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Abstract 

Background Health-related quality of life (HR-QoL) is an important outcome for patients and crucial for demonstrat-
ing the value of new treatments. Health utility estimates in subjective cognitive decline (SCD) and mild cognitive 
impairment (MCI) are limited, especially in biomarker-confirmed populations. Besides, little is known about the longi-
tudinal HR-QoL trajectory. This study aims to provide health utility estimates for SCD and MCI and investigate the QoL 
trajectory along the disease continuum.

Methods Longitudinal data from 919 SCD and 1336 MCI patients from the MEMENTO cohort were included. SCD 
was defined as clinical dementia rating (CDR) = 0, and MCI as CDR = 0.5. HR-QoL was measured using the EQ-5D-3L 
patient-reported instrument. Linear mixed-effect models (LMM) were used to assess the longitudinal change in HR-
QoL and identify predictors of these changes.

Results Baseline health utilities were 0.84 ± 0.16 and 0.81 ± 0.18, and visual analogue scale (VAS) were 75.8 ± 14.82 
and 70.26 ± 15.77 in SCD and MCI. In amyloid-confirmed cases, health utilities were 0.85 ± 0.14 and 0.86 ± 0.12 in amy-
loid-negative and amyloid-positive SCD, and 0.83 ± 0.17 and 0.84 ± 0.16 in amyloid-negative and amyloid-positive MCI. 
LMM revealed an annual decline in health utility of − 0.015 (SE = 0.006) and − 0.09 (SE = 0.04) in moderate and severe 
dementia (P < 0.05). There was a negative association between clinical stage and VAS where individuals with MCI, 
mild, moderate, and severe dementia were on average 1.695 (SE = 0.274), 4.401 (SE = 0.676), 4.999 (SE = 0.8), and 15.386 
(SE = 3.142) VAS points lower than individuals with SCD (P < 0.001). Older age, female sex, higher body mass index, 
diabetes, cardiovascular history, depression, and functional impairment were associated with poor HR-QoL. Amyloid 
positivity was associated with an annual decline of − 0.011 (SE = 0.004, P < 0.05) health utility over time.

Conclusions Health utility estimates from this study can be used in economic evaluations of interventions targeting 
SCD and MCI. Health utility declines over time in moderate and severe dementia, and VAS declines with advancing 
clinical stages. Amyloid-positive patients show a faster decline in health utility indicating the importance of consid-
ering biomarker status in HR-QoL assessments. Future research is needed to confirm the longitudinal relationship 
between amyloid status and HR-QoL and to examine the level at which depression and IADL contribute to HR-QoL 
decline in AD.
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Introduction
Alzheimer’s disease (AD) is the most common cause of 
dementia, accounting for 60–70% of all dementia cases 
[1]. The clinical spectrum of AD can be divided into cog-
nitively unimpaired (CU) characterised by normal cogni-
tion with or without subjective cognitive decline (SCD) 
[2], mild cognitive impairment (MCI) without significant 
functional limitations [3], and dementia characterised by 
cognitive and functional impairment [4]. The progressive 
nature of the disease not only leads to increasing restric-
tions on the ability to perform activities of daily living 
(ADLs) but also affects the health-related quality of life 
(HR-QoL) of patients and caregivers and imposes a bur-
den on society through care dependency [5].

The recent advancement in disease-modifying treat-
ments (DMTs) [6] and biomarkers [7, 8] has provided 
the hope that people with AD will soon have access to 
early diagnosis and treatment that can alter the disease 
trajectory and maintain quality of life (QoL). While the 
final goal of these interventions was to improve patients’ 
HR-QoL by maintaining cognitive and functional abilities 
[9], understanding HR-QoL in SCD and MCI is essential 
from the patient and caregiver’s perspective. Moreover, 
evidence on value for money is crucial for implementing 
these interventions in the clinical setting and for reim-
bursement decisions. Therefore, understanding the QoL 
in SCD and MCI is important not only from the patient 
perspective but also from the economic perspective for 
the accurate evaluation of cost-effectiveness of these 
interventions.

HR-QoL is a multidimensional construct that can be 
measured by generic or disease-specific instruments 
[10]. These instruments can further be categorised into 
preference-based or non-preference-based measures. 
Commonly used generic preference-based instruments 
include EurolQol-5D (EQ-5D) [11], Health Utility Index 
[12], and Short form-6D [13], while the disease-specific 
preference-based instrument includes DEMQOL [14]. In 
the context of economic evaluation, generic preference-
based instruments are preferred as they generate health 
utility values ranging from 0 (utility of being dead) to 1 
(utility in perfect health), allowing for comparison across 
different diseases [15]. The health utility can be used to 
generate quality-adjusted life year (QALY) which is the 
important outcome measure for cost-utility analysis 
(CUA) [15].

Although many studies have estimated health utilities 
in AD, they are limited to clinically diagnosed dementia 
[16]. Moreover, most of the studies relied on caregivers 
as a proxy to rate patient’s QoL and consistently showed 
higher health utility ratings by patients than by caregiv-
ers [17]. A recent systematic review of health utility in 
the full spectrum of AD revealed limited information 

on health utility estimates in MCI and a lack of knowl-
edge in SCD [17]. We identified two studies investigating 
health utility in SCD and MCI populations with known 
amyloid status. The first is the Swedish BioFINDER study, 
which estimated a utility of 0.87 in amyloid-positive and 
amyloid-negative SCD and health utilities of 0.81 and 
0.71 in amyloid-positive and amyloid-negative MCI [18]. 
The second study evaluated the longitudinal trajectory of 
QoL [19], revealing a faster decline of health utilities in 
amyloid-positive SCD and MCI compared to their amy-
loid-negative counterparts, but did not provide health 
utility estimates. The factors influencing such decline still 
need to be explored.

Existing studies have reported that advanced age, 
female sex, poor cognition, depression, institutionalisa-
tion, and functional dependence significantly predict 
poor HR-QoL in individuals with dementia [20, 21]. 
However, institutionalisation and functional depend-
ence are consequences of cognitive decline and are more 
prevalent in dementia than in the predementia stage. It 
remains unclear whether these predictors are equally rel-
evant in the predementia stage. The primary aim of this 
study was to provide health utility estimates for SCD and 
MCI. The secondary aim was to investigate the longitudi-
nal change in HR-QoL and identify the predictors of such 
changes.

