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a b s t r a c t 

Background: As the population ages, maintaining mental health and well-being of older adults is a public health 
priority. Beyond objective measures of health, self-perceived quality of life (QoL) is a good indicator of successful 
aging. In older adults, it has been shown that QoL is related to structural brain changes. However, QoL is a 
multi-faceted concept and little is known about the specific relationship of each QoL domain to brain structure, 
nor about the links with other aspects of brain integrity, including white matter microstructure, brain perfusion 
and amyloid deposition, which are particularly relevant in aging. Therefore, we aimed to better characterize the 
brain biomarkers associated with each QoL domain using a comprehensive multimodal neuroimaging approach 
in older adults. 
Methods: One hundred and thirty-five cognitively unimpaired older adults (mean age ± SD: 69.4 ± 3.8 y) un- 
derwent structural and diffusion magnetic resonance imaging, together with early and late florbetapir positron 
emission tomography scans. QoL was assessed using the brief version of the World Health Organization’s QoL 
instrument, which allows measuring four distinct domains of QoL: self-perceived physical health, psychological 
health, social relationships and environment. Multiple regression analyses were carried out to identify the in- 
dependent global neuroimaging predictor(s) of each QoL domain, and voxel-wise analyses were then conducted 
with the significant predictor(s) to highlight the brain regions involved. Age, sex, education and the other QoL 
domains were entered as covariates in these analyses. Finally, forward stepwise multiple regressions were con- 
ducted to determine the specific items of the relevant QoL domain(s) that contributed the most to these brain 
associations. 
Results: Only physical health QoL was associated with global neuroimaging values, specifically gray matter 
volume and white matter mean kurtosis, with higher physical health QoL being associated with greater brain 
integrity. These relationships were still significant after correction for objective physical health and physical 
activity measures. No association was found with global brain perfusion or global amyloid deposition. Voxel-wise 
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Quality of life (QoL) corresponds to individuals’ subjective percep-
ion of their living conditions according to their culture, value system,
oals and expectations ( The WHOQOL Group, 1994 ). This is a dynamic
nd multi-faceted measurement, which can be expressed under several
omains that are important for older adults living at home ( van Leeuwen
t al., 2019 ). Thus, this broad ranging concept, closely related to well-
eing, notably encompasses physical health, psychological health, so-
ial relationships, and relationship to the environment ( The WHOQOL
roup, 1994 ). While the number and proportion of older adults increase
orldwide, aging is associated with a decrease in QoL, especially in the
ldest old ( Brett et al., 2019 ; Henchoz et al., 2019 ; Netuveli et al., 2006 ).
eyond objective measures of health, QoL is an independent predictor
f mortality ( Idler and Benyamini, 1997 ; Murray et al., 2011 ) and rep-
esents an important factor of successful aging ( Li et al., 2014 ). Keeping
lder adults healthy, especially through maintaining their QoL, is a ma-
or public health issue. In this sense, international initiatives promote
conomic and policy investments in health and care services to improve
oL in this growing aging population ( Beard et al., 2016 ; Malva and
ousquet, 2016 ). 

In the course of aging, the brain undergoes changes including de-
reases in gray matter (GM) volume ( Fjell and Walhovd, 2010 ), white
atter (WM) integrity ( Giorgio et al., 2010 ) and glucose metabolism

 Kalpouzos et al., 2009 ) especially in the frontal and temporal lobes.
ncreasing age is also associated with beta-amyloid accumulation in
he brain, which is one of the main gateways to Alzheimer’s disease
AD) ( Sperling et al., 2011 ). Posterior cingulate and temporo-parietal
ypometabolism are also characteristic of prodromal AD ( Veitch et al.,
019 ). Structural, functional, and molecular neuroimaging allows mea-
uring these different aspects of brain integrity and could thus be used
s sensitive indices of brain aging and AD biomarkers. 

Within this context, it seems of high interest to assess the links be-
ween QoL and age-related brain changes to further our understanding
f the brain substrates of QoL and to help monitor interventions aimed
t improving QoL in aging. We know that e.g. depression ( Yüksel et al.,
018 ) or sleep deficits ( Ju et al., 2014 ) might lead to brain changes
nd/or be modified by brain changes; in the same line, we can expect
hat our perception of our physical, mental, social or environmental QoL
ould be linked to brain health through the same mechanisms, likely to
e bidirectional. Several studies have found a relationship between QoL
nd GM volume, mainly in the frontal cortex, cingulate cortex or insula,
n young adults ( Takeuchi et al., 2014 ), but also in patients with depres-
ion ( Elderkin-Thompson et al., 2008 ), schizophrenia ( Faget-Agius et al.,
015 ) or functional neurological disorder ( Perez et al., 2017 ). Only a
ew studies have assessed the relationship between QoL and brain in-
egrity specifically in older adults. They reported a positive association
etween general QoL and GM volume in the medial prefrontal and or-
itofrontal cortex, gyrus rectus, anterior cingulate cortex, insula and/or
recuneus ( Hahm et al., 2019 ; Elderkin-Thompson et al., 2008 ). How-
ver, little is known about the specific relationships with the different
oL domains. It is important to further identify the QoL domain(s), and
2 
ships with physical health QoL concerned the anterior insula and ventrolateral
s callosum, corona radiata, inferior frontal white matter and cingulum. Self-
nd self-perceived pain and discomfort were the items that contributed the most
atter volume and white matter mean kurtosis, respectively. 
 physical health, encompassing daily living activities and pain and discomfort,
 to brain structural integrity including higher global gray matter volume and

ral integrity in cognitively unimpaired older adults. The relationships involved
salience network, the pain pathway and the empathy network. While previous
jective measures of physical health, our findings specifically highlight the rele-
ng self-perceived physical health in the older population. Longitudinal studies
 and causality of the relationships between QoL and brain integrity. 

ven the QoL item(s), that are the most relevant to brain health to bet-
er target interventions aimed at improving QoL in older adults. Thus,
elf-perceived physical health, but not mental health, was related to GM
olume in medial prefrontal and anterior cingulate cortex and insula in
ne previous study ( Hahm et al., 2019 ). In another study, only assess-
ng self-perceived physical health, a link was found with frontal WM
olume, but not GM volume ( Elderkin-Thompson et al., 2008 ). These
oth studies used different QoL measurements (e.g. 12-item Short Form
ealth Survey vs 36-item Short Form Health Survey) and different imag-

ng analyses (e.g. voxel-wise vs regions of interest) and have not specif-
cally assessed the other QoL domains, i.e., social relationships and en-
ironment, yet. Moreover, no previous study has investigated the links
etween QoL domains and functional (e.g. glucose metabolism or perfu-
ion) and molecular (e.g. amyloid deposition) neuroimaging measures. 

Thus, the present study aims at providing a better understanding of
he specific relationships between QoL domains and brain integrity in
ging. For this purpose, i) we first identified the links between each
oL domain and global measures of GM volume, WM microstructural

ntegrity, brain perfusion and amyloid deposition in cognitively unim-
aired older adults; ii) for each significant relationship, we then con-
ucted a voxel-wise analysis to identify the brain regions that were
pecifically involved; and iii) finally, we assessed which QoL item(s) con-
ributed the most to these brain associations to highlight the most rele-
ant aspect(s) of QoL in the context of brain aging. Firstly, based on the
esults by Hahm et al. (2019) and Elderkin-Thompson et al. (2008) men-
ioned above, we hypothesized that self-perceived physical health would
e associated to brain integrity, at least GM volume and WM microstruc-
ural integrity as little is known about the other neuroimaging modali-
ies and the other QoL domains. Voxel-wise analyses to identify regional
elationships were more exploratory, although we expected to find brain
egions involved in the salience network as reported in one previous
tudy ( Hahm et al., 2019 ). 

aterials and methods 

articipants 

We included 135 cognitively unimpaired older adults (flow diagram
n supplementary Figure 1S) from the baseline visit of the Age-Well ran-
omized controlled trial (Medit-Ageing European project; Poisnel et al.,
018 ), sponsored by the French National Institute of Health and Medical
esearch (INSERM). Participants were native French speakers, mostly
ight-handed (93.3%), recruited from the general population, aged over
5 years old and retired for at least one year. They had at least 7 years
f education, and performed within the normal range for age and ed-
cational level on standardized cognitive tests. They had no evidence
f major neurological or psychiatric disorders, no history of cerebrovas-
ular disease, chronic disease or acute unstable illness and no current
edication that may interfere with cognitive functioning ( Poisnel et al.,
018 for details). All participants gave their written informed consent
o the study, and the Age-Well randomized clinical trial was approved
y the ethics committee (CPP Nord-Ouest III, Caen; trial registration
umber: EudraCT: 2016- 002441-36; IDRCB: 2016-A01767-44; Clini-
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Table 1 

Characteristics of the study sample ( n = 135). 

Characteristic Mean (SD) Range 

Demographic 

Age, years 69.4 (3.8) 65–84 

Sex (female), n (%) 83 (61.5%) 

Education, years 13.2 (3.1) 7–22 

Global amyloid deposition (SUVr) 1.2 (0.1) 1–1.7 

Amyloid positive, n (%) a 28 (20.9%) 

Quality of life 

Physical health (Phy-QoL) 78.1 (13) 25–100 

Psychological health (Psy-QoL) 73.3 (13.5) 37.5–100 

Social (Social-QoL) 66.8 (16.9) 8.3–100 

Environment (Env-QoL) 84.5 (10.2) 46.9–100 

Psychoaffective measures 

State-Trait Inventory form B score 34.7 (7.1) 20–54 

Geriatric Depression Scale score 1.3 (1.7) 0–11 

Physical activity 

Physical Activity Scale for the Elderly 130.6 (60.6) 21.5–330.4 

Objective physical health 

Body Mass Index 26.2 (4.3) 18.1–44.2 

Charlson Comorbidities Index 3.1 (1.3) 2–10 

Cognition 

Mini-Mental State Examination 29 (1) 26–30 

Abbreviations: QoL, quality of life; SD, standard deviation; SUVR, stan- 
dard uptake value ratio. a The threshold for amyloid positivity corre- 
sponded to the 99.9th percentile of the neocortical standard uptake 
value ratio distribution among 45 healthy young individuals younger 
than 40 years (see details in André et al., 2020 ). 
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alTrials.gov Identifier: NCT02977819). Participant characteristics are
resented in the Table 1 . 

he world health organization’s quality of life instrument 

WHOQOL-BREF) 

Participants filled in the French version of the WHOQOL-BREF
 The WHOQOL Group, 1998 ) which is a self-reported questionnaire in-
luding 2 items about general QoL (not used here) and 24 items which
orm 4 sub-scores, i.e. one for each of the following QoL domain: physi-
al health (Phy-QoL; 7 items), psychological health (Psy-QoL; 6 items),
ocial relationships (Social-QoL; 3 items) and environment (Env-QoL;
 items) (see supplementary Table S1 for details). The WHOQOL-BREF
as been validated in older adults and has high test–retest reliability and
alidity ( von Steinbüchel et al., 2006 ). 

