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Abstract: The clinical presentation of Parkinson’s disease (PD) is often dominated by depressive
symptoms, which can significantly impact the patients’ quality of life (QoL). However, it is not
clear how these depressive symptoms are interconnected, or if some symptoms are more influential
in affecting QoL. In the Cohort of Patients with Parkinson’s Disease in Spain (COPPADIS) study,
686 patients with PD were analyzed using network analyses. The patients completed the Beck
Depression Inventory II (BDI-II) and provided their overall QoL (EUROHIS-QOL) at the beginning
of the study. The study used centrality measures such as Expected Influence and Bridge Expected
Influence to identify depressive symptoms that had the greatest impact on overall QoL. The results
of exploratory network analyses indicate that the BDI-II items related to loss of energy, past failure,
and tiredness or fatigue have the greatest impact on overall QoL as measured by the EUROHIS-QOL
8-item index. The loss of energy and tiredness or fatigue BDI-II items are also strongly associated with a
number of different EUROHIS-QOL items, according to Bridge Expected Influences. For individuals
suffering from PD, network analysis can aid in identifying significant non-motor symptoms that
impact their QoL, thus paving the way for potential improvements.

Keywords: Parkinson’s disease; quality of life; BDI-II; depression; fatigue; network analysis

1. Introduction

Parkinson’s disease (PD) is one of the most common progressive neurodegenerative
disorders and characterized by motor and various non-motor symptoms [1]. Depression is
a crucial factor that determines the quality of life (QoL) in individuals with PD, and it is
a particularly significant non-motor symptom [2–5]. The overall QoL and health-related
QoL are critical outcomes of healthcare, and they are important predictors of morbidity
and mortality [6,7]. Therefore, identifying and treating depression is essential to maintain
QoL in individuals with PD. However, just a small number of individuals with PD who
report depressive symptoms fulfill the diagnostic criteria for a major depressive disorder
as defined by the Diagnostic and Statistical Manual of Mental Disorders (DSM) [8,9].
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Nonetheless, even subthreshold depressive symptoms can negatively affect the QoL of
individuals with PD [10]. To provide tailored treatment for individuals with PD and
depressive symptoms, it is important to determine which depressive symptoms have the
greatest impact on general QoL and different domains of QoL.

To address this inquiry, one must confront various methodological challenges. Measur-
ing and diagnosing depression in PD presents difficulties since there are multiple distinct
measures available. Diagnosis and thus prevalence may vary depending on the definition
of depressive disorders, e.g., major depression according to DSM criteria or depressive episode
according to the International Classification of Diseases (ICD), as well as various self-report
or clinician-rated psychiatric symptom rating scales [9,11]. In addition, there is significant
overlap between depression and other non-motor symptoms of PD [7,12,13]. Additionally,
different depressive symptoms may have the same or opposite effect on QoL, making
it challenging to determine the one-directional effect of these symptoms. Consequently,
conventional statistical methods may not capture the intricate interplay between depressive
symptoms and QoL measures. This presents an exciting scientific challenge that requires
careful consideration.

The method of network analysis is a promising way to model interactions between
a large number of variables, which is particularly important for the study of mental
health problems [14]. Unlike classical regression modeling, which reduces the structure of
variables to their shared information, network analysis directly estimates the associations
between all variables [15,16]. This exploratory approach allows for the visualization of the
relationships between multiple variables without the assumption of a direction of effects. In
this study, we implemented network analysis to reveal the complex interactive relationship
between depressive symptoms and QoL in people with PD (PwPD).

2. Materials and Methods
2.1. Study Design and Participants

We used data from the national, multicenter, and longitudinal Cohort of Patients
with Parkinson’s Disease in Spain (COPPADIS) study [17]. Non-demented PwPD between
30 and 75 years were recruited from January 2016 to November 2017. More detailed
information regarding the study design, content, and exclusion criteria can be found in the
COPPADIS study protocol [17]. We selected PwPD for whom measures of depression and
QoL were available at baseline (N = 686).