Methods
Study participants
This was a longitudinal study of SCD and MCI patients 
enrolled in the MEMENTO cohort. The MEMENTO 
is a large clinic-based cohort of participants consulting 
in French memory clinics between April 2011 and June 
2014 and presenting with either isolated cognitive com-
plaints or recently diagnosed MCI [22]. The inclusion 
and exclusion criteria and the definitions for SCD and 
MCI used in this cohort have been described elsewhere 
[22]. Participants were followed at 6–12 monthly inter-
vals for 5  years. Clinical dementia rating (CDR) [23], 
mini-mental state examination (MMSE) [24], Neuropsy-
chiatric Inventory-Clinician (NPI-C) [25], Instrumental 
Activities in Daily Living Scale (IADL) [26], and HR-QoL 
[11] information were collected at baseline and each fol-
low-up visit. Cerebrospinal fluid (CSF) examination and 
positron emission tomography (PET) scans are optional 
in this cohort. All examinations followed standardised 
procedures.

In this analysis, SCD was defined as CDR = 0 and MCI 
as CDR = 0.5. Diagnosis of dementia was based on the 
Diagnostic and Statistical Manual of Mental Disorders 
4th edition (DSM-IV) criteria for dementia [27] and the 
National Institute of Neurological and Communicative 
Disorders and Stroke/Alzheimer’s Disease and Related 
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Disorders Association Criteria for AD [28]. All demen-
tia cases were reviewed by an expert panel blinded to 
amyloid status. Patients diagnosed with dementia were 
sub-divided into mild (MMSE 21–30), moderate (MMSE 
10–20), and severe (MMSE < 10) dementia based on 
the MMSE value. Among 2323 patients enrolled in the 
MEMENTO cohort, 2255 patients with at least one 
recorded EQ-5D utility or visual analogue scale (VAS) 
were included in the study.

HR‑QoL
HR-QoL was assessed using EQ-5D 3-level (EQ-5D-3L) 
patient-reported version [11]. It measures the partici-
pant’s health in five dimensions (mobility, self-care, usual 
activity, pain/discomfort, anxiety/depression) and three 
levels (no problem, moderate problems, and extreme 
problems). The responses are converted into a utility 
value using the France tariff [29]. The utility value ranges 
from 0 to 1, where 0 represents death and 1 represents 
perfect health. A negative utility value indicates a health 
state worse than death. The EQ-VAS rates the health 
state on a vertical visual analogue scale (VAS) from 0 to 
100, where 0 represents ‘Worst imaginable health state’ 
and 100 represents ‘Best imaginable health state’.

Amyloid status
Amyloid-PET scan and CSF amyloid beta (Aβ42) were 
used to define amyloid status. Patients were defined as 
amyloid-positive if they had a pathologic amyloid-PET 
scan or CSF Aβ42 ELISA < 750 pg/ml, whichever comes 
first.

IADL
Lawton’s scale was used to report the impairment in 
IADL [26]. The scale measures function in eight domains: 
using telephone, shopping, food preparation, housekeep-
ing, laundry, transportation, handling medications, and 
finances. Each domain was assigned between 1 point if 
performed independently and 4 points if unable to per-
form the activity. The domain scores were summed up 
into a single total score. Using the total IADL score will 
underestimate the functional impairment since domains 
like food preparation, housekeeping and laundry are usu-
ally not applicable in male patients leading to low IADL 
scores. To account for this limitation, we corrected the 
IADL score as suggested by Dufournet et  al. [30]. The 
resulting IADL is an average score over the responded 
domains and ranges from 1 to 4, with higher scores indi-
cating poor function and dependence.

Other variables
Depression was measured by the depression domain 
of NPI-C. The score ranges from 0 to 21, with a higher 

score indicating more symptoms [25, 31]. Diabetes was 
defined if having self-reported diabetes or anti-dia-
betic drug intake or glycaemia > 7  mmol/L, hyperten-
sion was defined if taking an anti-hypertensive drug 
or if the mean of three blood pressure measurements 
was either ≥ 140  mmHg for systolic blood pressure 
or ≥ 90  mmHg for diastolic blood pressure, dyslipi-
daemia was defined if taking a lipid-lowering drug or 
plasma cholesterol > 6.24 mmol/L, and history of cardi-
ovascular disease was defined if having a self-reported 
history of myocardial infarction, surgical bypass, 
stroke, peripheral artery disease, or angina pectoris.

Statistical analysis
The baseline characteristics of SCD and MCI patients 
were summarised in mean and standard deviation for 
continuous variables and frequency and percentage 
for categorical variables. Independent t-tests and chi-
squared tests were used to analyse the group differ-
ences. First, we used linear mixed effect models (LMM) 
with random intercept to assess longitudinal change in 
HR-QoL. The models included EQ-5D utility and VAS 
as dependent variables (in separate models) and clini-
cal stage as the independent variable. We introduced 
clinical stage as a time-dependent variable and used 
time since enrollment to denote the disease duration 
assuming QoL change with disease progression and 
over time. The interaction term of time and clinical 
stage was introduced in the health utility model but not 
in the VAS model since we did not see interaction effect 
and model improvement in the VAS model. Models 
were adjusted for baseline demographics including age, 
sex, education, and BMI. Second, we used LMM with 
random intercept to identify factors associated with the 
HR-QoL trajectory. Covariates were introduced one at 
a time and model selection was based on Akaike Infor-
mation Criterion (AIC) improvement. The final models 
included baseline age, sex, education, BMI, diabetes, 
cardiovascular history, institutionalisation, depression, 
and IADL. Third, we introduced a three-way interac-
tion of amyloid status to clinical stage and time since 
enrollment to assess the effect of amyloid status on 
EQ-5D utility trajectory. We did not subclassify demen-
tia into mild, moderate, and severe stages in the three-
way interaction model due to few observations (< 3%) 
of moderate and severe dementia. Missing values were 
handled by LMM as missing at random. No multicollin-
earity was detected using the variance inflation factor. 
Model estimates and standard error (SE) were reported, 
and the significance level was set at p < 0.05. All analysis 
was done in R version 4.2.1.
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Results
Baseline characteristics of the study population
Table 1 presents the baseline characteristics of the study 
population. Sixty percent of the participants had MCI 
at baseline. The mean age of the study population at 
baseline was 71  years, 62% were female, and nearly all 
patients were recruited from the community, i.e. no insti-
tutionalisation. As compared to patients with SCD, MCI 
patients have lower proportion of females (60%), fewer 
years of education (10.96 ± 3.13), lower MMSE scores 
(27.53 ± 2.12), higher depression scores (1.78 ± 3.16), 
and IADL (1.08 ± 0.2). A higher proportion of MCI 
patients smoke (8%) and have a cardiovascular history 
(15%) and diabetes (10%). Baseline health utilities were 
0.84 ± 0.16 and 0.81 ± 0.18, and VAS were 75.8 ± 14.82 and 

70.26 ± 15.77 in SCD and MCI patients. The mean follow-
up duration was 4.2 years in SCD and 3.95 years in MCI 
with 3% of SCD and 21% of MCI patients developing 
dementia during the follow-up period.