Participants were instructed to answer based on their experience
ver the last two weeks, and each question was answered using a 5-
oint scale, from “(1) Very poor ” to “(5) Very good ”. Scores of items
, 4 and 26 were reversed, so that higher scores always reflect higher
oL. As the number of items differs across QoL domains, these latter
ere transformed to a 0-100 scale, following the recommendations of

he World Health Organization ( The WHOQOL Group, 1998 ), using the
ollowing formula: transformed score = ((mean(items)x4)-4)x(100/16).
hus, all QoL domains were expressed on a same scale and could be
ntered in a same analysis. 

sychoaffective measures 

Anxiety and depressive symptoms were assessed using the Spiel-
erger State-Trait Anxiety Inventory (STAI-B) ( Spielberger et al., 1970 )
nd the short-form (15 items) of the Geriatric Depression Scale (GDS)
 Yesavage and Sheikh, 1986 ), respectively. Participants were screened
or the lack of clinical anxiety or depression disorders, so that higher
cores indicated higher anxiety or depression at the sub-clinical level. 

bjective physical health and physical activity 

Two measures were used to reflect objective physical health: the
ody mass index (BMI), known to be associated with all-cause mortal-
3 
ty ( Angelantonio et al., 2016 ), and the Charlson Comorbidities Index
CCI) ( Charlson et al., 1987 ) that quantifies an individual’s burden of
isease and corresponding 1-year mortality risk. The BMI was calcu-
ated as weight in kilograms divided by height in meters squared, objec-
ively obtained during the medical interview. The CCI was calculated by
 medical doctor based on blood sample analyses and the medical inter-
iew. The CCI was adjusted for the age of the participant and computed,
o that higher score indicated more comorbidities (e.g. hypertension,
holesterol…). Physical activity was assessed, over a one-week period,
sing the Physical Activity Scale for the Elderly (PASE) ( Washburn et al.,
993 ) which was filled by participants. Six participants did not fully
omplete the PASE, resulting in 6 missing data. Higher score indicated
reater physical activity. 

euroimaging data acquisition 

All participants were scanned at the Cyceron Center (Caen, France)
n the same magnetic resonance imaging (MRI; Philips Achievia 3.0T
canner) and positron emission imaging (PET; Discovery RX VCT 64
ET-CT scanner, General Electric Healthcare) cameras. 

MRI data: A high-resolution T1-weighted structural image using a
hree-dimensional fast-field echo sequence (sagittal; repetition time,
.1 ms; echo time, 3.3 ms; flip angle, 6°; field of view, 256 × 256 mm 

2 ,
80 slices, voxel size: 1 × 1 × 1 mm 

3 ) and a three-dimensional fluid-
ttenuated inversion recovery (FLAIR; sagittal; repetition time, 4800 ms;
cho time, 272 ms; inversion time, 1650 ms; flip angle, 40°; field of view,
50 × 250 mm 

2 , 180 slices, voxel size: 0.98 × 0.98 × 1 mm 

3 ) were
cquired. Then, an echo-planar imaging/spin echo diffusion weighted
equence (DKI) was performed at multiple shells: 3b-values (0, 1000,
000 s/mm 

2 ) (axial; 30 directions; repetition time, 6100 ms; echo time,
01 ms; flip angle, 90°; field of view, 216 × 216 mm 

2 , 48 slices, voxel
ize: 2.7 × 2.7 × 2.7 mm 

3 ) and additional blips images with b = 0 s/mm 

2 

number of signal averages, 9) were acquired in reverse phase encoding
irection for susceptibility distortion. 

PET data: florbetapir-PET scans were acquired with a resolution of
.76 × 3.76 × 4.9 mm 

3 (field of view, 157 mm). For each PET-scan, forty-
even plans were obtained with a voxel size of 1.95 × 1.95 × 3.2 mm 

3 . A
ransmission scan was performed for attenuation correction before the
ET acquisition. Each participant underwent a 10 min PET scan begin-
ing at the intravenous injection of ≈ 4MBq/Kg of florbetapir to mea-
ure brain perfusion, and a 10-minute PET scan beginning 50 min after
he intravenous injection, to measure amyloid deposition. Dual-phase
ET imaging has recently emerged as a promising technique to provide
oth FDG-like information on neurodegeneration ( Hsiao et al., 2012 ;
uo et al., 2017 ; Lin et al., 2016 ) and information on amyloid deposi-

ion from a single PET-tracer injection ( Florek et al., 2018 ; Garibotto
t al., 2016 ). The early PET-scan was reconstructed from 1 to 8 min and
he late PET-scan was reconstructed from 50 to 60 min. 

euroimaging preprocessing 

T1-weighted images were segmented using FLAIR images. GM seg-
ents were spatially normalized to the Montreal Neurological In-

titute (MNI) template and modulated to correct for non-linear
arping so that values in resultant images are expressed as vol-
me corrected for brain size, using the Statistical Parametric Map-
ing (SPM12) software’s multiple channels segmentation procedure
 http://www.fil.ion.ucl.ac.uk/spm/software/spm12 ). 

DKI images were corrected for susceptibility, eddy current distortions
nd subject motion using Functional Magnetic Resonance of the Brain
FMRIB) diffusion toolbox (FSL 5.0.9, http://www.fmrib.ox.ac.uk/fsl ).
hen, DKI data were processed using Matlab R2012b (MathWorks,
atick, Massachusetts) and the Diffusional Kurtosis Estimator software

DKE: Version 2.6; http://nitrc.org/projects/dke ) for estimating the dif-
usional kurtosis tensor ( Tabesh et al., 2011 ). Images were smoothed
ith a 3.375 × 3.375 × 3.375 mm FWHM Gaussian filter to reduce the

http://www.fil.ion.ucl.ac.uk/spm/software/spm12
http://www.fmrib.ox.ac.uk/fsl
http://nitrc.org/projects/dke
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Fig. 1. (colors, 1-column fitting image). Pearson’s correlation matrix between 
quality of life domains and demographics and covariates. Pearson’s coefficients 
are indicated in blue (positive) or red (negative) or white when p > 0.05. Abbre- 
viations: Phy-QoL, Physical health quality of life; Psy-QoL, Psychological health 
quality of life; Social-QoL, Social quality of life; Env-QoL, Environment quality 
of life; STAI B, State-Trait Inventory form B score; GDS, Geriatric Depression 
Scale score; BMI, Body Mass Index; CCI, Charlson Comorbidities Index; PASE, 
Physical Activity Scale for Elderly. 
mpact of noise and misregistration. Mean kurtosis parameter maps,
eflecting WM microstructural integrity including the number, den-
ity, orientation, and degree of organization of WM microstructures
 Falangola et al., 2008 ), were then extracted from the diffusional kurto-
is estimator. These maps were then coregistered to their corresponding
1-weighted MRI and normalized to the MNI template by applying the
eformation parameters from the corresponding T1-weighted MRI. 

Florbetapir-PET images were coregistered onto their corresponding
1-weighted MRI and normalized to the MNI template by applying the
eformation parameters from the corresponding T1-weighted MRI im-
ges. Resulting images were scaled using the GM cerebellum as the ref-
rence region ( André et al., 2020 ; La Joie et al., 2012 ), resulting in stan-
ardized uptake value ratio (SUVR) maps. 

The images resulting from the preprocessing procedure described
bove for each neuroimaging modality were used both to obtain global
euroimaging values and for the voxel-wise analyses, as described be-
ow. 

alculation of global neuroimaging values 

Averaged global neuroimaging values were obtained by applying a
inary mask of either GM or WM depending on the neuroimaging modal-
ty, on the corresponding preprocessed images. More specifically, to ob-
ain global values of GM volume, brain perfusion and amyloid depo-
ition, a mask of total GM including voxels with a GM probability >
0% (average of the GM segments of all participants thresholded at 0.6
nd binarized) and excluding the cerebellum, was applied to the GM
egments, early and late florbetapir-PET SUVR images, respectively, to
xclude non-GM voxel and reduce the probability of overlap with other
issue classes. To obtain global values of WM mean kurtosis, a mask of
otal WM including voxels with a WM probability > 60% (average of
he WM segments of all participants thresholded at 0.6 and binarized)
nd excluding the cerebellum, was applied to the mean kurtosis maps to
xclude non-WM voxel and reduce the probability of overlap with other
issue classes. 

dditional processing steps for voxel-wise analyses 

The images obtained from the neuroimaging preprocessing steps de-
cribed above (Section 2.6.) were further smoothed and masked before
eing entered in voxel-wise analyses. GM segments were smoothed with
n 8 × 8 × 8 mm full-width at half-maximum (FWHM) Gaussian filter.
 6.7 × 6.7 × 6.7 mm FWHM Gaussian filter was applied on the mean
urtosis maps so that the final smoothness of the images was equiv-
lent to that of GM volume images. PET images were smoothed with
n 8 × 8 × 8 mm full-width at half-maximum (FWHM) Gaussian fil-
er. GM volume and PET images were masked with the same GM mask
s described in the previous section, while mean kurtosis images were
asked with the same WM mask as mentioned above. 

tatistical analyses 

First, to assess whether there was a specific association between the
oL domains and each neuroimaging modality, multiple linear regres-

ions were performed using each global neuroimaging value as a de-
endent variable, the QoL domains as independent variables and demo-
raphics (age, sex, education) as covariates (model 1). The same anal-
ses were repeated including depressive and anxiety symptom scores
model 2) or excluding participants exhibiting depressive symptoms
igher than a typical cutoff (i.e., GDS > 5) ( Wancata et al., 2006 ). Mul-
iple linear regressions were performed using the R software ( R Core
eam, 2019 ), and were considered significant at p < 0.0125 (Bonferroni
orrection for multiple comparisons with a p value of 0.05/4 for the four
oL domains). 