2.2. Extracted Variables

For measurement of depressive symptoms, the Beck Depression Inventory II (BDI-II)
was used. The BDI-II consists of 21 items (each rated on a 4-point Likert scale ranging
from zero to three). The summed total score ranges from 0 to 63 points, with higher values
indicating more depressive symptoms [18]. In our network analysis, we refrained from
classifying patients into two categories of having or not having depression. We felt that
even the presence of subsyndromal depression or some depressive symptoms could impact
the QoL. However, for descriptive statistics, we relied on the established BDI threshold to
identify patients with depression.

QoL was assessed with the EUROHIS-QOL [19]. The EUROHIS-QOL was derived
from the World Health Organization Quality of Life assessment [20]. It consists of eight
items given on a 5-point Likert scale and covers psychological, physical, social, and envi-
ronmental domains of QoL [19]: How would you rate your quality of life? (QOL); How
satisfied are you with your health? (HEA); Do you have enough energy for everyday life?
(ENE); How satisfied are you with your ability to perform your daily living activities?
(ACT); How satisfied are you with yourself? (YOU); How satisfied are you with your
personal relationships? (REL); Have you enough money to meet your needs? (MON); How
satisfied are you with the conditions of your living place? (LIV).

An index of overall QoL (EUROHIS-QOL 8-item index) is calculated by summation of
the scores of every item, whereby higher values indicate a better QoL [21].
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Furthermore, the following variables were obtained to describe the cohort: age, sex,
Hoehn and Yahr stage [22], Unified Parkinson’s Disease Rating Scale (UPDRS) parts III and
IV [23], total scores of the Non-Motor Symptoms Scale in Parkinson’s disease (NMSS) [24],
and the Mini-Mental State Examination (MMSE) [25].

2.3. Statistical Analyses

For statistical analyses, we used R (version 4.2.1, R Foundation for Statistical Com-
puting, Vienna, Austria), SPSS (IBM SPSS Statistics 27, IBM, Armonk, NY, USA), and
JASP (version 0.15, JASP Team, Amsterdam, The Netherlands). For the characterization
of the cohort, descriptive statistics were applied. Data were tested for normality by using
the Shapiro–Wilk test. For non-normally distributed data, the median and interquartile
range were determined. The level of statistical significance for all tests was set at p < 0.05
(two-tailed).

Exploratory network analyses were conducted to explore the associations between the
21 BDI-II items and the EUROHIS-QOL. In a network, the whole complex interacting system
between various symptoms is used to understand their connections. A regularization
technique was used to prevent overfitting the structure of the network [26], called the
extended Bayesian information criterion (EBIC) [27,28] with the least absolute shrinkage
and selection operator (LASSO) [29]. Due to the ordinal structure of the data, polychoric
correlations were estimated [30]. The tuning parameter of EBICglasso was set to 0.5 to allow
more sensitive and specific network analysis. The items of the questionnaires are displayed
by the nodes of the network and positioned by the Fruchterman–Reingold algorithm [31].
The connections between nodes are called edges and their thickness indicates the strength
of the correlations. Correlations were classified as low (|r|= 0.1), moderate (|r| = 0.3),
or strong (|r| = 0.5) [32]. Blue edges refer to a positive correlation, and red edges to a
negative one.

To describe the network, the centrality measure Expected Influence was determined by
relative values. The Expected Influence of a node is defined as the sum of the absolute
edge weights that are connected to that node, taking into account positive and negative
edges [33]. Additionally, the centrality measure Bridge Expected Influence (1-step) was
determined using relative values. Bridge Expected Influence refers to the sum of the value
of all edges that exist between a node of one community (i.e., a depressive symptom) and
all nodes of another community (i.e., the eight items of the EUROHIS-QOL) [34].

Moreover, we determined nodewise predictability to determine how well a given node
of a network (i.e., the EUROHIS-QOL 8-item index) is predictable by all nodes directly
connected to it (i.e., associated depressive symptoms) [35]. The obtained explained variance
R2 can be between 0 and 1, and values ≥0.13 are defined as moderate and ≥0.26 as high [32].

Network stability was assessed by means of the correlation stability (CS) coefficient
(number of case-dropping bootstraps = 1000). The CS coefficient quantifies the proportion
of cases which can be omitted to still maintain a correlation with the original centrality
measure that is at minimum 0.7 in at least 95% of samples [16]. The CS coefficient should
be in general above 0.25 and preferable above 0.5 [16].

