University of Zurich, Zurich
8032, Switzerland

8Department of Forensic Psychiatry, University Hospital of Psychiatry
Zurich, University of Zurich, Zurich 8032, Switzerland

“Department of Parkinson’s Disease, Sleep and Movement Disorders,
University Hospital Bonn, 53127 Bonn, Germany

19German Center for Neurodegenerative Diseases (DZNE) within the
Helmholtz Association, 53127 Bonn, Germany

''Center for Neurology, Tuebingen University Hospital and Hertie-
Institute for Clinical Brain Research, Eberhard Karls University,

72076 Tuebingen, Tuebingen, Germany

"?Department of Neurology, Heinrich Heine University, 40225 Duisseldorf,
Germany

13]. Philip Kistler Stroke Research Center, Massachusetts General Hospital,
Boston, MA 02114, USA

"Center for Behavioural Brain Sciences (CBBS), 39120 Magdeburg,
Germany

1>Biomedical Magnetic Resonance, Otto-von-Guericke University,

39120 Magdeburg, Germany

Received: 23 April 2024 / Accepted: 25 June 2024
Published online: 04 September 2024

References

1. LiQYangY,Reis C,TaoT, LiW, Li X, Zhang JH. Cereb Small Vessel Disease Cell

Transplantation. 2018;27(12):1711-22.

2. Chojdak-Lukasiewicz J, Dziadkowiak E, Zimny A, Paradowski B. Cerebral small

Vessel Disease: a review. Adv Clin Exp Med. 2021;30(3):349-56.

Page 10 of 11

Smith EE, Charidimou A, Ayata C, Werring DJ, Greenberg SM. Cerebral
amyloid angiopathy-related transient focal neurologic episodes. Neurology.
2021;97(5):231-8.

Charidimou A, Boulouis G, Frosch MP, Baron J-C, Pasi M, Albucher JF, Banerjee
G, Barbato C, Bonneville F, Brandner S, Calviere L, Caparros F, Casolla B,
Cordonnier C, Delisle M-B, Deramecourt V, Dichgans M, Gokcal E, Herms J,
Hernandez-Guillamon M, Jager HR, Jaunmuktane Z, Linn J, Martinez-Ramirez
S, MartinezSaez E, Mawrin C, Montaner J, Moulin S, Olivot J-M, Piazza F, Puy L,
Raposo N, Rodrigues MA, Roeber S, Romero JR, Samarasekera N, Schneider
JA, Schreiber S, Schreiber F, Schwall C, Smith C, Szalardy L, Varlet P, Viguier A,
Wardlaw JM, Warren A, Wollenweber FA, Zedde M, van Buchem MA, Gurol
ME, Viswanathan A, Salman RA-S, Smith EE, Werring DJ, Greenberg SM. The
Boston criteria version 2.0 for cerebral amyloid angiopathy: a multicentre,
retrospective, MRI-neuropathology diagnostic accuracy study. Lancet Neurol.
2022;21(8):714-25.

Zhang CE, Wong SM, van de Haar HJ, Staals J, Jansen JF, Jeukens CR, Hof-
man PA, van Oostenbrugge RJ, Backes WH. Blood-brain barrier leakage is
more widespread in patients with cerebral small Vessel Disease. Neurology.
2017,88(5):426-32.

Shi'Y, Wardlaw JM. Update on cerebral small vessel disease: a dyamic whole-
brain disease. Stroke Vasc Neurol. 2016;1(3):83-82.

Greenberg SM, Vernooij MW, Cordnonnier C, Viswanathan A, Al-Shahi Salman
R,Warach S, Launer LJ, Van Buchem MA, Breteler MM. Microbleed Study G.
Cerebral microbleeds: a guide to detection and interpretation. Lancet Neurol.
2009;8(2):165-74.

Soontornniyomkij V, Lynch MD, Mermash S, Pomakian J, Badkoobehi H, Clare
R, Vinters HV. Cerebral microinfarcts associated with severe cerebral beta-
amyloid angiopathy. Brain Pathol. 2010;20(2):459-67.

Salat DH, Smith EE, Tuch DS, Benner T, Pappu V, Schwab KM, Gurol ME,

Rosas HD, Rosand J, Greenberg SM. White matter alterations in cebre-

ral amyloid angiopathy measured by diffusion tensor imaging. Stroke.
2006;37(7):1759-64.

Case NF, Charlton A, Zwiers A, Batool S, McCreary CR, Hogan DB, Ismail Z,
Zerna C, Coutts SB, Frayne R, Goodyear B, Haffenden A, Smith EE. Cerebral
amyloid angiopathy is associated with executive dysfunction and mild cogni-
tive impairment. Stroke. 2016;47:2010-6.