In a second step, when a significant link was found between a QoL
omain and the global value for a specific neuroimaging modality, the
4 
orresponding analysis was repeated voxel-wise using SPM12 (control-
ing for the same covariates) to further assess the regional specificity
f the association. A voxel-level p(uncorrected) < 0.005 threshold with a
luster-level threshold of p < 0.05 corrected for family-wise errors (FWE)
as applied for all voxel-wise analyses. 

Finally, to further identify which item(s) of the WHOQOL-BREF
ontributed the most to the previously identified associations, aver-
ged regional neuroimaging values were extracted from the prepro-
essed images (before the smoothing step) in the significant clus-
ers of the previous analyses (i.e., the voxel-wise analyses, model
). Then, forward stepwise linear regressions were performed with
ach averaged regional neuroimaging value as a dependent variable
nd the items of the corresponding QoL domain as independent vari-
bles. Demographics (i.e., age, sex and education) as well as the other
oL domains were controlled for by forcing their inclusion into the
odel ( “step 0 ”). The p-value to enter in the model was set to 0.05.
hese regression analyses were performed using the “stepwise ” func-
ion ( https://rubin.msu.domains/code/stepwise_demo.nb.html ) and the
stats ” package in R ( R Core Team, 2019 ). 

esults 

ffect of demographics and covariates on QoL domains 

Relationships between QoL domains, demographic variables and co-
ariates are reported in Fig. 1 . In brief, an effect of sex on QoL scores
as found only for the Phy-QoL ( p = 0.03) with men showing higher

cores than women. Phy-QoL, Psy-QoL and Env-QoL, but not Soc-QoL
ere positively associated with education ( p = 0.04; 0.04 and 0.005 and
.88 respectively). All QoL domains were strongly negatively associated
ith anxiety and depressive symptom scores (all p values ≤ 0.005). Only
hy-QoL was negatively associated with CCI ( p = 0.01) and positively
ssociated with PASE ( p = 0.01). 

ssociations between QoL domains and global neuroimaging values 

The results of the multiple linear regression between the QoL do-
ains and global neuroimaging values are presented in Table 2 (model
) and supplementary Table S2 (model 2). Positive associations were
ound between the Phy-QoL and both global GM volume (standardized
coefficients = 0.26, p = 0.004) and global WM mean kurtosis (standard-

zed 𝛽 coefficients = 0.29, p = 0.003). Scatterplots of these associations
re represented in Fig. 4 A. No other associations were found with the
ther QoL domains (i.e., Psy-QoL, Soc-QoL and Env-QoL) or the other

https://rubin.msu.domains/code/stepwise_demo.nb.html
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Table 2 

Multiple linear regressions between the QoL domains and global neuroimaging values adjusted for age, sex, education and the other QoL 
domains (model 1) 

Global neuroimaging values (structural) 

Gray matter volume 
(n = 135) 

White matter mean kurtosis 
(n = 134) 

standardized 
𝛽 coefficients 

t value p value standardized 
𝛽 coefficients 

t value p value 

Phy-QoL 0.26 2.9 0.004 0.29 3.02 0.003 

Psy-QoL 0.14 1.42 0.16 -0.25 -2.42 0.02 

Social-QoL 0.01 0.12 0.9 0.04 0.43 0.67 

Env-QoL -0.21 -2.13 0.04 -0.07 -0.71 0.48 

Global neuroimaging values (functional & molecular) 

Brain perfusion 
(n = 133) 

Amyloid deposition 
(n = 134) 

standardized 
𝛽 coefficients 

t value p value standardized 
𝛽 coefficients 

t value p value 

Phy-QoL -0.06 -0.6 0.55 -0.18 -1.75 0.08 

Psy-QoL 0.17 1.57 0.12 0.07 0.69 0.49 

Social-QoL -0.06 -0.59 0.56 -0.04 -0.39 0.7 

Env-QoL 0.02 0.22 0.82 0.14 1.31 0.19 

Note: Results, in bold, were considered significant at p < 0.0125, after applying a Bonferroni correction for multiple testing (p = 0.05/4 for the 
four QoL domains). Abbreviations: Phy-QoL, Physical health quality of life; Psy-QoL, Psychological health quality of life; Social-QoL, Social 
quality of life; Env-QoL, Environment quality of life 

Fig. 2. (colors, 2-column fitting image). Positive associations between 
the physical health quality of life (Phy-QoL) and gray matter vol- 
ume adjusted for age, sex, education and the other quality of life 
domains (model 1). Results were thresholded at the voxel level 
with p(uncorrected) < 0.005 and at the cluster level with p(FWE- 
corrected) < 0.05 and overlaid on an MNI-normalized template brain 
using MRIcroGL. 
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lobal neuroimaging values (i.e., brain perfusion and amyloid deposi-
ion). Results remained unchanged after further adjustment for anxiety
nd depressive symptom scores (model 2) or excluding participants with
DS > 5 (see supplementary Table S3). To check whether these relation-

hips with the Phy-QoL were independent from objective measures of
hysical health and physical activity, analyses were also repeated with
he BMI, CCI and PASE as additional covariates. Results remained un-
hanged ( p = 0.017 for global GM volume and p = 0.032 for global WM
ean kurtosis). 

oxel-wise associations between Phy-QoL and neuroimaging 

Based on the previous results, voxel-wise analyses were carried out
o assess the regional specificity of the relationships between Phy-QoL
n the one hand, and whole-brain GM volume and WM mean kurtosis
n the other hand. 

A positive association between Phy-QoL and GM volume was found
n the anterior insula, ventrolateral prefrontal cortex (encroaching the
ostcentral gyrus, gyrus rectus and orbitofrontal cortex), bilaterally, and
n the left superior temporal cortex (encroaching the entorhinal cortex).
he T-value maps and significant clusters are represented in Fig. 2 and
5 
catterplot is represented in Fig. 4 B. Peak statistics and coordinates of
ignificant clusters are detailed in supplementary Table S4. 

As for WM mean kurtosis, a positive association with Phy-QoL was
ound in the corpus callosum (frontal part) and corona radiata (en-
roaching the superior longitudinal fasciculus), the inferior frontal gyrus
M and the cingulum, bilaterally. T-value maps and significant clusters

re represented in Fig. 3 and scatterplot is represented in Fig. 4 B. Peak
tatistics and coordinates of significant clusters are detailed in supple-
entary Table S4. 

Voxel-wise analyses with Phy-QoL were repeated with the BMI, CCI
nd PASE as additional covariates to assess the specific relationships
ith self-perceived physical health, independently from objective mea-

ures of physical health and physical activity. Results remain overall
he same although they were less statistically significant (supplemen-
ary Figure S2). 

hy-QoL items contributing to the associations with regional neuroimaging 

alues 

In order to determine which items of Phy-QoL contributed the most
o the associations with neuroimaging data highlighted above, regional
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Fig. 3. (colors, 2-column fitting image). Positive associations between 
the physical health quality of life (Phy-QoL) and white matter mean 
kurtosis adjusted for age, sex, education and the other quality of 
life domains (model 1). Results were thresholded at the voxel level 
with p(uncorrected) < 0.005 and at the cluster level with p(FWE- 
corrected) < 0.05 and overlaid on an MNI-normalized template brain 
using MRIcroGL. 

Fig. 4. (2-column fitting image). Scatterplots of positive associations between physical health quality of life (Phy-QoL) and both global (A) and extracted regional (B) 
gray matter volume and white matter mean kurtosis. Raw data (i.e., unadjusted) are plotted. Statistical values were obtained using models controlling for age, sex, 
education and the other quality of life domains (model 1). 
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M volume and WM structural integrity were extracted from significant
lusters of the previous voxel wise analyses and forward stepwise linear
egressions were performed ( Table 3 ). 

The best predictors of regional GM volume were item 17 (self-
erceived daily living activities; i.e., “how satisfied you are with your abil-

ty to perform your daily living activities ”), explaining 11% of the variance,
ollowed by item 4 (self-perceived dependence on medicinal substances
nd medical aids; i.e., “how much do you need any medical treatment

o function in your daily life ”), explaining 4% of the variance and item
5 (self-perceived mobility; i.e., “how well are you able to get around ”),
xplaining 4% of the variance. No other items entered the model, so
hat 38% of the variance was explained by the final model including
he covariates (forced into the model) and these 3 predictive variables
step 3). 
t  

6 
The best predictors of regional WM mean kurtosis were item 3 (self-
erceived pain and discomfort; i.e., “to what extend you feel that physical

ain prevents you from doing what you need to do ”), explaining 12% of
he variance, followed by item 18 (self-perceived work capacity; i.e.,
how satisfied are you with your capacity for work ”), explaining 3% of the
ariance. No other items entered the model, so that 21% of the variance
as explained by the final model including the covariates (forced into

he model) and these 2 predictive variables (step 2). 

iscussion 

The main objective of this study was to identify the specific rela-
ionships of different QoL domains and different markers of brain in-
egrity using multimodal neuroimaging. We showed that only Phy-QoL,



V. Ourry, J. Gonneaud, B. Landeau et al. NeuroImage 231 (2021) 117819 

Table 3 

Forward linear regressions showing the items of the physical health QoL (Phy- 
QoL) that were significantly associated with regional neuroimaging values 
(from significant clusters of Figs. 2 and 3 ) 

Factor Standardized 
𝛽 coefficient 

R 2 p value 

Gray matter volume 

Step 0 0.19 < 0.001 (F = 5.11) 

Step 1 0.3 < 0.001 (F = 7.59) 

Item 17 0.36 0.11 ∗ < 0.001 

Step 2 0.34 < 0.001 (F = 8.18) 

Item 17 0.31 - < 0.001 

Item 4 0.23 0.04 ∗ 0.003 

Step 3 (full model) 0.38 < 0.001 (F = 8.448) 

Item 17 0.24 - 0.007 

Item 4 0.21 - 0.006 

Item 15 0.22 0.04 ∗ 0.008 

White matter mean kurtosis 

Step 0 0.06 0.208 (F = 1.431) 

Step 1 0.18 < 0.001 (F = 3.842) 

Item 3 0.35 0.12 ∗ < 0.001 

Step 2 (full model) 0.21 < 0.001 (F = 4.189) 

Item 3 0.32 - < 0.001 

Item 18 0.23 0.03 ∗ 0.019 

Note: Variables forced into the model: age, sex, education and the other quality 
of life domains (step 0). 𝛼 to enter = 0.05. 