We also estimated the baseline EQ-5D utility and 
VAS for SCD and MCI patients with known amyloid 
status. We used the first available PET or CSF Aβ42 
result to denote the amyloid status in 447 SCD and 454 
MCI patients. The characteristics of the population are 
depicted in Table S1. There was no baseline difference 
in health utility between amyloid-negative and positive 
SCD and MCI patients (Table 2 and Fig. S1). The mean 
health utilities were 0.85 ± 0.14 and 0.86 ± 0.12 in amy-
loid-negative SCD and amyloid-positive SCD; 0.83 ± 0.17 
and 0.84 ± 0.16 in amyloid-negative and amyloid-positive 

Table 1 Characteristics of the study population

SCD Subjective cognitive decline, MCI Mild cognitive impairment, SD Standard deviation, BMI Body mass index, MMSE Mini-mental state examination, Depression, 
measured by neuropsychiatric inventory clinician-rated version (ranges from 0 to 21, higher scores indicate more depressive symptoms), IADL Instrumental activity of 
daily living (ranges from 1 to 4, higher scores indicate more functional impairment)
a Independent t-test
b Chi-square test

Variable Total SCD MCI P value

N 2255 919 (40%) 1336 (60%)

Baseline age, mean (SD) 71.00 (8.67) 71.24 (8.14) 70.84 (9.02)

Female, n (%) 1392 (62%) 592 (64%) 800 (60%)  < 0.05b

BMI, mean (SD) 25.55 (4.32) 25.43 (4.26) 25.64 (4.36)

Education (year), mean (SD) 11.30 (3.04) 11.79 (2.83) 10.96 (3.13)  < 0.001a

No institutionalisation, n (%) 2250 (99%) 918 (99%) 1332 (99%)

MMSE, mean (SD) 27.95 (1.90) 28.54 (1.32) 27.53 (2.12)  < 0.001a

Depression score, mean (SD) 1.52 (3.04) 1.14 (2.81) 1.78 (3.16)  < 0.001a

IADL, mean (SD) 1.06 (0.17) 1.03 (0.12) 1.08 (0.2)  < 0.001a

Smoking, n (%) 162 (7%) 49 (5%) 113 (8%)  < 0.05b

Alcohol units, mean (SD) 5.22 (7.86) 5.33 (7.30) 5.14 (8.23)

Dyslipidemia, n (%) 629 (28%) 245 (27%) 384 (29%)

Cardiovascular history, n (%) 307 (14%) 104 (11%) 203 (15%)  < 0.05b

Hypertension, n (%) 1362 (60%) 553 (60%) 809 (61%)

Diabetes, n (%) 197 (9%) 66 (7%) 131 (10%)  < 0.05b

EQ-5D utility, mean (SD) 0.82 (0.17) 0.84 (0.16) 0.81 (0.18)  < 0.001a

EQ-5D VAS, mean (SD) 72.52 (15.63) 75.80 (14.82) 70.26 (15.77)  < 0.001a

Follow-up (year), mean (SD) 4.05 (1.64) 4.20 (1.58) 3.95 (1.67)  < 0.001a

Converts to dementia, n (%) 310 (14%) 31 (3%) 279 (21%)  < 0.001b

Table 2 Mean baseline EQ-5D utility and VAS score in study population with known amyloid status (n = 901)

SCD Subjective cognitive decline, MCI Mild cognitive impairment, SD Standard deviation, VAS Visual analogue scale

Variable Amyloid negative SCD Amyloid positive SCD P value Amyloid negative MCI Amyloid positive MCI P value

N 376 71 315 139

EQ-5D utility, mean (SD) 0.85 (0.14) 0.86 (0.12) 0.56 0.83 (0.17) 0.84 (0.16) 0.59

EQ-5D VAS, mean (SD) 77.05 (14.34) 75.75 (18.03) 0.57 70.32 (15.88) 73.41 (14.62)  < 0.05
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MCI. The VAS were 77.05 ± 14.34 and 75.75 ± 18.03 in 
amyloid-negative SCD and amyloid-positive SCD. There 
was a statistically significant difference (P < 0.05) in VAS 
between amyloid-negative (70.32 ± 15.88) and amyloid-
positive MCI (73.41 ± 14.62).

EQ‑5D domain response
The responses to each EQ-5D domain by SCD and MCI 
at baseline were depicted in Fig. 1. A significantly higher 
proportion of MCI patients reported having some prob-
lems in walking about, performing usual activities, 
and having moderate to extreme anxiety/depression 

(P < 0.001) (Table S2). The self-care domain was relatively 
unaffected in both SCD and MCI patients. More than 
60% of SCD and MCI patients reported having moderate 
to extreme pain and discomfort.

HR‑QoL trajectories
Table  3 and Fig.  2 show EQ-5D utility and VAS trajec-
tory along the disease continuum after adjusting for 
baseline age, sex, education, and BMI. The clinical stage 
showed a significant time interaction effect on EQ-5D 
utility trajectory (P < 0.05). The annual change in health 
utility was − 0.015 (SE = 0.006) and − 0.09 (SE = 0.04) 

Fig. 1 Baseline EQ-5D domain response in individuals with SCD and MCI
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in moderate and severe dementia as compared to SCD. 
In the VAS model, the clinical stage showed a signifi-
cant negative association with VAS (P < 0.001). The 
effect estimates were − 1.695 (SE = 0.274), − 4.401 

(SE = 0.676), − 4.999 (SE = 0.8), and − 15.386 (SE = 3.142) 
in MCI, mild, moderate, and severe dementia. The annual 
decline in VAS was − 0.518 (SE = 0.062, P < 0.001).