3. Results
3.1. Descriptive Analyses

Descriptive statistics of the study population are shown in Table 1. Of the 686 PwPD,
274 (39.9%) were female and 412 (60.1%) were male. Patients had a median age of 64 years
(IQR = 57–70 years), and a median duration of the disease of five years (IQR = 2–8 years).
Most patients had a disease stage with bilateral involvement (Hoehn and Yahr stage ≥ 2),
and moderate motor impairment (median UPDRS III: 21 points; IQR = 14–30). Frequently,
they experienced one motor complication (median UPDRS IV: 1 point; IQR = 0–3). Patients
presented non-motor symptoms according to the NMSS with a median total score of
35 points (IQR = 19–61). The median BDI-II total score was 7 points (IQR = 3–13). Using
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the previously described BDI-II cut-offs, 16.2% (N = 111) had depression, 27.0% (N = 185)
had subthreshold depression, and 56.9% (N = 390) had no depression [36].

Table 1. Descriptive statistics (N = 686).

Variable

Age 64 (57–70)
Disease duration 5 (2–8)
HY off 2 (2–2)
UPDRS III off 21 (14–30)
UPDRS IV off 1 (0–3)
NMSS, total score 35 (19–61)
MMSE, total score 30 (29–30)
BDI-II, total score 7 (3–13)
1. Sadness 0 (0–1)
2. Pessimism 0 (0–1)
3. Past failure 0 (0–0)
4. Loss of pleasure 0 (0–1)
5. Guilty feelings 0 (0–0)
6. Punishment feelings 0 (0–0)
7. Self-dislike 0 (0–0)
8. Self-criticalness 0 (0–1)
9. Suicidal thoughts or wishes 0 (0–0)
10. Crying 0 (0–1)
11. Agitation 0 (0–1)
12. Loss of interest 0 (0–1)
13. Indecisiveness 0 (0–1)
14. Worthlessness 0 (0–1)
15. Loss of energy 1 (0–1)
16. Changes in sleeping pattern 1 (0–2)
17. Irritability 0 (0–1)
18. Changes in appetite 0 (0–1)
19. Concentration difficulty 1 (0–1)
20. Tiredness or fatigue 1 (0–1)
21. Loss of interest in sex 0 (0–1)
EUROHIS-QOL 8-item index 31 (28–33)
1. QOL, quality 4 (3–4)
2. HEA, health 3 (3–4)
3. ENE, energy 4 (3–4)
4. ACT, activities 4 (3–4)
5. YOU, yourself 4 (3–4)
6. REL, relationships 4 (4–4)
7. MON, money 4 (3–4)
8. LIV, living 4 (4–5)

Values are given as the medians and interquartile ranges. BDI-II: revised Beck Depression Inventory; EUROHIS-
QOL: European Union Health Interview Survey for Quality Of Life (QOL: How would you rate your quality
of life?; HEA: How satisfied are you with your health?; ENE: Do you have enough energy for everyday life?;
ACT: How satisfied are you with your ability to perform your daily living activities?; YOU: How satisfied are you
with yourself?; REL: How satisfied are you with your personal relationships?; MON: Have you enough money to
meet your needs?; LIV: How satisfied are you with the conditions of your living place?); HY: Hoehn and Yahr
stage; MMSE: Mini-Mental State Examination; N: number of participants; NMSS: Non-Motor Symptoms Scale in
Parkinson’s Disease; UPDRS: Unified Parkinson’s Disease Rating Scale.

3.2. Network Analyses

To explore the links between depressive symptoms (21 BDI-II items) and EUROHIS-
QOL, network analyses were conducted. The study examined two models: the first model
included the EUROHIS-QOL 8-item index, while the second model included all eight items
of the EUROHIS-QOL.
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3.2.1. Network Model 1: Association between BDI-II Items and Overall QoL
(EUROHIS-QOL 8-Item Index)

The network plot of model 1 is shown in Figure 1. The blue nodes display the items of
the BDI-II (b1–b21), and the orange node displays the EUROHIS-QOL 8-item index (QOL8)
as a measure of overall QoL.