∗ Unique R 2 contribution of the item 
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eflecting self-perceived physical health, was associated with GM vol-
me, mainly within anterior (frontal and insula) brain areas, and with
M microstructural integrity, mainly in long-distant fronto-parietal and

arieto-temporal WM tracts. No associations were found between QoL
omains and brain perfusion or amyloid deposition. Daily living activi-
ies, and pain and discomfort, were the Phy-QoL items contributing the
ost to these measures of GM volume and WM microstructural integrity,

espectively. 
Overall, our finding of a link between QoL and GM volume is con-

istent with previous studies in older adults ( Elderkin-Thompson et al.,
008 ; Hahm et al., 2019 ) but also in patients with depression ( Elderkin-
hompson et al., 2008 ), schizophrenia ( Faget-Agius et al., 2015 ), and
unctional neurological disorder ( Perez et al., 2017 ). We found a spe-
ific relationship between higher self-perceived physical health and both
reater GM volume and greater WM integrity. Consistently, the only two
tudies assessing QoL domains have also reported a relationship between
hy-QoL and GM ( Hahm et al., 2019 ) or WM ( Elderkin-Thompson et al.,
008 ) volumes. However, they did not assess all QoL domains, so that
he specificity of these relationships is highlighted for the first time in
he present study. Moreover, no previous study assessed the links with

M integrity using diffusion imaging data, while this technique is par-
icularly sensitive to microstructural WM changes with age ( Fjell et al.,
008 ; Giorgio et al., 2010 ; Westlye et al., 2010 ). The observed associ-
tion with self-perceived physical health found here suggests that this
oL domain is particularly relevant to brain health (at least GM vol-
me and WM microstructural integrity) in cognitively unimpaired older
dults. It is possible that the other QoL domains, namely psychological
ealth, social relationships and environment, would be more strongly
elated to brain health in other populations, such as patients with de-
ression or dementia. 

We found that Phy-QoL was mainly associated with GM volume in
he anterior insula, ventrolateral prefrontal and superior temporal cor-
ex and WM integrity in the corpus callosum (rostrum and genu), the
orona radiata (encroaching on the superior longitudinal fasciculus),
he inferior frontal WM and the cingulum. This is overall consistent
ith previous studies also showing that higher self-perceived physi-

al health was associated with greater GM volume in the frontal cor-
ex and insula ( Hahm et al., 2019 ), and WM volume in fronto-parietal

M tracks ( Elderkin-Thompson et al., 2008 ), although with subtle dif-
erences as they highlighted the orbital part of the frontal cortex, and
7 
lso involved the anterior cingulate cortex. These findings seem consis-
ent as regard to self-perceived physical health because such brain areas,
.g. the insula involved in socio-emotional and sensorimotor processing
 Uddin et al., 2017 ), might help people to perceive their physical health.
aken together, these GM regions and WM fibers associated with self-
erceived physical health are parts of the salience network ( Barrett and
atpute, 2013 ; Uddin, 2015 ) and the empathy network ( Engen and
inger, 2013 ; Moore et al., 2015 ; Shamay-Tsoory, 2011 ) which might
e relevant here for the cognitive process needed for self-perception ,
nd the pain pathway ( Bushnell et al., 2013 ; Lieberman et al., 2014 )
hich is expected to be involved given that pain perception is a relevant
spect of self-perceived physical health. Overall, these networks are in-
olved in self-cognitive processes such as self-awareness, interoception,
motion or cognitive mentalizing, which are needed for the subjective
ssessment of health ( Jylhä, 2009 ). 

The subjective assessment of QoL as performed here is likely influ-
nced by several parameters including psychological factors and sub-
ective appraisal together with physical, environmental and social con-
itions. Indeed, we found all QoL domains to be associated with anxi-
ty and depressive symptom scores which is in line with several stud-
es showing influence of depression ( Sivertsen et al., 2015 ) and anx-
ety ( Brett et al., 2012 ) on QoL in older adults. Our analyses with
rain integrity were yet adjusted for anxiety and depressive symptom
cores, and repeated in a subsample excluding participants exhibiting a
igh score of depressive symptoms (i.e., GDS > 5). Results remained un-
hanged, indicating that the relationships found between QoL and brain
ntegrity was independent from the influence of these factors on QoL.

e also found Phy-QoL to be associated with an objective measure of
hysical health (the CCI) and physical activity, which is in line with sev-
ral studies ( Bayliss et al., 2005 ; Rejeski and Mihalko 2001 ; Wu et al.,
013 ). A few studies have shown lower self-perceived physical health in
lder adults who were obese compared to those who had normal weight
 Bottone et al., 2013 ; Zawisza et al., 2019 ). In contrast, we did not find
ssociation between Phy-QoL and BMI, another measure of objective
hysical health, which could be explained by the low rate of obese in
ur sample. Furthermore, it is well known that brain integrity, as re-
ected in GM volume and WM volume or microstructural integrity for

nstance, is related to objective physical health ( Bolzenius et al., 2015 ;
harabian Masouleh et al., 2016 ) and physical activity ( Erickson et al.,
014 ; Sexton et al., 2016 , for review). We thus adjusted for these vari-
bles to assess whether the links we found with Phy-QoL reflected the
ame process. The fact that we still found Phy-QoL to be associated with
M volume and WM microstructural integrity when controlling for the
ffects of BMI, CCI and PASE showed that this link was specific to the
ubjective assessment of physical health and at least partly independent
rom these measures of objective physical health and physical activity. 

To further understand the meaning of our findings and identify
hich specific aspect(s) of self-perceived physical health is involved,
e performed complementary item analyses. Self-perceived daily living
ctivities were identified as the strongest contributors to the associa-
ions with GM volume and pain and discomfort as the strongest con-
ributors to the associations with WM microstructural integrity. While
hey should be considered with caution given the low variability of each
tem, these findings suggest that, in a clinically unimpaired population,
aily living activities and pain are the most relevant QoL determinants
f brain integrity. Daily living activities and pain have already been
ighlighted as particularly relevant QoL determinants in older adults
 Molzahn et al., 2010 ). Our findings might reflect the fact that, as their
rain ages, older adults have a general decrease in several cognitive
unctions including for instance processing speed and executive func-
ions ( Harada et al., 2013 ), which, they feel, mainly impact, in terms
f QoL, their daily living activity and their feeling of pain and discom-
ort. While daily living activity is actually expected to be impaired by
ecreased brain (and cognitive) integrity, and more particularly gray
atter volume, the link with pain and discomfort might be less direct,
ossibly reflecting the fact that, as they get older, people are more and
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ore subject to pain and discomfort and they consider this as a sig-
ificant burden for their QoL. Overall, our findings thus suggest that
elf-perceived physical health, and especially self-perceived daily living
ctivities and pain and discomfort, are the most relevant factors of QoL
elated to brain health – more specifically to GM volume and WM mi-
rostructural integrity in older adults. These findings are interesting for
nterventional studies as they provide more concrete understanding of
hich specific aspects underline self-perceived physical health here. 

No association was found between QoL and functional (i.e., brain
erfusion) or molecular (i.e., amyloid deposition) neuroimaging. This
uggests that QoL is mainly associated with structural changes, while
erfusion and amyloid deposition changes are not paralleled with QoL
hanges, at least at this stage (i.e., in cognitively unimpaired older
dults). However, this does not exclude that associations with other
odalities may exist in specific regions that would be highlighted with
 regional-specific (or voxel-wise) approach. Indeed, a previous study
ound a relationship between higher social QoL and decreased parietal
unctional connectivity in healthy working female managers ( Kraft et al.,
018 ), suggesting that QoL could be related with other (e.g. functional)
arkers of brain integrity in other populations or using a different ap-
roach (i.e., regional-specific or voxel-wise). 

The main strengths of our study include the use of complementary
ultimodal neuroimaging with voxel-wise analyses and the assessment

f distinct aspects of QoL, which allowed better characterization of the
rain substrates of specific QoL domains in cognitively unimpaired older
dults. Our studies also have several limitations. Firstly, although we ad-
usted our main results for BMI, CCI and PASE to account for objective
hysical health and physical activity, more detailed or specific measures
e.g. cortisol, actigraphy, hand grip strength…) could be used in future
tudies to better dissociate (and possibly as well to compare) the respec-
ive contribution of subjective physical health, objective physical health
nd physical activity, to brain integrity in general and GM volume and
M microstructural integrity in particular. Secondly, other measures

f brain integrity (e.g. functional connectivity) could be included, and
omparisons with other populations (e.g. subjective cognitive decline)
ould be interesting to highlight the specificity of our findings to cog-
itively unimpaired older adults. Thirdly, the cross-sectional design of
ur study is a limitation as it prevented us from determining the di-
ect causality of the association between self-perceived physical health
nd brain structural integrity. Further work is needed, including longi-
udinal observational, but also interventional studies, to investigate the
ausality of the relationships between QoL and brain changes, and if
hese changes are reversible. Finally, we only considered the different
euroimaging modalities separately; future studies could further look
t the specificity of these neuroimaging modalities through direct inter-
odality comparisons. 