Table 3 Linear mixed effect models showing EQ-5D utility and VAS trajectories

Models adjusted for baseline age, sex, education, and BMI. We did not include clinical stage and time interaction term in the VAS model since there was no interaction 
effect and no model improvement

VAS Visual analogue scale, SCD Subjective cognitive decline, MCI Mild cognitive impairment
a Statistically significant

Variable EQ‑5D utility VAS

Estimates (SE) P value Estimates (SE) P value

Clinical stage  < 0.001  < 0.001

 SCD Reference Reference

 MCI  − 0.015 (0.004)a  − 1.695 (0.274)a

 Mild  − 0.077 (0.015)a  − 4.401 (0.676)a

 Moderate  − 0.053 (0.021)a  − 4.999 (0.8)a

 Severe 0.043 (0.158)  − 15.386 (3.142)a

 Time (year)  − 0.007 (0.001)  < 0.001  − 0.518 (0.062)  < 0.001

Clinical stage × time interaction  < 0.05

 SCD × time Reference

 MCI × time 0 (0.002)

 Mild × time 0.005 (0.005)

 Moderate × time  − 0.015 (0.006)a

 Severe × time  − 0.09 (0.04)a

Fig. 2 EQ5D-utility trajectory in subjective cognitive decline (SCD), mild cognitive impairment (MCI), mild, moderate, and severe dementia; 
linear-mixed effect model adjusted for baseline age, sex, education, and BMI



Page 7 of 12Aye et al. Alzheimer’s Research & Therapy          (2023) 15:200  

Factors associated with HR‑QoL
The predictors for EQ-5D utility and VAS are depicted 
in Table 4. Older age was associated with lower health 
utility (estimates =  − 0.001, SE = 0.001, P < 0.05) but 
not VAS. Female sex and higher BMI were associated 
with lower health utility (estimate =  − 0.067, SE = 0.006, 
P < 0.001; estimate =  − 0.005, SE = 0.001, P < 0.001) and 
lower VAS (estimate =  − 1.743, SE = 0.562, P < 0.05; esti-
mate =  − 0.122, SE = 0.063, P = 0.05). Diabetes is nega-
tively associated with health utility (estimate =  − 0.032, 
SE = 0.011, P < 0.05) and VAS (estimate =  − 3.076, 
SE = 0.972, P < 0.05). Similarly, the presence of cardio-
vascular disease was negatively associated with health 
utility (estimate =  − 0.04, SE = 0.009, P < 0.001) and VAS 
(estimate =  − 2.784, SE = 0.791, P < 0.001). Institution-
alisation was associated with lower health utility (esti-
mate =  − 0.05, SE = 0.017, P < 0.05) but not with VAS. 
A higher depression score was associated with lower 
health utility (estimate =  − 0.014, SE = 0.001, P < 0.001) 
and VAS (estimate =  − 1.063, SE = 0.089, P < 0.001). 

Additionally, IADL was associated with a decline in 
health utility (estimates =  − 0.125, SE = 0.005, P < 0.001) 
and VAS (estimates =  − 3.009, SE = 0.459, P < 0.001) 
over time.

Effect of amyloid status on health utility trajectory
Table 5 and Fig. 3 depict the LMM assessing the effect 
of amyloid status on EQ-5D utility trajectory. The 
model was adjusted for baseline age, sex, education, and 
BMI. There was no significant interaction between clin-
ical stage and time, clinical stage and amyloid status, 
and the three-way interactions of clinical stage, time, 
and amyloid status. However, the interaction between 
time and amyloid status was significant (P < 0.05) indi-
cating that amyloid-positive patients had a decline in 
health utility of − 0.011 (SE = 0.004) per year compared 
to amyloid-negative patients, irrespective of the clinical 
stage.

Table 4 Linear mixed effect models to identify predictors of HR-QoL

Models included diabetes, cardiovascular history, institutionalisation, depression, and IADL in addition to the baseline demographics. The purpose of the models was 
to identify predictors for HR-QoL. We did not interpret the estimates for the clinical stage since we included institutionalisation, depression, and IADL which are the 
consequences of cognitive decline (clinical stage in the model)

SCD Subjective cognitive decline, MCI Mild cognitive impairment, BMI Body mass index; Depression, measured by neuropsychological inventory clinician-rated version 
(higher scores indicate more symptoms), IADL Instrumental activities of daily living (higher scores indicate more functional impairment)
a Statistically significant

Variable EQ‑5D utility VAS

Estimates (SE) P value Estimates (SE) P value

Clinical stage  < 0.05  < 0.001

 SCD Reference Reference

 MCI  − 0.012 (0.004)a  − 1.554 (0.286)a

 Mild  − 0.017 (0.015)  − 2.063 (0.777)a

 Moderate 0.03 (0.021)  − 1.308 (0.995)

 Severe 0.202 (0.155)  − 8.674 (3.27)a

 Time (year)  − 0.006 (0.001)  < 0.001  − 0.504 (0.065)  < 0.001

Clinical stage × time interaction  < 0.001

 SCD × time Reference

 MCI × time 0.001 (0.002)

 Mild × time 0.02 (0.005)a

 Moderate × time 0.009 (0.006)

 Severe × time  − 0.057 (0.039)

Baseline age  − 0.001 (0.001)  < 0.05  − 0.016 (0.032) 0.061

Sex female  − 0.067 (0.006)  < 0.001  − 1.743 (0.562)  < 0.05

Education (year) 0.001 (0.001) 0.23 0.172 (0.09) 0.06

BMI  − 0.005 (0.001)  < 0.001  − 0.122 (0.063) 0.05

Diabetes  − 0.032 (0.011)  < 0.05  − 3.076 (0.972)  < 0.05

Cardiovascular history  − 0.04 (0.009)  < 0.001  − 2.784 (0.791)  < 0.001

Institutionalisation  − 0.05 (0.017)  < 0.05 1.633 (1.542) 0.29

Depression  − 0.014 (0.001)  < 0.001  − 1.063 (0.089)  < 0.001

IADL  − 0.125 (0.005)  < 0.001  − 3.009 (0.459)  < 0.001
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Discussion
Discussion of findings
The study provides health utility estimates for a large 
cohort of SCD and MCI patients. The longitudinal 
study shows a significant decline in EQ-5D utility over 

time in moderate and severe dementia and a graded 
decrease in VAS with advancing clinical stages. Addi-
tionally, amyloid-positive patients have a steeper 
decline in health utility than amyloid-negative patients 
irrespective of the clinical stage. Older age, female 
sex, higher BMI, presence of diabetes, cardiovascular 
history, institutionalisation, higher depression score, 
and functional impairment are associated with poor 
HR-QoL.

We compare our estimated health utility for individu-
als with SCD to findings from two population-based 
surveys that utilised self-reported EQ-5D measures to 
study HR-QoL in the general population with SCD. The 
first study, conducted in Germany with a sample size of 
3708, reported a health utility estimate of 0.89 (SD = 0.14) 
[32] while the second study, a nationwide cohort in Korea 
with a sample size of 37,364, reported an estimate of 0.83 
(SD = 0.16) [33]. The main difference between our study 
and the aforementioned studies lies in the study design 
and sample population. Our study utilised a clinic-based 
cohort, where patients with cognitive complaints pre-
sented to memory clinics, while the two population-
based surveys included more heterogeneous populations 
recruited in the community. Therefore, our estimated 
health utility of 0.84 is likely more representative of SCD 
individuals within the AD continuum.