Ismail Z, Smith EE, GedaY, Sultzer D, Brodaty H, Smith G, Aguiera-Ortuz L,
Sweet R, Miller D, Lyketsos CG. Neuropsychiatric symptoms as early mani-
festations of emergent dementia: provisional diagnostic criteria for mild
behavioral impairment. Alzheimer’s Dement 2016; 95-202.

Gahr M, Connemann BJ, Schonfeldt-Lecouna C. Behavioral problems and
personality change related to cerebral amyloid angiopathy. Psychiatr Prax.
2012;39:410-3.

Gleason A, Hayhow B, Emmanuel J, Gaillard F. Cerebral amyloid angiopa-

thy presenting with neuropsychiatric symptoms. Aust N Z J Psychiatry.
2014,48:779-80.

Matta G, Velakoulis D, Gaillard F, McLean CA, Yerra R. Creutzfeldt-Jakob
disease, cerebral amyloid angiopathy, and Abeta-related angiitis with neuro-
psychiatric manifestations. Aust N Z J Psychiatry. 2017;51:740-1.

Devanand DP, Lee S, Huey ED, Goldberg TE. Associations between neuropsy-
chiatric symptoms and neuropathological symptoms and neuropathological
diagnoses of Alzheimer Disease and related dementias. JAMA Psychiatry.
2022;79(4):359-67.

Smith EE, Crites S, Wang M, Charlton A, Zwiers A, Sekhon R, Sajobi T, Camicioli
R, McCreary CR, Frayne R, Ismail Z. Cerebral amyloid angiopathy is Associated
with Emotional Dysregulation, Impulse Dyscontrol, and apathy. J Am Heart
Association. 2021;10:e022089.

Chokesuwattanaskul A, Zotin MCZ, Schoemaker D, Sveikata L, Gurol

E, Greenberg SM, Viswanathan A. Apathy in patients with cerebral

amyloid angiopathy. A Multimodal Neuroimaging Study. Neurology.
2023;100(19):e2007-2016.

Scopelliti G, Casolla B, Boulouis G, Kuchcinski G, Moulin S, Leys D, Henon H,
Cordonnier C, Pasi M. Long-term neuropsychiatric symptoms in spontane-
ous intracerebral haemorrhage survivors. J Neurol Neurosurg Psychiatry.
2022;93:232-7.

Kaushik K, de Kort AM, van Dort R, van der Zwet RGJ, Siegerink B, Voigt S, van
Zwet EW, van der Plas MC, koemans EA, Rasing |, Kessels RPC, Middelkoop
HAM, Schreuder FHBM, Klijn CJM, Verbeek MM, Terwindt GM, van Etten ES,
Wermer MJH. Neuropsychiatric symptoms with focus on apathy and irritabil-
ity in sporadic and hereditary cerebral amyloid angiopathy. Alzheimers Res
Therapy. 2024;16:74.



Dorner et al. Alzheimer's Research & Therapy

20.

22.

23.

24,

25.

26.

27.

28.

29.

30.

32.

33.

34.

35.

36.

37.

38.

39.
40.

41.

(2024) 16:196

Wadsworth LP, Lorius N, Donovan NJ, Locascio JJ, Rentz DM, Johnson KA,
Sperling RA, Marshal GA. Neuropsychiatric symptoms and global functional
impairment along the Alzheimer’s continuum. Dement Geriatr Cogn Disord.
2012,34:96-111.

David ND, Lin F, Porsteinsson AP. Alzheimer’s Disease Neuroimaging I. trajec-
tories of neuropsychiatric symptoms and cognitive decline in mild cognitive
impairment. Am J Geriatr Psychiatry. 2016,24:70-80.

Peters ME, Schwartz S, Han D, Rabins PV, Steinberg M, Tschanz JT, Lyketsos
CG. Neuropsychiatric symptoms as predictors of progression to severe
Alzheimer's dementia and death: the Cache County Dementia Progression
Study. Am J Psychiatry. 2015;172:460-5.

Karsazi H, Hatami J, Rostami R, Moghadamzadeh A. The lifetime of experi-
ences Questionnaire: Psychometric properties and relationships with mem-
ory function in an Iranian Elderly Sample. Front Psychiatry. 2022;13:889177.
Opdebeeck C, Quinn C, Nelis SM, Clare L. Is cognitive lifestyle associated with
depressive thoughts and self-reported depressive symptoms in later life? Eur
J Ageing. 2016;13:63-73.