onclusion 

This is the first study to address the links between distinct QoL do-
ains and multimodal neuroimaging in cognitively unimpaired older

dults. Our data revealed that QoL, and more specifically self-perceived
hysical health, was positively related to global GM volume mainly
ithin anterior (frontal and insula) brain areas and to global WM
icrostructural integrity mainly in long-distance fronto-parietal and
arieto-temporal WM tracts, but not to global brain perfusion or global
myloid deposition. Future interventional studies designed to improve
oL might focus on daily living activities and pain and discomfort, to-
ether with the personal appraisal of these items, and test the effects
n brain health and the causality of the relationship between QoL and
rain integrity in cognitively unimpaired older adults. 

cknowledgments 

The authors thank A. Cognet, C. Gaubert, T. Jorand, M. Botton, MSc,
. Joret Philippe, MSc, S. Egret, MSc, P. Lacheray, MSc, J. Lebahar, PhD,
8 
. Tomadesso, PhD, and the Cyceron MRI-PET staff members for their
elp with recruitment and data acquisition or administrative support.
e also acknowledge the Euclid team, the sponsor (INSERM) and all

he participants of the study for their contribution. 

ata and code availability statement 

Data and code are made available on request following a for-
al data sharing agreement and approval by the consortium and

xecutive committee ( https://silversantestudy.eu/2020/09/25/data-
haring ). The Material can be mobilized, under the conditions and
odalities defined in the Medit-Ageing Charter by any research team

elonging to an Academic, for carrying out a scientific research project
elating to the scientific theme of mental health and well-being in older
eople. The Material may also be mobilized by non-academic third par-
ies, under conditions, in particular financial, which will be established
y separate agreement between Inserm and by the said third party. Data
haring policies described in the Medit-Ageing charter are in compliance
ith our ethics approval and guidelines from our funding body. 

unding and support 

The Age-Well randomized clinical trial is part of the Medit-Ageing
roject and this work was supported by the European Union’s Horizon
020 Research and Innovation Program (grant agreement N°667696),
nstitut National de la Santé et de la Recherche Médicale (INSERM), Ré-
ion Normandie, Association France Alzheimer, Fondation Alzheimer,
ondation Recherche Alzheimer, Fondation d’Entreprise MMA des En-
repreneurs du Futur and Fondation Entrepreneurs MMA. The funders
nd sponsor had no role in the design and conduct of the study; col-
ection, management, analysis, and interpretation of the data; prepara-
ion, review, or approval of the manuscript; and decision to submit the
anuscript for publication. 

redit authorship contribution statement 

Ourry: Conceptualization, Methodology, Validation, Formal analy-
is, Investigation, Writing - Original Draft, Writing - Review & Edit-
ng, Visualization. Gonneaud: Conceptualization, Methodology, Writ-
ng - Review & Editing. Landeau: Methodology, Software, Resources,
ata Curation, Writing - Review & Editing. Moulinet: Validation, In-
estigation, Writing - Review & Editing. Touron: Validation, Investiga-
ion, Writing - Review & Editing. Dautricourt: Validation, Investiga-
ion, Writing - Review & Editing. Le Du: Validation, Investigation, Writ-
ng - Review & Editing. Mézenge: Software, Validation, Investigation,

riting - Review & Editing. André: Validation, Investigation, Writing -
eview & Editing. Bejanin: Software, Validation, Resources, Writing
 Review & Editing. Sherif: Software, Validation, Resources, Writing
 Review & Editing. Marchant: Writing - Review & Editing, Funding
cquisition. Paly: Investigation, Writing - Review & Editing. Poisnel:

ata Curation, Writing - Review & Editing, Project administration, Fund-
ng acquisition. Vivien: Writing - Review & Editing. Chocat: Investiga-
ion, Resources, Writing - Review & Editing. Quillard: Investigation,
esources, Writing - Review & Editing. Ferrand Devouge: Validation,

nvestigation, Resources, Writing - Review & Editing. De la Sayette: In-
estigation, Resources, Writing - Review & Editing, Funding acquisition.
auchs: Conceptualization, Methodology, Writing - Review & Editing,
upervision, Funding acquisition. Arenaza-Urquijo: Conceptualization,
ethodology, Writing - Review & Editing, Supervision, Funding acqui-

ition. Chételat: Conceptualization, Methodology, Writing - Review &
diting, Supervision, Funding acquisition. 

isclosure 

Dr Marchant reported grants from European Union Horizon 2020
uring the conduct of the study. Dr. Chételat reported grants, personal

https://silversantestudy.eu/2020/09/25/data-sharing


V. Ourry, J. Gonneaud, B. Landeau et al. NeuroImage 231 (2021) 117819 

f  

d  

H  

m  

t  

F  

t  

R  

s

S

 

t

A

Ins

IN

IN

IN

IN

UN

ind

ind

IN

UN

IN

IN

UL

UN

IN

CH

CH

IN

UN

IN

IN

IN

CH

ind

IN

IN

IN

UK

UN

HC

IN

IN

IN

IN

IN

UC

IN

ID

IN

IN

IN

IN

IN

IN

IN

IN

UL

UL

ID

UN

IN

IN

IN

IN

UN

IN

DZ
ees and non-financial support from Institut National de la Santé et
e la Recherche Médicale (INSERM), grants from European Union’s
orizon 2020 research and innovation programme under grant agree-
ent No 667696 (PI), grants from Fondation d’entreprise MMA des En-

repreneurs du Futur, during the conduct of the study; personal fees from
ondation Entrepreneurs MMA, grants and personal fees from Fonda-
ion Alzheimer, grants from Région Normandie, grants from Fondation
echerche Alzheimer, grants from Association France Alzheimer, out-
ide the submitted work. No other disclosures were reported. 

upplementary materials 

Supplementary material associated with this article can be found, in
he online version, at doi:10.1016/j.neuroimage.2021.117819 . 

ppendix 

List of all members of the Medit-Ageing Research Group 

First Name Middle Initial Last Name Highest Degree 

Eider M. ARENAZA-URQUIJO PhD 

Florence ALLAIS BA 

Claire ANDRÉ PhD 

Julien ASSELINEAU PhD 

Sebastian BAEZ LUGO MSc 

Martine BATCHELOR - 

Axel BEAUGONIN - 

Alexandre BEJANIN PhD 

Pierre CHAMPETIER MSc 

Gaël CHÉTELAT PhD 

Anne CHOCAT MD 

Fabienne COLLETTE PhD 

Sophie DAUTRICOURT MD, MSc 

Robin DE FLORES PhD 

Vincent DE LA SAYETTE MD, PhD 

Pascal DELAMILLIEURE MD, PhD 

Marion DELARUE MSc 

Yacila I. DEZA-ARAUJO PhD 

Francesca FELISATTI MSc 

Eglantine FERRAND DEVOUGE MD, MSc 

Eric FRISON MD 

Antoine GARNIER-GROUSSARD MD 

Francis GHEYSEN MD 

Julie GONNEAUD PhD 

Marc HEIDMANN MSc 

Thien (Titi) HUONG TRAN (DOLMA) - 

Frank JESSEN MD, PhD 

Olga KLIMECKI PhD 

Pierre KROLAK-SALMON MD, PhD 

Elizabeth KUHN MSc 

Brigitte LANDEAU MSc 

Gwendoline LE DU MSc 

Valérie LEFRANC BA 

Antoine LUTZ PhD 

Natalie MARCHANT PhD 

Florence MEZENGE BA 

Jose-Luis MOLINUEVO MD, PhD 

Inès MOULINET MSc 

Valentin OURRY MSc 

Cassandre PALIX MSc 

Léo PALY MSc 

Géraldine POISNEL PhD 

Anne QUILLARD MD 

Géraldine RAUCHS PhD 

Stéphane REHEL MSc 

Florence REQUIER MSc 

Eric SALMON MD, PhD 

Raquel SANCHEZ MD, PhD 

Corinne SCHIMMER MSc 

Siya SHERIF PhD 

Edelweiss TOURON MSc 

Matthieu VANHOUTTE PhD 

Denis VIVIEN PhD 

Patrik VUILLEUMIER MD 

Caitlin WARE MSc 

Miranka WIRTH PhD 
9 
titution Location Email 

SERM France eiderarenaza@gmail.com 

SERM France florence.allais@u-bordeaux.fr 

SERM France andre@cyceron.fr 

SERM France julien.asselineau@u-bordeaux.fr 

IGE Switzerland sebastian.baez@etu.unige.ch 

ependent France martine.batchelor@club-internet.fr 

ependent France axel.beaugonin@gmail.com 

SERM France bejanin@cyceron.fr 

ICAEN France champetier@cyceron.fr 

SERM France chetelat@cyceron.fr 

SERM France annechocat@orange.fr 

G Belgium f.collette@uliege.be 

ICAEN France dautricourt@cyceron.fr 

SERM France deflores@cyceron.fr 

U Caen France delasayette-v@chu-caen.fr 

U Caen France delamillieure-p@chu-caen.fr 

SERM France delarue@cyceron.fr 

IGE Switzerland Yacila.DezaAraujo@unige.ch 

SERM France felisatti@cyceron.fr 

SERM France eglantine.ferrand-devouge@univ-rouen.fr 

SERM France Eric.Frison@u-bordeaux.fr 

U Lyon France antoinegc@hotmail.com 

ependent France Fgheysen@aol.com 

SERM France gonneaud@cyceron.fr 

SERM France marc.heidmann@ens-lyon.fr 

SERM France titidolma1@gmail.com 

K Germany frank.jessen@uk-koeln.de 

IGE Switzerland Olga.Klimecki@unige.ch 

L France pierre.krolak-salmon@chu-lyon.fr 

SERM France kuhn@cyceron.fr 

SERM France landeau@cyceron.fr 

SERM France ledu@cyceron.fr 

SERM France lefranc@cyceron.fr 

SERM France antoine.lutz@inserm.fr 

L United Kingdom n.marchant@ucl.ac.uk 

SERM France mezenge@cyceron.fr 

IBAPS Spain JLMOLI@clinic.cat 

SERM France moulinet@cyceron.fr 

SERM France ourry@cyceron.fr 

SERM France palix@cyceron.fr 

SERM France paly@cyceron.fr 

SERM France poisnel@cyceron.fr 

SERM France anne.quillard@ch-flers.fr 

SERM France rauchs@cyceron.fr 

SERM France rehel@cyceron.fr 

G Belgium florence.requier@uliege.be 

G Belgium eric.salmon@uliege.be 

IBAPS Spain rsanchez@clinic.cat 

ICAEN France corinne.schimmer@unicaen.fr 

SERM France siya.physics@gmail.com 

SERM France touron@cyceron.fr 

SERM France mvanhoutte@cyceron.fr 

SERM France vivien@cyceron.fr 

IGE Switzerland patrik.vuilleumier@unige.ch 

SERM France caitlin.ware@gmail.com 

NE Germany miranka.wirth@dzne.de 

https://doi.org/10.1016/j.neuroimage.2021.117819


V. Ourry, J. Gonneaud, B. Landeau et al. NeuroImage 231 (2021) 117819 

R

A  

 