Table 5 Effect estimates for the impact of amyloid status on 
EQ-5D utility trajectory

Model adjusted for baseline age, sex, education, and BMI

SCD Subjective cognitive decline, MCI Mild cognitive impairment

Variable Estimates (SE) P value

Clinical stage × time 0.27

 SCD × time Reference

 MCI × time 0.003 (0.003)

 Dementia × time 0.007 (0.012)

Clinical stage × amyloid 0.79

 SCD × amyloid positive Reference

 MCI × amyloid positive 0 (0.021)

 DEM × amyloid positive 0.031 (0.048)

Time × amyloid positive  − 0.011 (0.004)  < 0.05

Clinical stage × time × amyloid 0.95

 SCD × time × amyloid positive Reference

 MCI × time × amyloid positive 0.002 (0.006)

 Dementia × time × amyloid positive 0.003 (0.014)

Fig. 3 EQ-5D utility trajectory in amyloid-negative (A −) and amyloid-positive (A +) patients, linear-mixed effect model with three-way interaction 
of clinical stage × time × amyloid status, model adjusted for baseline age, sex, education, and BMI
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The observed health utility in MCI patients can be 
compared to two studies that utilised patient-reported 
EQ-5D measures and shared the same study setting with 
ours [20, 34]. Heßmann et  al. estimated a health util-
ity of 0.72 (SD = 0.28) in 50 patients with a mean age of 
76  years [20], while Jönsson et  al. found an estimate of 
0.84 in 47 patients with a mean age of 74 years [34]. The 
relatively lower health utility estimate in Heßmann et al.’s 
study might be explained by the older age and longer 
time (3.8 ± 4.4  years) spent in the disease stage. A sys-
tematic review indicates a wide variation of health util-
ity estimates ranging from 0.72 to 0.89 in MCI patients 
depending on the study setting and population demo-
graphics [17]. Therefore, our estimate of 0.81 in the MCI 
population seems consistent with previous studies.

The health utilities from biomarker-informed SCD 
and MCI populations can be compared to the Swedish 
BioFINDER study, which shares a similar study setting 
and patient demographics to our study [18]. Our health 
utility estimates of 0.85 in amyloid-negative SCD and 
0.86 in amyloid-positive SCD are comparable to the CU 
population in the Swedish BioFINDER study. However, 
the health utility estimates of 0.83 in amyloid-negative 
MCI and 0.84 in amyloid-positive MCI are higher than 
the corresponding estimates of 0.71 and 0.8 in the Swed-
ish BioFINDER study. The differences between the two 
studies might be due to the differences in comorbidities 
and NPS shared by the two cohorts. Additionally, HR-
QoL is a complex construct that can vary widely based 
on patient characteristics and other unmeasured factors, 
such as relationships with caregivers [35]. Therefore, the 
observed variation in health utility estimates between the 
two populations seems to be reasonable.

Domain analysis in our study shows that anxiety/
depression and pain/discomfort are the most affected 
domains in individuals with SCD and MCI. The find-
ings are consistent with the results from the BioFINDER 
study where more than 50% of participants reported hav-
ing moderate to severe problems in the two domains [18]. 
Pain is a common non-specific symptom in the elderly 
population and is more commonly reported in SCD and 
MCI than in dementia [36]. The study also found that 
mobility, self-care, and usual activity domains were rela-
tively unaffected, which is within expectation because 
patients with SCD and MCI can perform activities of 
daily living independently. These domains are typically 
affected in later disease stages when functional impair-
ment becomes prominent. These findings provide valu-
able insights for understanding the impact of cognitive 
decline on HR-QoL domains in SCD and MCI stages.

The study reveals a faster decline of health utility in 
individuals with moderate and severe dementia over time 
and a constant decline in VAS with advancing clinical 

stages. The findings are consistent with previous research 
indicating that HR-QoL is lower with cognitive decline 
in individuals with SCD, MCI, and dementia [18, 20, 
21]. However, the health utility decline in moderate and 
severe dementia was not significant anymore after adjust-
ing for IADL (Table 4). In AD, cognitive decline precedes 
and predicts functional impairment [37] which mani-
fests as limitations in complex IADLs such as medication 
intake, telephone use, and financial organisation in the 
early stage of the disease [38]. As the disease progresses, 
functional limitation is prominent in basic functions such 
as eating, dressing, and toileting leading to care depend-
ency and poor HR-QoL [38]. A study by Janssen et  al. 
on people at risk of dementia shows that the association 
between cognition and HR-QoL is mediated by IADL 
[39]. The steeper decline of health utility in moderate 
and severe dementia might be explained by the media-
tion effect of prominent functional impairment in these 
stages.

Similar to IADL, Janssen et al. have shown that depres-
sion is a mediator between the association of cognition 
and HR-QoL [39]. Our study shows a negative associa-
tion between depressive symptoms and HR-QoL, which 
concurs with findings from previous research in SCD 
and MCI populations [18, 33]. Depression is a core NPS 
in AD and related dementias [40]. It typically manifests 
early in cognitive decline and is linked to disease pro-
gression and functional impairment [41]. Moreover, 
depression usually coexists with SCD, and both are early 
manifestations of AD and related dementia [42]. The 
study highlights the importance of considering depres-
sion in studying HR-QoL in AD.

The results of our study confirm previous findings that 
older age, female sex [32, 43, 44], institutionalisation, and 
functional dependence [20, 21] are predictors for lower 
HR-QoL. The higher depression scores in our study 
might explain the lower HR-QoL in females (Table S3 in 
additional file). This finding aligns with previous research 
indicating that females tend to report higher SCD and 
depressive symptoms [1] and patient-rated depressive 
symptoms are an independent predictor of HR-QoL [3]. 
We did not see any association between education and 
HR-QoL. The association between education and HR-
QoL are conflicting in previous studies with a cross-sec-
tional study showing a positive association [32] while a 
longitudinal study showed no association in SCD popu-
lations [43]. The association in our study might have 
been attenuated by the influence of other key factors of 
dementia like depression and IADL. We also found that 
modifiable risk factors for dementia development such as 
diabetes, cardiovascular diseases, and obesity were asso-
ciated with poor HR-QoL in SCD and MCI patients. This 
suggests that multidomain health interventions targeting 
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these modifiable risk factors to prevent dementia devel-
opment [45] may also help to maintain HR-QoL in indi-
viduals with SCD.