Figure 1. Network structure BDI-II items and EUROHIS-QOL 8-item index (model 1). The blue nodes
display the items of the BDI-II (b1–b21), and the orange node displays the summed EUROHIS-QOL
8-item index (QOL8). The edges display the correlations between the nodes. Blue edges represent
positive associations, and red edges represent negative associations. The thickness of the edges
indicate how strong these connections are. BDI-II: revised Beck Depression Inventory (b1: Sadness;
b2: Pessimism; b3: Past failure; b4: Loss of pleasure; b5: Guilty feelings; b6: Punishment feelings;
b7: Self-dislike; b8: Self-criticalness; b9: Suicidal thoughts or wishes; b10: Crying; b11: Agitation;
b12: Loss of interest; b13: Indecisiveness; b14: Worthlessness; b15: Loss of energy; b16: Changes in
sleeping pattern; b17: Irritability; b18: Changes in appetite; b19: Concentration difficulty; b20: Tired-
ness or fatigue; b21: Loss of interest in sex); EUROHIS-QOL: European Union Health Interview
Survey for Quality Of Life.

On a global level, the network was well-connected (137 of 231 non-zero edges) without
isolated nodes. The BDI-II and QOL8 nodes had numerous interactions, primarily negative
ones (indicated by red edges). This means that depressive symptoms were linked to poorer
QoL. The strongest negative connections were observed between QOL8–loss of energy (b15),
QOL8–past failure (b3), and QOL8–tiredness or fatigue (b20), with edge weights detailed in
Table S1.

Expected Influence was determined for each node (see Figure 2, and Table S1). A
high Expected Influence means that changing the value of this node can have a rapid
effect on other nodes within the network. Here, QOL8 had the strongest negative Expected
Influence. Accordingly, QOL8 had the highest negative input weights from other nodes
that are directly connected. The 13 nodes that were directly connected to QOL8 (sadness,
pessimism, past failure, loss of pleasure, self-dislike, suicidal thoughts or wishes, crying, agitation,
loss of interest, indecisiveness, loss of energy, changes in appetite, tiredness or fatigue) explained
42.8% of QOL8 variance, as revealed by nodewise predictability analysis (see Table S1).
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Figure 2. Expected Influence BDI-II items and EUROHIS-QOL 8-item index (model 1). Expected
Influence centrality measures of the items of the BDI-II (b1–b21) and the EUROHIS-QOL 8-item
index (QOL8) are given in relative values. BDI-II: revised Beck Depression Inventory (b1: Sadness;
b2: Pessimism; b3: Past failure; b4: Loss of pleasure; b5: Guilty feelings; b6: Punishment feelings;
b7: Self-dislike; b8: Self-criticalness; b9: Suicidal thoughts or wishes; b10: Crying; b11: Agitation;
b12: Loss of interest; b13: Indecisiveness; b14: Worthlessness; b15: Loss of energy; b16: Changes in
sleeping pattern; b17: Irritability; b18: Changes in appetite; b19: Concentration difficulty; b20: Tired-
ness or fatigue; b21: Loss of interest in sex); EUROHIS-QOL: European Union Health Interview
Survey for Quality Of Life.

According to the case-dropping bootstrapped procedure, the network can be consid-
ered stable as the CS coefficient of Expected Influence remained high (CS(cor = 0.7) = 0.67)
(see Figure S1).

3.2.2. Network Model 2: Association between BDI-II Items and the Eight
EUROHIS-QOL Items

In the second network, we analyzed the association between BDI-II items and the
distinct EUROHIS-QOL items. The network plot of model 2 is shown in Figure 3. The blue
nodes represent the BDI-II items (b1–b21) and the orange nodes represent the eight items of
the EUROHIS-QOL.