Linn J, Halpin A, Demaerel P, Ruhland J, Giese AD, Dichgans M, van Buchem
MA, Bruckmann H, Greenberg SM. Prevalence of superficial siderosis in
patients with cerebral amyloid angiopathy. Neurology. 2010;74:1346-50.
Jack CR, Bennett DA, Blennow K, Carrillo MC, Dunn B, Haeberlein SB,
Holtzmann DM, Jagust W, Jessen F, Karlawish J, Liu E, Molinuevo JL, Montine
T, Phelps C, Rankin KP, Rowe CC, Scheltens P, Siemers E, Snyder HM, Sperling
R, Elliott C, Masliah E, Ryan L, Silverberg N. NIA-AA Research Framework:
toward a biological definition of Alzheimer’s disease. Alzheimer's Dement.
2018;14(4):535-62.

Wardlaw JM, Smith EE, Biessels GJ, et al. Neuroimaging standards for research
into small vessel disease and its contribution to ageing and neurodegenera-
tion. Lancet Neurol. 2013;12(8):822-38.

Duering M, Biessels GJ, Brodtmann A, et al. Neuroimaging standards for
reserach into small vessel disease — advances since 2013. Lancet Neurol.
2023;22(7):602-18.

Pasi M, Sugita L, Xiong L, et al. Association of Cerebral Small Vessel Dis-

ease and Cognitive decline after Intracerebral Hemorrhage. Neurology.
2021,96(2):182-92.

Gregoire SM, Chaudhary UJ, Brown MM, et al. The Microbleed Anatomical
Rating Scale (MARYS): reliability of a tool to map brain microbleeds. Neurology.
2009;73(21):1759-66.

Wahlund LO, Barkhof F, Fazekas F, et al. A new rating scale for age-related
white matter changes applicable to MRI and CT. Stroke. 2001;32(6):1318-22.
Charidimou A, Boulois G, Roongpiboonsopit D, Auriel E, Pasi M, Haley K, van
Etten ES, Martinez-Ramirez S, Ayres A, Vashkevich A, Schwab KM, Goldstein
JN, Rosand J, Viswanathan A, Greenberg SM, Gurol ME. Cortical superficial
siderosis multifocality in cerebral amyloid Angiopathy. Prospective Study
Neurol. 2017;89:2128-35.

Pasquier F, Leys D, Weerts JG, Mounier-Vehier F, Barkhof F, Scheltens P. Inter-
and intraobserver reproducibility of cerebral atrophy assessment on MRI
scans with hemispheric infarcts. Eur Neurol. 1996;36(5):268-72.

Charidimou A, Martinez-Ramirez S, Reijmer YD, et al. Total Magnetic
Resonance Imaging Burden of Small Vessel Disease in cerebral amyloid angi-
opathy. An imaging-pathologic study of Concept Valdiation. JAMA Neurol.
2016;73(8):994-1001.

Cosentino F, Grant PJ, Aboyans V, et al. 2019 ESC guidelines on diabetes, pre-
diabetes, and cardiovascular diseases developed in collaboration with the
EASD. Eur Heart J. 2020;41(2):255-323.

Last AR, Ference JD, Menzel ER. Hyperlipidemia: drugs for Cardiovascular Risk
reduction in adults. Am Fam Physician. 2017,95(2):78-87.

Whelton PK, Carey RM, Aronow WS, et al. 2017 ACC/AHA/AAPA/ABC/ACPM/
AGS/APhA/ASH/ASPC/NMA/PCNA Guideline for the Prevention, detection,
evaluation, and management of high blood pressure in adults: a report of the
American College of Cardiology/American Heart Association Task Force on
Clinical Practice guidelines. Hypertension. 2018;71(6):e13-115.

Schreiber S, Vogel J, Schwimmer HD, Marks SM, Schreiber F, Jagust W. Impact
of lifestyle dimensions on brain pathology and cognition. Neurobiol Aging.
2016;40:164-72.

Folstein MF, Folstein SE, McHugh PR, Fanjang G. Mini-mental state examina-
tion: MMSE user’s guide. Odessa, FL: Psychology Assessment Resources; 2000.
Morris JC. The clinical dementia rating (CDRY): current version and scoring
rules. Neurology. 1993;43(11):2412-4.

Julayanont P, DeToledo JC. Validity of the clinical dementia rating Scale Sum
of boxes in staging and detection of cognitive impairment in Mexican ameri-
cans. J Geriatr Psychiatr Neurol. 2022;35(1):128-34.

42.

43.

45.

46.

47.

48.

49.

50.

51

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

Page 11 of 11

Rosen WG, Mohs RC, Davis KL. A new rating scale for Alzheimer’s disease. Am
J Psychiatry. 1984;141(11):1356-64.

Marin DB, Green CR, Schmeidler J, Harvey PD, Lawlor BA, Ryan TM, Aryan

M, Davis KL, Mohs RC. Noncognitive disturbances in Alzheimer’s Disease:
frequency, Longitudinal Course, and relationship to cognitive symptoms. J
Am Geriatr Soc. 2015;45(11):1331-8.