Furthermore, our study reveals a faster decline of HR-
QoL in amyloid-positive than amyloid-negative patients. 
This could be explained by a faster decline in cognitive 
and functional ability in individuals with amyloid-pos-
itive findings. A recent longitudinal study using data 
from Amsterdam Dementia Cohort also showed a faster 
decline of HR-QoL in amyloid-positive SCD and MCI 
patients [19], although a direct comparison between the 
two studies is challenging due to differences in the analy-
sis approach. Further longitudinal studies investigating 
the relationship between amyloid status and HR-QoL are 
needed.

Strengths and limitations
The study population comes from the nationwide mem-
ory clinic cohort with specific diagnostic criteria for SCD 
and MCI populations. The utility estimated from this 
cohort is representative of the SCD and MCI popula-
tion and can be applied directly to the health economic 
models evaluating interventions in these populations. 
Moreover, we present utility for both general estimates 
and biomarker-confirmed SCD and MCI patients, allow-
ing researchers to choose from the different estimates 
based on the target populations. In addition, the study’s 
longitudinal design provides insight into the HR-QoL 
trajectory along the disease continuum and allows us to 
establish the relationship between predictors for HR-
QoL in the early stage of AD.

The limitation of this study is the use of patient-rated 
EQ-5D. Although patients with SCD and MCI can be 
considered competent to rate their own HR-QoL, stud-
ies suggested that patient-rated HR-QoL is consistently 
higher than the proxy-rated version in the dementia stage 
[17]. Using patient-rated EQ-5D to assess the HR-QoL 
as the disease progresses might underestimate the mag-
nitude of HR-QoL decline over time. Another limitation 
relates to the optional nature of biomarker testing within 
our cohort. Notably, individuals who underwent bio-
marker testing in our study displayed a healthier profile 
compared to those who did not receive this testing (Table 
S4 of additional file). Consequently, there is a possibility 
that HR-QoL estimates for this subgroup may overstate 
the HR-QoL within the broader population. However, it 
is worth noting that we also provided HR-QoL estimates 
for the entire cohort, aiming to ensure that our findings 
are representative of the SCD and MCI populations, 
whether or not they underwent biomarker testing. Addi-
tionally, longitudinal studies involving dementia patients 
often encounter issues associated with selective dropout 
where patients with severe disease are more likely to be 

lost to follow-up which might further lead to an under-
estimation of HR-QoL decline in the severe disease stage.

Conclusion
The study provides health utility estimates for SCD and 
MCI which can be applied in the economic evaluations 
of interventions targeting these populations. Health util-
ity declines over time in moderate and severe demen-
tia, and VAS declines with advancing clinical stages. 
Amyloid-positive patients experience a faster decline in 
health utility than amyloid-negative patients, indicating 
the importance of considering biomarker status in HR-
QoL assessments. Future research is needed to confirm 
the longitudinal relationship between amyloid status and 
HR-QoL and to examine the level at which depression 
and IADL contribute to the HR-QoL decline in AD and 
related dementias.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s13195- 023- 01344-0.

Additional file 1: Table S1. Characteristics of the study population 
with known amyloid status (n = 901). Figure S1. Mean baseline EQ-5D 
utility and VAS score in the study population with known amyloid status. 
Table S2. Baseline EQ-5D domain responses. Table S3. Sex differences on 
the characteristics of the study population. Table S4. Differences in clini-
cal characteristics based on receiving biomarker testing or not.

Acknowledgements
We acknowledged people involved in the ADDITION project who provided 
feedback on this work. We also acknowledged the Swedish BioFINDER study 
and Amsterdam Dementia Cohort (ADC) study, providing background 
literature for this analysis. This work was undertaken using resources on the 
Dementias Platform UK (DPUK) Data Portal; the Medical Research Council sup-
ports DPUK through grant MR/L023784/2.

Authors’ contributions
SA and LJ incepted the study design; SA and LJ analysed and interpreted the 
data; VB, AT, RH, AW, DJ, and BW provided feedback on the analysis; SA wrote 
up the manuscript; all authors reviewed and contributed to the manuscript.

Funding
Open access funding provided by Karolinska Institute. This is an EU Joint 
Programme—Neurodegenerative Disease Research (JPND) project. The 
project is supported through the following funding organisation under the 
aegis of JPND—www.jpnd.eu: the Swedish Research Council for Health, Work-
ing Life and Welfare (FORTE). The study was funded by research grants from 
the Swedish Research Council for Health, Working Life and Welfare (FORTE), 
grant number 2018–01887, and Swedish Innovation Agency (Vinnova), grant 
number 2021–02680.

Availability of data and materials
The datasets generated during and/or analysed in the current study are not 
publicly available due to the involvement of patient information but are avail-
able from the corresponding author upon reasonable request.

Declarations

Ethics approval and consent to participate
The MEMENTO cohort protocol has been approved by the local ethics com-
mittee (“Comité de Protection des Personnes Sud-Ouest et Outre Mer III”; 

https://doi.org/10.1186/s13195-023-01344-0
https://doi.org/10.1186/s13195-023-01344-0
https://www.jpnd.eu


Page 11 of 12Aye et al. Alzheimer’s Research & Therapy          (2023) 15:200  

approval number 2010-A01394-35) and was registered in ClinicalTrials.gov 
(Identifier: NCT01926249). All participants provided written informed consent.

Consent for publication
Not applicable.

Competing interests
Sandar Aye: has no competing interest to declare.
Vincent Bouteloup: has no competing interest to declare.
Ashley Tate: has no competing interest to declare.
Anders Wimo: has received licence fees for the Resource Utilization in Demen-
tia (RUD) instrument.
Ron Handels: reports the following outside the study: funding (paid to 
department) from (private-)public frameworks JPND, IMI, H2020 (EU), ZonMw 
(NL), partly via affiliation at Karolinska Institutet; consulting fees (paid to 
department) from Lilly Nederland B.V. (advisory; 2022), institute for Medical 
Technology Assessment (advisory; 2021; content initiated by Biogen), Biogen 
Netherlands BV (advisory; 2021), Biogen MA Inc. (advisory; 2020), Eisai Inc. 
(advisory; 2019); member of ISPOR open-source modelling Special Interest 
Group (co-chair; 2022-now; unpaid), member of IPECAD modelling group 
(steering group; 2017-now; unpaid).
Delphine Jean: has no competing interest to declare.
Bengt Winblad: has received licence fees for the Resource Utilization in 
Dementia (RUD) instrument.
Linus Jönsson: has received consulting fees from H. Lundbeck A/S and licence 
fees for the Resource Utilization in Dementia (RUD) instrument.