Again, network analysis demonstrated a well-connected network (183 of 406 non-zero
edges) without isolated nodes. One can distinguish two parts reflecting the two different
questionnaires. However, there were many interactions between the nodes of the BDI-II
and the EUROHIS-QOL. These interactions were primarily negative, as depicted by the
red edges. This implies that a lower intensity of depressive symptoms is associated with a
higher QoL. The strongest negative connection between the two parts was observed be-
tween “tiredness or fatigue” and “Do you have enough energy for everyday life?” (b20 and
ENE), which is not surprising as both are similar constructs. However, identifying the de-
pressive symptoms that are linked with all eight items on the EUROHIS-QOL questionnaire
is a matter of great interest. This is why Bridge Expected Influences were determined. The
Bridge Expected Influence centrality measures are shown in Figure 4 (and also tabulated
in Table S2). The nodes b15 (loss of energy) and b20 (tiredness or fatigue) were found to
have the highest Bridge Expected Influences, suggesting that they are the most strongly
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associated depressive symptoms with all eight items on the EUROHIS-QOL questionnaire.
Thereby, node b15 is associated in particular with ACT (How satisfied are you with your
ability to perform your daily living activities?) (edge weight: −0.102). This means that
feeling loss of energy has greatest influence on the ability to perform daily living activities
among the QoL domains. Moreover, node b20 showed an association with ENE (Do you
have enough energy for everyday life?) of the quality-of-life domain (edge weight: −0.236).
Respectively, patients who reported tiredness or fatigue had less energy for everyday life.
As revealed by the network plot of model 2 (Figure 3), these two depressive symptoms with
the highest Bridge Expected Influence (loss of energy and tiredness or fatigue) were closely
connected to each other. Loss of pleasure (b4) was the third influential depressive symptom,
which is especially associated with QOL (How would you rate your quality of life?; edge
weight: −0.063) and REL (How satisfied are you with your personal relationships?; edge
weight: −0.053).

Figure 3. Network structure BDI-II items and EUROHIS-QOL items (model 2). The blue nodes display
the items of the BDI-II (b1–b21), and the orange nodes display the eight items of the EUROHIS-QOL.
The edges display the correlations between the nodes., Blue edges represent positive associations,
and red edges represent negative associations. The thickness of the edges indicate how strong these
connections are. BDI-II: revised Beck Depression Inventory (b1: Sadness; b2: Pessimism; b3: Past failure;
b4: Loss of pleasure; b5: Guilty feelings; b6: Punishment feelings; b7: Self-dislike; b8: Self-criticalness;
b9: Suicidal thoughts or wishes; b10: Crying; b11: Agitation; b12: Loss of interest; b13: Indecisiveness;
b14: Worthlessness; b15: Loss of energy; b16: Changes in sleeping pattern; b17: Irritability; b18: Changes
in appetite; b19: Concentration difficulty; b20: Tiredness or fatigue; b21: Loss of interest in sex);
EUROHIS-QOL: European Union Health Interview Survey for Quality Of Life (QOL: How would you
rate your quality of life?; HEA: How satisfied are you with your health?; ENE: Do you have enough
energy for everyday life?; ACT: How satisfied are you with your ability to perform your daily living
activities?; YOU: How satisfied are you with yourself?; REL: How satisfied are you with your personal
relationships?; MON: Have you enough money to meet your needs?; LIV: How satisfied are you with
the conditions of your living place?).
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Figure 4. Bridge Expected Influence BDI-II items and EUROHIS-QOL items (model 2). Bridge Expected
Influence centrality measures of the items of the BDI-II (b1–b21) and the eight items of the EUROHIS-
QOL are given in relative values. BDI-II: revised Beck Depression Inventory (b1: Sadness; b2: Pessimism;
b3: Past failure; b4: Loss of pleasure; b5: Guilty feelings; b6: Punishment feelings; b7: Self-dislike;
b8: Self-criticalness; b9: Suicidal thoughts or wishes; b10: Crying; b11: Agitation; b12: Loss of inter-
est; b13: Indecisiveness; b14: Worthlessness; b15: Loss of energy; b16: Changes in sleeping pattern;
b17: Irritability; b18: Changes in appetite; b19: Concentration difficulty; b20: Tiredness or fatigue;
b21: Loss of interest in sex); EUROHIS-QOL: European Union Health Interview Survey for Quality Of
Life (QOL: How would you rate your quality of life?; HEA: How satisfied are you with your health?;
ENE: Do you have enough energy for everyday life?; ACT: How satisfied are you with your ability to
perform your daily living activities?; YOU: How satisfied are you with yourself?; REL: How satisfied are
you with your personal relationships?; MON: Have you enough money to meet your needs?; LIV: How
satisfied are you with the conditions of your living place?).