 

 

 

 

 

A  

 

 

 

 

 

 

 

 

 

 

B  

 

B  

 

B  

 

 

 

B  

 

 

 

B  

 

 

B  

 

B  

 

B  

C  

 

E  

 

 

E  

E  

 

F  

 

 

F  

 

F  

 

F  

 

 

F  

 

 

 

G  

 

G  

 

H  

 

 

H  

H  

 

 

H  

 

 

I  

J  

 

J  

 

K  

 

 

K  

 

 

 

K  

 

K  

 

 

 

L  

 

 

 

L  

 

 

L  

 

L  

 

 

 

M  

 

M  

 

M  

 

M  

 

 

N  

 

P  

 

 

 

P  

 

 

 

 

R  

 

eferences 

ndré, C., Rehel, S., Kuhn, E., Landeau, B., Moulinet, I., Touron, E., Ourry, V., Le
Du, G., Mézenge, F., Tomadesso, C., de Flores, R., Bejanin, A., Sherif, S., Del-
croix, N., Manrique, A., Abbas, A., Marchant, N.L., Lutz, A., Klimecki, O.M., Col-
lette, F., Arenaza-Urquijo, E.M., Poisnel, G., Vivien, D., Bertran, F., de la Sayette, V.,
Chételat, G., Rauchs, G.for the Medit-Ageing Research Group, 2020. Association of
sleep-disordered breathing with alzheimer disease biomarkers in community-dwelling
older adults: a secondary analysis of a randomized clinical trial. JAMA Neurol.
doi: 10.1001/jamaneurol.2020.0311 . 

ngelantonio, E.D., Bhupathiraju, S.N., Wormser, D., Gao, P., Kaptoge, S., Gonzalez, A.B.,
de, Cairns, B.J., Huxley, R., Jackson, C.L., Joshy, G., Lewington, S., Manson, J.E.,
Murphy, N., Patel, A.V., Samet, J.M., Woodward, M., Zheng, W., Zhou, M., Bansal, N.,
Barricarte, A., Carter, B., Cerhan, J.R., Collins, R., Smith, G.D., Fang, X., Franco, O.H.,
Green, J., Halsey, J., Hildebrand, J.S., Jung, K.J., Korda, R.J., McLerran, D.F.,
Moore, S.C., O’Keeffe, L.M., Paige, E., Ramond, A., Reeves, G.K., Rolland, B., Sac-
erdote, C., Sattar, N., Sofianopoulou, E., Stevens, J., Thun, M., Ueshima, H., Yang, L.,
Yun, Y.D., Willeit, P., Banks, E., Beral, V., Chen, Z., Gapstur, S.M., Gunter, M.J.,
Hartge, P., Jee, S.H., Lam, T.-H., Peto, R., Potter, J.D., Willett, W.C., Thompson, S.G.,
Danesh, J., Hu, F.B., 2016. Body-mass index and all-cause mortality: individual-
participant-data meta-analysis of 239 prospective studies in four continents. The
Lancet 388, 776–786. doi: 10.1016/S0140-6736(16)30175-1 . 

arrett, L.F., Satpute, A.B., 2013. Large-scale brain networks in affective and social neu-
roscience: towards an integrative functional architecture of the brain. Curr. Opin.
Neurobiol., Soc. Emotion. Neurosci. 23, 361–372. doi: 10.1016/j.conb.2012.12.012 . 

ayliss, E.A., Ellis, J.L., Steiner, J.F., 2005. Subjective assessments of comorbidity correlate
with quality of life health outcomes: initial validation of a comorbidity assessment
instrument. Health Qual. Life Outcomes 3 (51). doi: 10.1186/1477-7525-3-51 . 

eard, J.R., Officer, A., de Carvalho, I.A., Sadana, R., Pot, A.M., Michel, J.-
P., Lloyd-Sherlock, P., Epping-Jordan, J.E., Peeters, G.M.E.E, (Geeske), Ma-
hanani, W.R., Thiyagarajan, J.A., Chatterji, S., 2016. The world report on ageing
and health: a policy framework for healthy ageing. The Lancet 387, 2145–2154.
doi: 10.1016/S0140-6736(15)00516-4 . 

olzenius, J.D., Laidlaw, D.H., Cabeen, R.P., Conturo, T.E., McMichael, A.R.,
Lane, E.M., Heaps, J.M., Salminen, L.E., Baker, L.M., Scott, S.E., Cooley, S.A.,
Gunstad, J., Paul, R.H., 2015. Brain structure and cognitive correlates of
body mass index in healthy older adults. Behav. Brain Res. 278, 342–347.
doi: 10.1016/j.bbr.2014.10.010 . 

ottone, F.G., Hawkins, K., Musich, S., Cheng, Y., Ozminkowski, R.J., Migliori, R.J.,
Yeh, C.S., 2013. The relationship between body mass index and quality of life in
community-living older adults living in the United States. J. Nutr. Health Aging 17,
495–501. doi: 10.1007/s12603-013-0022-y . 

rett, C.E., Dykiert, D., Starr, J.M., Deary, I.J., 2019. Predicting change in quality of life
from age 79 to 90 in the Lothian birth cohort 1921. Qual. Life Res. 28, 737–749.
doi: 10.1007/s11136-018-2056-4 . 

rett, C.E., Gow, A.J., Corley, J., Pattie, A., Starr, J.M., Deary, I.J., 2012. Psychosocial
factors and health as determinants of quality of life in community-dwelling older
adults. Qual. Life Res. 21, 505–516. doi: 10.1007/s11136-011-9951-2 . 

ushnell, M.C., Čeko, M., Low, L.A., 2013. Cognitive and emotional control of pain and its
disruption in chronic pain. Nat. Rev. Neurosci. 14, 502–511. doi: 10.1038/nrn3516 . 

harlson, M.E., Pompei, P., Ales, K.L., MacKenzie, C.R., 1987. A new method of classi-
fying prognostic comorbidity in longitudinal studies: development and validation. J.
Chronic Dis. 40, 373–383. doi: 10.1016/0021-9681(87)90171-8 . 

lderkin-Thompson, V., Ballmaier, M., Hellemann, G., Pham, D., Lavretsky, H., Ku-
mar, A., 2008. Daily functioning and prefrontal brain morphology in healthy and
depressed community-dwelling elderly. Am. J. Geriatr. Psychiatry 16, 633–642.
doi: 10.1097/JGP.0b013e3181794629 . 

ngen, H.G., Singer, T., 2013. Empathy circuits. Curr. Opin. Neurobiol. 23, 275–282.
doi: 10.1016/j.conb.2012.11.003 . 

rickson, K.I., Leckie, R.L., Weinstein, A.M., 2014. Physical activity,
fitness, and gray matter volume. Neurobiol. Aging 35, S20–S28.
doi: 10.1016/j.neurobiolaging.2014.03.034 . 

aget-Agius, C., Boyer, L., Wirsich, J., Ranjeva, J.-P., Richieri, R., Soulier, E., Confort-
Gouny, S., Auquier, P., Guye, M., Lançon, C., 2015. Neural substrate of quality of life
in patients with schizophrenia: a magnetisation transfer imaging study. Sci. Rep. 5,
17650. doi: 10.1038/srep17650 . 

alangola, M.F., Jensen, J.H., Babb, J.S., Hu, C., Castellanos, F.X., Di Martino, A., Fer-
ris, S.H., Helpern, J.A., 2008. Age-related non-Gaussian diffusion patterns in the pre-
frontal brain. J. Magn. Reson. Imaging 28, 1345–1350. doi: 10.1002/jmri.21604 . 

jell, A.M., Walhovd, K.B., 2010. Structural brain changes in aging: courses, causes and
cognitive consequences. Rev. Neurosci. 21. doi: 10.1515/REVNEURO.2010.21.3.187 .

jell, A.M., Westlye, L.T., Greve, D.N., Fischl, B., Benner, T., van der Kouwe, A.J.W.,
Salat, D., Bjørnerud, A., Due-Tønnessen, P., Walhovd, K.B., 2008. The relationship
between diffusion tensor imaging and volumetry as measures of white matter prop-
erties. NeuroImage 42, 1654–1668. doi: 10.1016/j.neuroimage.2008.06.005 . 

lorek, L., Tiepolt, S., Schroeter, M.L., Berrouschot, J., Saur, D., Hesse, S., Jochimsen, T.,
Luthardt, J., Sattler, B., Patt, M., Hoffmann, K.-T., Villringer, A., Classen, J., Gertz, H.-
J., Sabri, O., Barthel, H., 2018. Dual time-point [18f]florbetaben pet delivers dual
biomarker information in mild cognitive impairment and alzheimer’s disease. J.
Alzheimers Dis. 66, 1105–1116. doi: 10.3233/JAD-180522 . 

aribotto, V., Morbelli, S., Pagani, M., 2016. Dual-phase amyloid PET: hitting
two birds with one stone. Eur. J. Nucl. Med. Mol. Imaging 43, 1300–1303.
doi: 10.1007/s00259-016-3393-6 . 

iorgio, A., Santelli, L., Tomassini, V., Bosnell, R., Smith, S., De Stefano, N., Johansen-
Berg, H., 2010. Age-related changes in grey and white matter structure throughout
adulthood. NeuroImage 51, 943–951. doi: 10.1016/j.neuroimage.2010.03.004 . 
10 
ahm, S., Lotze, M., Domin, M., Schmidt, S., 2019. The association of health-related qual-
ity of life and cerebral gray matter volume in the context of aging: a voxel-based
morphometry study with a general population sample. NeuroImage 191, 470–480.
doi: 10.1016/j.neuroimage.2019.02.035 . 