Author details
1 Division of Neurogeriatrics, Department of Neurobiology, Care Sci-
ences and Society, Karolinska Institutet, BioClinicum J9:20, Akademiska 
Stråket, Solna 171 64, Sweden. 2 Centre Inserm U1219, Institut de Santé 
Publiqued’Epidémiologie Et de Développement (ISPED), Bordeaux School 
of Public Health, Université de Bordeaux, 146 Rue Léo Saignat, Bordeaux, 
Cedex 33076, France. 3 CHU de Bordeaux, Pôle de Santé Publique, Bor-
deaux 33000, France. 4 Deperatment of Psychiatry and Neuropsychology, 
Maastricht University, Alzheimer Centre Limburg, School for Mental Health 
and Neurosciences, Maastricht, the Netherlands. 5 Theme Inflammation 
and Aging, Karolinska University Hospital, Huddinge, Sweden. 

Received: 9 May 2023   Accepted: 25 October 2023

References
 1. Dementia: World Health Organization (WHO). World Health Organiza-

tion. 2021. Available from: https:// www. who. int/ news- room/ fact- sheets/ 
detail/ demen tia. Accessed 15 Jan 2023.

 2. Jessen F, Amariglio RE, Buckley RF, van der Flier WM, Han Y, Molinuevo JL, 
et al. The characterisation of subjective cognitive decline. Lancet Neurol. 
2020;19:271–8. Lancet Publishing.

 3. Petersen RC. Mild cognitive impairment as a diagnostic entity. J Intern 
Med. 2004;256(3):183–94.

 4. Jack CR Jr, Bennett DA, Blennow K, Carrillo MC, Dunn B, Budd Haeberlein 
S, et al. NIA-AA research framework: toward a biological definition of 
Alzheimer’s disease HHS public access author manuscript. Alzheimers 
Dement. 2018;14(4):535–62. https:// doi. org/ 10. 1016/j. jalz. 2018. 02. 018. 
Cited 2022 Dec 6.

 5. Wimo A, Seeher K, Cataldi R, Cyhlarova E, Dielemann JL, Frisell O, 
et al. The worldwide costs of dementia in 2019. Alzheimers Dement. 
2023;19:2865–73.

 6. Cummings J, Lee G, Nahed P, Kambar M, Zhong K, Fonseca J. Alzhei-
mer’s disease drug development pipeline: 2022. Alzheimers Dement. 
2022;8(1):e12295.

 7. Hansson O, Edelmayer RM, Boxer AL, Carrillo MC, Mielke MM, Rabinovici 
GD, et al. The Alzheimer’s Association appropriate use recommenda-
tions for blood biomarkers in Alzheimer’s disease. Alzheimers Dement. 
2022;18(12):2669–86. https:// doi. org/ 10. 1002/ alz. 12756.

 8. Gonzalez-Ortiz F, Turton M, Kac PR, Smirnov D, Premi E, Ghidoni R, 
et al. Brain-derived tau: a novel blood-based biomarker for Alzheimer’s 
disease-type neurodegeneration Plasma BD-tau as an AD degeneration 
marker. Brain. 2023;146(3):1152–65.

 9. Tochel C, Smith M, Baldwin H, Gustavsson A, Ly A, Bexelius C, et al. What 
outcomes are important to patients with mild cognitive impairment or 
Alzheimer’s disease, their caregivers, and health-care professionals? A 
systematic review. Alzheimers Dement (Amst). 2019;1(11):231–47.

 10. Karimi M, Brazier J. Health, health-related quality of life, and quality of life: 
what is the difference? Pharmacoeconomics. 2016;34(7):645–9.

 11. Brooks R. EuroQol: the current state of play. Health Policy (New York). 
1996;37(1):53–72.

 12 Horsman J, Furlong W, Feeny D, Torrance G. The Health Utilities Index (HUI 
® ): concepts, measurement properties and applications. Health Qual Life 
Outcomes. 2003;1:54.

 13. Brazier J, Roberts J, Deverill M. The estimation of a preference-based 
measure of health from the SF-36. J Health Econ. 2002;21(2):271–92.

 14. Mulhern B, Rowen D, Brazier J, Smith S, Romeo R, Tait R, et al. Develop-
ment of DEMQOL-U and DEMQOL-PROXY-U: Generation of preference-
based indices from DEMQOL and DEMQOL-PROXY for use in economic 
evaluation. Health Technol Assess. 2013;17(5):v–xv.

 15. Vergel YB, Sculpher M. Quality-adjusted life years. Pract Neurol. 
2008;8(3):175–82.

 16. Shearer J, Green C, Ritchie CW, Zajicek JP. Health state values for use in 
the economic evaluation of treatments for Alzheimer’s disease. Drugs 
Aging. 2012;29(1):31–43.

 17. Landeiro F, Mughal S, Walsh K, Nye E, Morton J, Williams H, et al. Health-
related quality of life in people with predementia Alzheimer’s disease, 
mild cognitive impairment or dementia measured with preference-
based instruments: a systematic literature review. Alzheimers Res Ther. 
2020;12(1):154.

 18. Gustavsson A, Raket LL, Lilja M, Rutten-Jacobs L, Fues Wahl H, Bagijn 
M, et al. Health utility in preclinical and prodromal Alzheimer’s disease 
for establishing the value of new disease-modifying treatments-EQ-
5D data from the Swedish BioFINDER study. Alzheimers Dement. 
2021;17(11):1832–42.

 19. Mank A, Rijnhart JJ, van Maurik IS, Jönsson L, Handels R, Bakker ED, et al. 
A longitudinal study on quality of life along the spectrum of Alzheimer’s 
disease. Alzheimers Res Ther. 2022;14(1):132.

 20. Heßmann P, Seeberg G, Reese JP, Dams J, Baum E, Müller MJ, et al. Health-
related quality of life in patients with Alzheimer’s disease in different 
German health care settings. J Alzheimers Dis. 2016;51:545–61.

 21. León-Salas B, Olazará J, Cruz-Orduñ I, Agü Era-Ortiz L, Dobato JL, 
Valentí-Soler M, et al. Quality of life (QoL) in community-dwelling and 
institutionalized Alzheimer’s disease (AD) patients. Arch Gerontol Geriatr. 
2013;57(3):257–62.

 22 Dufouil C, Dubois B, Vellas B, Pasquier F, Blanc F, Hugon J, et al. Cognitive 
and imaging markers in non-demented subjects attending a memory 
clinic: study design and baseline findings of the MEMENTO cohort. 
Alzheimers Res Ther. 2017;9(1):1–3.

 23. Morris JC. Clinical dementia rating: a reliable and valid diagnostic and 
staging measure for dementia of the Alzheimer type. Int Psychogeriatr. 
1997;9(Suppl 1):173–6.