According to the case-dropping bootstrapped procedure, the network can be considered
stable as the CS coefficient of Bridge Expected Influence remained high (CS(cor = 0.7) = 0.60)
(see Figure S2).

4. Discussion

Our research utilized network analysis to uncover intricate relationships between
depressive symptoms and QoL in PwPD. Our findings confirmed that there is a strong
correlation between the 21 items of the BDI-II and EUROHIS-QOL, whether we considered
the EUROHIS-QOL 8-item index (model 1) or all eight items together (model 2). These
correlations are largely negative, indicating that lower levels of depressive symptoms are
associated with higher QoL. Specifically, the two BDI-II items related to loss of energy (b15)
and tiredness or fatigue (b20) had the most significant impact on QoL. Furthermore, our
network analysis revealed that these two BDI-II items (b15 and b20) were closely linked to
each other.
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When evaluating the impact of depressive symptoms on QoL using the EUROHIS-
QOL 8-item index, our network analysis (model 1) found that feelings of loss of energy (b15),
past failure (b3), and tiredness or fatigue (b20) were influential symptoms. Considering the
impact of depressive symptoms on all eight items of the EUROHIS-QOL (model 2), network
analysis revealed negative associations between QoL and especially loss of energy (b15)
and tiredness or fatigue (b20). Taking into account the complex interactions of all 21 BDI-II
items and the eight QoL measures, network analysis demonstrated that both symptoms are
closely connected to each other. In addition, loss of pleasure (b4) was identified as the third
influential depressive symptom as revealed by Bridge Expected Influence.

In summary, the most influential depressive symptoms affecting both the EUROHIS-
QOL 8-item index and all eight EUROHIS-QOL items together were loss of energy (b15) and
feelings of tiredness or fatigue (b20). Overall, this study sheds light on the importance of
considering the complex interplay between depressive symptoms and QoL measures.

Fatigue is generally described as an all-encompassing feeling of tiredness, decreased
energy, and often a sense of complete depletion. It should not be confused with symptoms
of depression, such as feelings of worthlessness, despair, or hopelessness, although it can be
a sign of depression. Additionally, it is not equivalent to limb weakness or any visible sign
of physical weakness [37]. The definition indicates that loss of energy may be part of the
clinical picture of fatigue. However, these symptoms are considered separate components
of the BDI-II since not all individuals with loss of energy experience established fatigue.
Nevertheless, our research has revealed that both aspects are closely linked to one another.

One of the most prevalent and disabling non-motor symptoms in PwPD is fatigue [38],
which can manifest even in the early stages of the disease [39] and often persists or worsens
over time [40,41]. This can lead to decreased participation in social and recreational activi-
ties [42,43], negatively impacting the patients’ QoL [38,44]. This was also demonstrated in
this study, in which both BDI-II items (loss of energy and tiredness or fatigue) had a strong
influence on QoL. Therefore, identification and treatment of fatigue in PD appears to be
promising to improve patients’ QoL. However, there are currently no specific guidelines for
managing PD-related fatigue, and research has not provided enough evidence to support
the use of pharmaceutical or non-pharmaceutical treatments [45,46]. The primary and
essential step in managing fatigue in PD is to educate patients and their families about its
common occurrence.

Another BDI-II item that has great influence on QoL was past failure (b3). The ex-
perience of past failures can affect QoL [47,48], leading to negative psychological out-
comes [49,50]. Individuals who have experienced setbacks, failures, or negative life events
such as divorce or job loss, may attribute blame to themselves and experience shame due
to their inability to meet their own or others’ expectations in various aspects of life [51,52].
These feelings of shame can also contribute to a lower QoL and increased susceptibility to
psychopathological symptoms [53,54].

Moreover, the presence of loss of pleasure (b4), also known as anhedonia, is of central
importance within the network. Anhedonia is seen as the inability to feel pleasure from ac-
tivities or experiences that are normally enjoyable or rewarding [55]. Therefore, anhedonia
can have a significant impact on QoL [56,57].