arada, C.N., Natelson Love, M.C., Triebel, K., 2013. Normal cognitive aging. Clin Geriatr
Med 29, 737–752. doi: 10.1016/j.cger.2013.07.002 . 

enchoz, Y., Abolhassani, N., Büla, C., Guessous, I., Goy, R., Santos-Eggimann, B., 2019.
Change in quality of life among community-dwelling older adults: population-based
longitudinal study. Qual. Life Res. Int. J. Qual. Life Asp. Treat. Care Rehabil. 28,
1305–1314. doi: 10.1007/s11136-019-02108-w . 

siao, I.-T., Huang, C.-C., Hsieh, C.-J., Hsu, W.-C., Wey, S.-P., Yen, T.-C., Kung, M.-P.,
Lin, K.-J., 2012. Correlation of early-phase 18F-florbetapir (AV-45/Amyvid) PET im-
ages to FDG images: preliminary studies. Eur. J. Nucl. Med. Mol. Imaging 39, 613–620.
doi: 10.1007/s00259-011-2051-2 . 

dler, E.L., Benyamini, Y., 1997. Self-rated health and mortality: a review of twenty-seven
community studies. J. Health Soc. Behav. 38 (21). doi: 10.2307/2955359 . 

u, Y.-E.S., Lucey, B.P., Holtzman, D.M., 2014. Sleep and alzheimer disease pathol-
ogy —a bidirectional relationship. Nat. Rev. Neurol. 10, 115–119. doi: 10.1038/nrneu-
rol.2013.269 . 

ylhä, M., 2009. What is self-rated health and why does it predict mortal-
ity? Towards a unified conceptual model. Soc. Sci. Med. 69, 307–316.
doi: 10.1016/j.socscimed.2009.05.013 . 

alpouzos, G., Chételat, G., Baron, J.-C., Landeau, B., Mevel, K., Godeau, C., Barré, L.,
Constans, J.-M., Viader, F., Eustache, F., Desgranges, B., 2009. Voxel-based mapping
of brain gray matter volume and glucose metabolism profiles in normal aging. Neu-
robiol. Aging 30, 112–124. doi: 10.1016/j.neurobiolaging.2007.05.019 . 

harabian Masouleh, S., Arélin, K., Horstmann, A., Lampe, L., Kipping, J.A., Luck, T.,
Riedel-Heller, S.G., Schroeter, M.L., Stumvoll, M., Villringer, A., Witte, A.V., 2016.
Higher body mass index in older adults is associated with lower gray mat-
ter volume: implications for memory performance. Neurobiol. Aging 40, 1–10.
doi: 10.1016/j.neurobiolaging.2015.12.020 . 

raft, I., Balardin, J.B., Sato, J.R., Sommer, J., Tobo, P., Barrichello, C., Amaro, E.,
Kozasa, E.H., 2018. Quality of life is related to the functional connectivity of the de-
fault mode network at rest. Brain Imaging Behav. doi: 10.1007/s11682-018-9954-5 . 

uo, H.-C., Hsiao, I.-T., Hsieh, C.-J., Huang, C.-Y., Huang, K.-L., Wai, Y.-Y., Chuang, W.-L.,
Kung, M.-P., Chu, Y.-C., Yen, T.-C., Lin, K.-J., Huang, C.-C., 2017. Dual-phase 18F-
florbetapir positron emission tomography in patients with primary progressive apha-
sia, Alzheimer’s disease, and healthy controls: a preliminary study. J. Formos. Med.
Assoc. 116, 964–972. doi: 10.1016/j.jfma.2017.03.003 . 

a Joie, R., Perrotin, A., Barre, L., Hommet, C., Mezenge, F., Ibazizene, M., Camus, V.,
Abbas, A., Landeau, B., Guilloteau, D., de La Sayette, V., Eustache, F., Desgranges, B.,
Chetelat, G., 2012. Region-specific hierarchy between atrophy, hypometabolism, and
-amyloid (A) load in alzheimer’s disease dementia. J. Neurosci. 32, 16265–16273.
doi: 10.1523/JNEUROSCI.2170-12.2012 . 

i, C.-I., Lin, C.-H., Lin, W.-Y., Liu, C.-S., Chang, C.-K., Meng, N.-H., Lee, Y.-D.,
Li, T.-C., Lin, C.-C., 2014. Successful aging defined by health-related quality of
life and its determinants in community-dwelling elders. BMC Public Health 14.
doi: 10.1186/1471-2458-14-1013 . 

ieberman, G., Shpaner, M., Watts, R., Andrews, T., Filippi, C.G., Davis, M., Naylor, M.R.,
2014. White matter involvement in chronic musculoskeletal pain. J. Pain Off. J. Am.
Pain Soc. 15, 1110–1119. doi: 10.1016/j.jpain.2014.08.002 . 

in, K.-J., Hsiao, I.-T., Hsu, J.-L., Huang, C.-C., Huang, K.-L., Hsieh, C.-J., Wey, S.-
P., Yen, T.-C., 2016. Imaging characteristic of dual-phase 18F-florbetapir (AV-
45/Amyvid) PET for the concomitant detection of perfusion deficits and beta-amyloid
deposition in Alzheimer’s disease and mild cognitive impairment. Eur. J. Nucl. Med.
Mol. Imaging 43, 1304–1314. doi: 10.1007/s00259-016-3359-8 . 

alva, J.O., Bousquet, J., 2016. Operational definition of active and healthy age-
ing: Roadmap from concept to change of management. Maturitas 84, 3–4.
doi: 10.1016/j.maturitas.2015.11.004 . 

olzahn, A., Skevington, S.M., Kalfoss, M., Makaroff, K.S., 2010. The importance of facets
of quality of life to older adults: an international investigation. Qual. Life Res. 19,
293–298. doi: 10.1007/s11136-009-9579-7 . 

oore, R.C., Dev, S.I., Jeste, D.V., Dziobek, I., Eyler, L.T., 2015. Distinct neural corre-
lates of emotional and cognitive empathy in older adults. Psychiatry Res 232, 42–50.
doi: 10.1016/j.pscychresns.2014.10.016 . 

urray, C., Brett, C.E., Starr, J.M., Deary, I.J., 2011. Which aspects of subjectively
reported quality of life are important in predicting mortality beyond known
risk factors? The Lothian Birth Cohort 1921 Study. Qual. Life Res. 20, 81–90.
doi: 10.1007/s11136-010-9718-1 . 

etuveli, G., Wiggins, R.D., Hildon, Z., Montgomery, S.M., Blane, D., 2006. Quality of
life at older ages: evidence from the English longitudinal study of aging (wave 1). J.
Epidemiol. Community Health 60, 357–363. doi: 10.1136/jech.2005.040071 . 

erez, D.L., Williams, B., Matin, N., LaFrance, W.C., Costumero-Ramos, V., Fric-
chione, G.L., Sepulcre, J., Keshavan, M.S., Dickerson, B.C., 2017. Corticolimbic
structural alterations linked to health status and trait anxiety in functional neuro-
logical disorder. J. Neurol. Neurosurg. Psychiatry 88, 1052–1059. doi: 10.1136/jn-
np-2017-316359 . 

oisnel, G., Arenaza-Urquijo, E., Collette, F., Klimecki, O.M., Marchant, N.L., Wirth, M.,
de La Sayette, V., Rauchs, G., Salmon, E., Vuilleumier, P., Frison, E., Maillard, A.,
Vivien, D., Lutz, A., Chételat, G., 2018. The Age-Well randomized controlled trial of
the Medit-Ageing European project: Effect of meditation or foreign language training
on brain and mental health in older adults. Alzheimers Dement. Transl. Res. Clin.
Interv. 4, 714–723. doi: 10.1016/j.trci.2018.10.011 . 

 Core Team, 2019. R: A Language and Environment for Statistical Computing.. R Foun-
dation for Statistical Computing, Vienna, Austria URL https://www.R-project.org/
. 

https://doi.org/10.1001/jamaneurol.2020.0311
https://doi.org/10.1016/S0140-6736(16)30175-1
https://doi.org/10.1016/j.conb.2012.12.012
https://doi.org/10.1186/1477-7525-3-51
https://doi.org/10.1016/S0140-6736(15)00516-4
https://doi.org/10.1016/j.bbr.2014.10.010
https://doi.org/10.1007/s12603-013-0022-y
https://doi.org/10.1007/s11136-018-2056-4
https://doi.org/10.1007/s11136-011-9951-2
https://doi.org/10.1038/nrn3516
https://doi.org/10.1016/0021-9681(87)90171-8
https://doi.org/10.1097/JGP.0b013e3181794629
https://doi.org/10.1016/j.conb.2012.11.003
https://doi.org/10.1016/j.neurobiolaging.2014.03.034
https://doi.org/10.1038/srep17650
https://doi.org/10.1002/jmri.21604
https://doi.org/10.1515/REVNEURO.2010.21.3.187
https://doi.org/10.1016/j.neuroimage.2008.06.005
https://doi.org/10.3233/JAD-180522
https://doi.org/10.1007/s00259-016-3393-6
https://doi.org/10.1016/j.neuroimage.2010.03.004
https://doi.org/10.1016/j.neuroimage.2019.02.035
https://doi.org/10.1016/j.cger.2013.07.002
https://doi.org/10.1007/s11136-019-02108-w
https://doi.org/10.1007/s00259-011-2051-2
https://doi.org/10.2307/2955359
https://doi.org/10.1038/nrneurol.2013.269
https://doi.org/10.1016/j.socscimed.2009.05.013
https://doi.org/10.1016/j.neurobiolaging.2007.05.019
https://doi.org/10.1016/j.neurobiolaging.2015.12.020
https://doi.org/10.1007/s11682-018-9954-5
https://doi.org/10.1016/j.jfma.2017.03.003
https://doi.org/10.1523/JNEUROSCI.2170-12.2012
https://doi.org/10.1186/1471-2458-14-1013
https://doi.org/10.1016/j.jpain.2014.08.002
https://doi.org/10.1007/s00259-016-3359-8
https://doi.org/10.1016/j.maturitas.2015.11.004
https://doi.org/10.1007/s11136-009-9579-7
https://doi.org/10.1016/j.pscychresns.2014.10.016
https://doi.org/10.1007/s11136-010-9718-1
https://doi.org/10.1136/jech.2005.040071
https://doi.org/10.1136/jnnp-2017-316359
https://doi.org/10.1016/j.trci.2018.10.011
https://www.R-project.org/