 24 Folstein M, Folstein S, McHugh P. “Mini-mental state”. A practical method 
for grading the cognitive state of patients for the clinician. J Psychiat Res. 
1975;12:189–98.

 25. De Medeiros K, Robert P, Gauthier S, Stella F, Politis A, Leoutsakos J, et al. 
The Neuropsychiatric Inventory-Clinician rating scale (NPI-C): reliability 
and validity of a revised assessment of neuropsychiatric symptoms in 
dementia. Int Psychogeriatr. 2010;22(6):984–94.

 26. Lawton MP, Brody EM. Assessment of older people: self-maintaining and 
instrumental activities of daily living. Gerontologist. 1969;9(3):179–86.

 27. American Psychiatric Association. Diagnostic and Statistical Manual of 
Mental Disorders (4th ed.). 4th ed. 1994.

 28. Guy M, David D, Marshall F, Robert K, Donald P, Emanuel MS. Clinical diag-
nosis of Alzheimer’s disease: report of the NINCDS-ADRDA work group 
under auspices of the Department of Health and Human Services Task 
Force on Alzheimer’s disease. Neurology. 1984;34:939–44.

 29. Chevalier J, De Pouvourville G. Valuing EQ-5D using time trade-off in 
France. Eur J Health Econ. 2013;14(1):57–66.

https://www.who.int/news-room/fact-sheets/detail/dementia
https://www.who.int/news-room/fact-sheets/detail/dementia
https://doi.org/10.1016/j.jalz.2018.02.018
https://doi.org/10.1002/alz.12756


Page 12 of 12Aye et al. Alzheimer’s Research & Therapy          (2023) 15:200 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 30. Dufournet M, Moutet C, Achi S, Delphin-Combe F, Krolak-Salmon P, 
Dauphinot V, et al. Proposition of a corrected measure of the Lawton 
instrumental activities of daily living score. BMC Geriatr. 2021;21:1–10.

 31. Zaidi S, Kat MG, De Jonghe JFM. Clinician and caregiver agreement 
on neuropsychiatric symptom severity: a study using the Neuropsy-
chiatric Inventory - Clinician rating scale (NPI-C). Int Psychogeriatr. 
2014;26(7):1139–45.

 32. Königsberg A, Belau MH, Ascone L, Gallinat J, Kühn S, Jensen M, et al. Sub-
jective cognitive decline is associated with health-related quality of life in 
the middle-aged to elderly population. J Alzheimers Dis. 2023;91:427–36.

 33. Lee S, Ho CJ. The association between subjective cognitive decline and 
quality of life: a population-based study. J Clin Neurosci. 2022;1(98):60–5.

 34. Jönsson L, Andreasen N, Kilander L, Soininen H, Waldemar G, Nygaard H. 
Patient-and proxy-reported utility in Alzheimer disease using the Euro-
QoL. Alzheimer Dis Assoc Disord. 2006;20(1):49–55.

 35. Li L, Nguyen KH, Comans T, Scuffham P. Utility-based instruments for 
people with dementia: a systematic review and meta-regression analysis. 
Value Health. 2018;21(4):471–81.

 36. Binnekade TT, Scherder EJA, Maier AB, Lobbezoo F, Overdorp EJ, Rhe-
bergen D, et al. Pain in patients with different dementia subtypes, mild 
cognitive impairment, and subjective cognitive impairment. Pain Med. 
2018;19(5):920–7.

 37. Liu-Seifert H, Siemers E, Sundell K, Price K, Han B, Selzler K, et al. Cognitive 
and functional decline and their relationship in patients with mild Alzhei-
mer’s dementia. J Alzheimers Dis. 2015;43(3):949–55.

 38. Delva F, Auriacombe S, Letenneur L, Foubert-Samier A, Bredin A, Clem-
enty A, et al. Natural history of functional decline in Alzheimer’s disease: a 
systematic review. J Alzheimers Dis. 2014;40(1):57–67.

 39. Janssen N, Handels RL, Wimo A, Antikainen R, Laatikainen T, Soininen 
H, et al. Association between cognition, health related quality of life, 
and costs in a population at risk for cognitive decline. J Alzheimers Dis. 
2022;89(2):623–32.

 40. Lyketsos CG, Carrillo MC, Michael Ryan J, Khachaturian AS, Trzepacz P, 
Amatniek J, et al. Neuropsychiatric symptoms in Alzheimer’s disease. 
Alzheimers Dement. 2011;7(5):532–9.

 41. Lanctôt KL, Amatniek J, Ancoli-Israel S, Arnold SE, Ballard C, Cohen-Mans-
field J, et al. Neuropsychiatric signs and symptoms of Alzheimer’s disease: 
new treatment paradigms. Alzheimers Dement (N Y). 2017;3(3):440–9.

 42. Hill NL, Bhargava S, Bratlee-Whitaker E, Turner JR, Brown MJ, Mogle J, 
et al. Longitudinal relationships between subjective cognitive decline 
and objective memory: depressive symptoms mediate between-person 
associations. J Alzheimers Dis. 2021;83(4):1623–36.

 43. Roehr S, Luck T, Pabst A, Bickel H, König HH, Lühmann D, et al. Subjective 
cognitive decline is longitudinally associated with lower health-related 
quality of life. Int Psychogeriatr. 2017;29(12):1939–50.

 44. Naglie G, Hogan DB, Krahn M, Beattie BL, Black SE, MacKnight C, et al. 
Predictors of patient self-ratings of quality of life in Alzheimer disease: 
cross-sectional results from the Canadian Alzheimer’s disease quality of 
life study. Am J Geriatr Psychiatry. 2011;19(10):881–90.

 45. Ngandu T, Lehtisalo J, Solomon A, Levälahti E, Ahtiluoto S, Antikainen 
R, et al. A 2 year multidomain intervention of diet, exercise, cognitive 
training, and vascular risk monitoring versus control to prevent cognitive 
decline in at-risk elderly people (FINGER): a randomised controlled trial. 
Lancet. 2015;385(9984):2255–63.

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


	Health-related quality of life in subjective cognitive decline and mild cognitive impairment: a longitudinal cohort analysis
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Introduction
	Methods
	Study participants
	HR-QoL
	Amyloid status
	IADL
	Other variables

	Statistical analysis

	Results
	Baseline characteristics of the study population
	EQ-5D domain response
	HR-QoL trajectories
	Factors associated with HR-QoL
	Effect of amyloid status on health utility trajectory

	Discussion
	Discussion of findings
	Strengths and limitations

	Conclusion
	Anchor 25
	Acknowledgements
	References