Using network analyses, our previous study revealed the impact of depressive symp-
toms in PwPD [58,59]. It was demonstrated that in particular feelings of sadness are
important within the complex interacting network of non-motor symptoms in PD, as as-
sessed by the NMSS [58]. Furthermore, fatigue was identified as non-motor symptom that
is most strongly associated with health-related QoL, as assessed by the Parkinson’s Disease
Questionnaire 39 (PDQ-39) summary index and in particular the mobility and activities of
daily living subscales of the PDQ-39 [59]. These findings demonstrate that depression is
a heterogenous construct, and depressive symptoms often overlap with other non-motor
symptoms in PD [60].

Our study has shown that the loss of energy and constant fatigue are crucial factors in
the network of depressive symptoms and QoL measures. These symptoms are categorized
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under the somatic factor of depression, as per the BDI-II [60]. However, past failure and loss
of pleasure are also significant and fall under the affective factor of depression [60]. Overall,
our findings shed light on the importance of these symptoms in understanding depression
and its impact on an individual’s QoL.

Our research has shed light on the intricate interplay between symptoms of depression
and QoL in PwPD. However, our study has certain limitations. The inclusion and exclusion
criteria, such as age limit, absence of dementia or severe comorbidities, and lack of second-
line therapies, mean that the data generated may not be entirely representative of the PD
population. As a result, our findings cannot be applied to individuals with advanced
cognitive decline or to those living in different countries with varying healthcare systems.
Second, depressive symptoms and QoL measures were recorded on self-reports, that can
depend on mood and motivation. In this context, fluctuations of depressive symptoms
and QoL were not assessed. Third, in order to consider the largest study population we
used baseline data from the COPPADIS study, which were obtained in 2016 and 2017. In
general, a very large cohort is needed to perform a network analysis. A smaller cohort
would significantly reduce the stability of the network. Accordingly, the dataset is about
seven years old, which limits its comparability with more recent data. Fourth, network
analysis is still an exploratory approach. Therefore, our data cannot describe causality
between different symptoms or their effects on QoL longitudinally. Accordingly, further
research is required to determine if influencing the most influential depressive symptoms
can improve QoL.

5. Conclusions

Our study revealed complex interactions between depressive symptoms and QoL in
PwPD. Especially loss of energy and feelings of tiredness or fatigue were identified as the
most influential depressive symptoms. Furthermore, symptoms of past failure and loss of
pleasure also appear to have a noteworthy impact. Further research is required to determine
if influencing these symptoms can effectively improve QoL in PwPD.
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M, Sierra Peña M, Solano Vila B, Suárez Castro E, Tartari JP, Valero C, Vargas L, Vela L, Villanueva
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References
1. Titova, N.; Qamar, M.A.; Chaudhuri, K.R. The Nonmotor Features of Parkinson’s Disease. Int. Rev. Neurobiol. 2017, 132, 33–54.

[CrossRef] [PubMed]
2. Menon, B.; Nayar, R.; Kumar, S.; Cherkil, S.; Venkatachalam, A.; Surendran, K.; Deepak, K.S. Parkinson’s Disease, Depression,

and Quality-of-Life. Indian J. Psychol. Med. 2015, 37, 144–148. [CrossRef] [PubMed]
3. Martinez-Martin, P.; Rodriguez-Blazquez, C.; Kurtis, M.M.; Chaudhuri, K.R. The impact of non-motor symptoms on health-related

quality of life of patients with Parkinson’s disease. Mov. Disord. 2011, 26, 399–406. [CrossRef] [PubMed]
4. Bock, M.A.; Brown, E.G.; Zhang, L.; Tanner, C. Association of Motor and Nonmotor Symptoms With Health-Related Quality of

Life in a Large Online Cohort of People With Parkinson Disease. Neurology 2022, 98, e2194–e2203. [CrossRef] [PubMed]
5. Santos-García, D.; de la Fuente-Fernández, R. Impact of non-motor symptoms on health-related and perceived quality of life in