V. Ourry, J. Gonneaud, B. Landeau et al. NeuroImage 231 (2021) 117819 

R  

S  

 

 

S  

S  

 

S  

 

 

 

 

S  

 

T  

T  

 

 

T  

T  

 

U  

U  

 

v  

 

 

V  

 

 

 

 

v  

W  

 

W  

 

W  

 

 

W  

 

Y  

 

Y  

 

Z  

 

ejeski, W.J., Mihalko, S.L., 2001. Physical activity and quality of life in older adults. J.
Gerontol. A. Biol. Sci. Med. Sci. 56, 23–35. doi: 10.1093/gerona/56.suppl_2.23 . 

exton, C.E., Betts, J.F., Demnitz, N., Dawes, H., Ebmeier, K.P., Johansen-Berg, H., 2016. A
systematic review of MRI studies examining the relationship between physical fitness
and activity and the white matter of the ageing brain. NeuroImage, Effects Phys. Cogn.
Act. Brain Struct. Function 131, 81–90. doi: 10.1016/j.neuroimage.2015.09.071 . 

hamay-Tsoory, S.G., 2011. The neural bases for empathy. Neurosci. Rev. J. Bringing
Neurobiol. Neurol. Psychiatry 17, 18–24. doi: 10.1177/1073858410379268 . 

ivertsen, H., Bjorklof, G.H., Engedal, K., Selbaek, G., Helvik, A.-S., 2015. Depression and
quality of life in older persons: a review. Dement. Geriatr. Cogn. Disord. 40, 311–339.
doi: 10.1159/000437299 . 

perling, R.A., Aisen, P.S., Beckett, L.A., Bennett, D.A., Craft, S., Fagan, A.M., Iwatsubo, T.,
Jack, C.R., Kaye, J., Montine, T.J., Park, D.C., Reiman, E.M., Rowe, C.C., Siemers, E.,
Stern, Y., Yaffe, K., Carrillo, M.C., Thies, B., Morrison-Bogorad, M., Wagster, M.V.,
Phelps, C.H., 2011. Toward defining the preclinical stages of Alzheimer’s disease: rec-
ommendations from the National Institute on Aging-Alzheimer’s Association work-
groups on diagnostic guidelines for Alzheimer’s disease. Alzheimers Dement 7, 280–
292. doi: 10.1016/j.jalz.2011.03.003 . 

pielberger, C.D., Gorsuch, R.L., Lushene, R.E., 1970. Manual for the State-Trait Anxiety
Inventory. https://ubir.buffalo.edu/xmlui/handle/10477/2895 . Accessed 29 June
2019. 

abesh, A., Jensen, J.H., Ardekani, B.A., Helpern, J.A., 2011. Estimation of tensors and
tensor-derived measures in diffusional kurtosis imaging. Magn. Reson. Med. 65, 823–
836. doi: 10.1002/mrm.22655 . 

akeuchi, H., Taki, Y., Nouchi, R., Hashizume, H., Sassa, Y., Sekiguchi, A., Kotozaki, Y.,
Nakagawa, S., Nagase, T., Miyauchi, C.M., Kawashima, R., 2014. Anatomical corre-
lates of quality of life: evidence from voxel-based morphometry: Brain Structure and
QOL. Hum. Brain Mapp. 35, 1834–1846. doi: 10.1002/hbm.22294 . 

he WHOQOL Group, 1994. Development of the WHOQOL: rationale and current status.
Int. J. Ment. Health 23, 24–56. doi: 10.1080/00207411.1994.11449286 . 

he WHOQOL Group, 1998. The world health organization quality of life assessment
(WHOQOL): Development and general psychometric properties. Soc. Sci. Med. 46,
1569–1585. doi: 10.1016/S0277-9536(98)00009-4 . 

ddin, L.Q., 2015. Salience processing and insular cortical function and dysfunction. Nat.
Rev. Neurosci. 16, 55–61. doi: 10.1038/nrn3857 . 

ddin, L.Q., Nomi, J.S., Hebert-Seropian, B., Ghaziri, J., Boucher, O., 2017. Structure
and function of the human insula. J. Clin. Neurophysiol. Off. Publ. Am. Electroen-
cephalogr. Soc. 34, 300–306. doi: 10.1097/WNP.0000000000000377 . 
11 
an Leeuwen, K.M.van Loon, van Nes, M.S., van Bosmans, F.A., J.E., Vet, de, H.C.W.,
Ket, J.C.F., Widdershoven, G.A.M., Ostelo, R.W.J.G., 2019. What does quality
of life mean to older adults? A thematic synthesis. PLOS ONE 14, e0213263.
doi: 10.1371/journal.pone.0213263 . 

eitch, D.P., Weiner, M.W., Aisen, P.S., Beckett, L.A., Cairns, N.J., Green, R.C.,
Harvey, D., Jack, C.R., Jagust, W., Morris, J.C., Petersen, R.C., Saykin, A.J.,
Shaw, L.M., Toga, A.W., Trojanowski, J.Q., 2019. Understanding disease pro-
gression and improving Alzheimer’s disease clinical trials: recent highlights from
the Alzheimer’s disease neuroimaging initiative. Alzheimers Dement 15, 106–152.
doi: 10.1016/j.jalz.2018.08.005 . 

on Steinbüchel, N., Lischetzke, T., Gurny, M., Eid, M., 2006. Assessing quality of life in
older people: psychometric properties of the WHOQOL-BREF. Eur. J. Ageing 3, 116–
122. doi: 10.1007/s10433-006-0024-2 . 

ancata, J., Alexandrowicz, R., Marquart, B., Weiss, M., Friedrich, F., 2006. The criterion
validity of the geriatric depression scale: a systematic review. Acta Psychiatr. Scand.
114, 398–410. doi: 10.1111/j.1600-0447.2006.00888.x . 

ashburn, R., Smith, K.W., Jette, A.M., Janney, C.A., 1993. The physical activity scale
for the elderly (PASE): development and evaluation. J Clin Epidemiol 46, 153–162.
doi: 10.1016/0895-4356(93)90053-4 . 

estlye, L.T., Walhovd, K.B., Dale, A.M., Bjørnerud, A., Due-Tønnessen, P., Engvig, A.,
Grydeland, H., Tamnes, C.K., Østby, Y., Fjell, A.M., 2010. Life-span changes of the hu-
man brain white matter: diffusion tensor imaging (DTI) and volumetry. Cereb. Cortex
20, 2055–2068. doi: 10.1093/cercor/bhp280 . 

u, S., Wang, R., Zhao, Y., Ma, X., Wu, M., Yan, X., He, J., 2013. The relationship between
self-rated health and objective health status: a population-based study. BMC Public
Health 13, 320. doi: 10.1186/1471-2458-13-320 . 

esavage, J.A., Sheikh, J.I., 1986. 9/geriatric depression scale (GDS): recent ev-
idence and development of a shorter version. Clin. Gerontol. 5, 165–173.
doi: 10.1300/J018v05n01_09 . 

üksel, D., Engelen, J., Schuster, V., Dietsche, B., Konrad, C., Jansen, A., Dannlowski, U.,
Kircher, T., Krug, A., 2018. Longitudinal brain volume changes in major depressive
disorder. J Neural Transm 125, 1433–1447. doi: 10.1007/s00702-018-1919-8 . 

awisza, K., Tobiasz-Adamczyk, B., Galas, A., Jab ł o ń ska, K., Grodzicki, T., 2019. Changes
in body mass index and quality of life —population-based follow-up study courage and
courage-polfus. Poland. Appl. Res. Qual. Life. doi: 10.1007/s11482-019-09776-3 . 

https://doi.org/10.1093/gerona/56.suppl_2.23
https://doi.org/10.1016/j.neuroimage.2015.09.071
https://doi.org/10.1177/1073858410379268
https://doi.org/10.1159/000437299
https://doi.org/10.1016/j.jalz.2011.03.003
https://ubir.buffalo.edu/xmlui/handle/10477/2895
https://doi.org/10.1002/mrm.22655
https://doi.org/10.1002/hbm.22294
https://doi.org/10.1080/00207411.1994.11449286
https://doi.org/10.1016/S0277-9536(98)00009-4
https://doi.org/10.1038/nrn3857
https://doi.org/10.1097/WNP.0000000000000377
https://doi.org/10.1371/journal.pone.0213263
https://doi.org/10.1016/j.jalz.2018.08.005
https://doi.org/10.1007/s10433-006-0024-2
https://doi.org/10.1111/j.1600-0447.2006.00888.x
https://doi.org/10.1016/0895-4356(93)90053-4
https://doi.org/10.1093/cercor/bhp280
https://doi.org/10.1186/1471-2458-13-320
https://doi.org/10.1300/J018v05n01_09
https://doi.org/10.1007/s00702-018-1919-8
https://doi.org/10.1007/s11482-019-09776-3

	Association of quality of life with structural, functional and molecular brain imaging in community-dwelling older adults
	Introduction
	Materials and methods
	Participants
	The world health organization’s quality of life instrument (WHOQOL-BREF)
	Psychoaffective measures
	Objective physical health and physical activity
	Neuroimaging data acquisition
	Neuroimaging preprocessing
	Calculation of global neuroimaging values
	Additional processing steps for voxel-wise analyses
	Statistical analyses

	Results
	Effect of demographics and covariates on QoL domains
	Associations between QoL domains and global neuroimaging values
	Voxel-wise associations between Phy-QoL and neuroimaging
	Phy-QoL items contributing to the associations with regional neuroimaging values

	Discussion
	Conclusion
	Acknowledgments
	Data and code availability statement
	Funding and support
	Credit authorship contribution statement
	Disclosure
	Supplementary materials
	Appendix
	References