Shin C, Park MH, Lee S-H, Ko Y-H, Kim Y-K, Han K-M, Jeong H-G, Han C. Useful-
ness of the 15-item geriatric depression scale (GDS-15) for classifying minor
and major depressive disorders among community-dwelling elders. J Affect
Disord. 2019;259:370-5.

Valenzuela MJ, Sachdev P. Assessment of complex mental activity across the
lifespan: development of the lifetime of experiences Questionnaire (LEQ).
Psychol Med. 2006;37(7):1015-25.

Badescu SV, Tataru C, Kobylinska L, Georgescu EL, Zahiu DM, Zagrean AM,
Zagrean L. The association between diabetes mellitus and depression. J Med
Life. 2016,9(2):120-5.

Zhang Y, ChenY, Ma L. Depression and cardiovascular disease in elderly: cur-
rent understanding. J Clin Neurosci. 2018:47:1-5.

Bahrmann A, Bahrmann P, Kubiak T, Kopf D, Oster P, Sieber CC, Daniel WG.
Diabetes and dementia. Z Gerontol Geriatr. 2012;45(1):17-22.

Chang N-T, Su T-C. Investigating the association between familial hypercho-
lesterolemia and perceived depression. Atheroscl Suppl. 2019;36:31-6.
Fluharty M, Taylor AE, Grabski M, Munafo MR. The association of cigarette
smoking with depression and anxiety: a systematic review. Nicotine Tob Res.
2017;19(1):3-13.

Kutner MH. Applied Linear Statistical Models; McGraw-Hill Irwin: Boston, MA,
USA, 2005: 410.

Rubin DB. Multiple imputation for nonresponse in surveys. New York, NY:
Wiley; 1987.

Karttunen K, Karppi P, Hiltunen A, Vanhanen M, Vélimaki T, Martikainen J, et al.
Neuropsychiatric symptoms and quality of life in patients with very mild and
mild Alzheimer’s disease. Int Geriatr Psychiatry. 2011;26:473-82.

Fischer CE, Ismail Z, Schweizer TA. Deulusions increase functional impairment
in Alzheimer’s disease. Dement Geriatr Cogn Disord. 2012;33:393-9.
Balestreri L, Grossberg A, Grossberg GT. Behavioral and psychological
symptoms of dementia as a risk factor for nursing home placement. Int
Psychogeriatr. 2000;12:59-62.

Angelelli P, Paolucci S, Bivona U, Piccardi L, Ciurli P, Cantagallo A, Antonucci
G, Fasotti L, Di Santantonio A, Grasso MG, Pizzamiglio L. Development of
neuropsychiatric symptoms in poststroke patients: a cross-sectional study.
Acta Psychiatr Scand. 2004;110(1):55-63.

Paranthaman R, Baldwin RC. Treatment of psychiatric syndromes due to
cerebrovascular disease. Int Rev Psychiatry. 2006;18(5):453-70.

van Agtmaal MIM, Houben A, Pouwer F, Stehouwer CDA, Schram MT. Asso-
ciation of microvascular dysfunction with late-life depression: a systematic
review and meta-analysis. JAMA Psychiatry. 2017;74:729-39.

Tubi MA, Feingold FW, Kothapalli D, Hare ET, King KS, Thompson PM, Braski
MN. White matter hyperintensities and their relationship to cognition: effects
of segmentation algorithm. Neurolmage. 2020;206:116327.

Castello JP, Pasi M, Kubiszewski BA, Abramson JR, Charidimou A, Kourkoulis
C, DiPucchio Z, Schwab K, Anderson CD, Gurol ME, Greenberg SM, Rosand J,
Viswanathan A, Biffi A. Cerebral small Vessel Disease and Depression among
Intracerebral Hemorrhage survivors. Stroke. 2022;53:523-31.

Scopelliti G, Casolla B, Boulouis G, Kuchcinski G, Moulin S, Leys D, Henon

H, Cordonnier C, Pasi M. Long-term anxiety in spontaneous intracerebral
hemorrhage survivors. Int J Stroke. 2022;17(10):1093-9.

De Kort AM, Kaushik K, Kuiperij HB, Jakel L, et al. The relation of a cerebrospi-
nal fluid profile associated with Alzheimer’s disease with cognitive function
and neuropsychiatric symptoms in sporadic cerebral amyloid angiopathy.
Alzheimer’s Reseach Therapy. 2024;16:99.

Koemans EA, Chhatwal JP, van Veluw SJ, van Etten ES, van Osch MJP, van
Walderveen MAA, et al. Progression of cerebral amyloid angiopathy: a patho-
physiological framework. Lancet Neurol. 2023;22(7):632-42.

Li P, Stuart EA, Allison DB. Multiple imputation. A flexible Tool for handling
Missing Data. JAMA. 2015;314(18):1966-7.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.