Parkinson’s disease. J. Neurol. Sci. 2013, 332, 136–140. [CrossRef] [PubMed]
6. Meyers, A.R.; Gage, H.; Hendricks, A. Health-related quality of life in neurology. Arch. Neurol. 2000, 57, 1224–1227. [CrossRef]
7. Schrag, A. Quality of life and depression in Parkinson’s disease. J. Neurol. Sci. 2006, 248, 151–157. [CrossRef]
8. Tandberg, E.; Larsen, J.P.; Aarsland, D.; Cummings, J.L. The Occurrence of Depression in Parkinson’s Disease: A Community-

Based Study. Arch. Neurol. 1996, 53, 175–179. [CrossRef]
9. Reijnders, J.S.; Ehrt, U.; Weber, W.E.; Aarsland, D.; Leentjens, A.F. A systematic review of prevalence studies of depression in

Parkinson’s disease. Mov. Disord. 2008, 23, 183–189; quiz 313. [CrossRef]
10. Schönenberg, A.; Zipprich, H.M.; Teschner, U.; Grosskreutz, J.; Witte, O.W.; Prell, T. Impact of subthreshold depression on

health-related quality of life in patients with Parkinson’s disease based on cognitive status. Health Qual. Life Outcomes 2021,
19, 107. [CrossRef]

11. Bahadoran, P.; Varela, R.; De Angelis, A.; Paviour, D.; Agrawal, N. Screening for depression in movement disorders clinic. Neurol.
Sci. 2021, 42, 969–978. [CrossRef] [PubMed]

https://doi.org/10.1016/bs.irn.2017.02.016
https://www.ncbi.nlm.nih.gov/pubmed/28554413
https://doi.org/10.4103/0253-7176.155611
https://www.ncbi.nlm.nih.gov/pubmed/25969597
https://doi.org/10.1002/mds.23462
https://www.ncbi.nlm.nih.gov/pubmed/21264941
https://doi.org/10.1212/WNL.0000000000200113
https://www.ncbi.nlm.nih.gov/pubmed/35418456
https://doi.org/10.1016/j.jns.2013.07.005
https://www.ncbi.nlm.nih.gov/pubmed/23890935
https://doi.org/10.1001/archneur.57.8.1224
https://doi.org/10.1016/j.jns.2006.05.030
https://doi.org/10.1001/archneur.1996.00550020087019
https://doi.org/10.1002/mds.21803
https://doi.org/10.1186/s12955-021-01753-5
https://doi.org/10.1007/s10072-020-04571-7
https://www.ncbi.nlm.nih.gov/pubmed/32681218


J. Clin. Med. 2023, 12, 4616 12 of 13

12. Goodarzi, Z.; Mrklas, K.J.; Roberts, D.J.; Jette, N.; Pringsheim, T.; Holroyd-Leduc, J. Detecting depression in Parkinson disease: A
systematic review and meta-analysis. Neurology 2016, 87, 426–437. [CrossRef]

13. Martinez-Martin, P.; Jeukens-Visser, M.; Lyons, K.E.; Rodriguez-Blazquez, C.; Selai, C.; Siderowf, A.; Welsh, M.; Poewe, W.; Rascol,
O.; Sampaio, C.; et al. Health-related quality-of-life scales in Parkinson’s disease: Critique and recommendations. Mov. Disord.
2011, 26, 2371–2380. [CrossRef] [PubMed]

14. Fried, E.I. Studying Mental Health Problems as Systems, Not Syndromes. Curr. Dir. Psychol. Sci. 2022, 31, 500–508. [CrossRef]
15. Borsboom, D.; Cramer, A.O. Network analysis: An integrative approach to the structure of psychopathology. Annu. Rev. Clin.

Psychol. 2013, 9, 91–121. [CrossRef]
16. Epskamp, S.; Borsboom, D.; Fried, E.I. Estimating psychological networks and their accuracy: A tutorial paper. Behav. Res.

Methods 2018, 50, 195–212. [CrossRef] [PubMed]
17. Santos-García, D.; Mir, P.; Cubo, E.; Vela, L.; Rodríguez-Oroz, M.C.; Martí, M.J.; Arbelo, J.M.; Infante, J.; Kulisevsky, J.;

Martínez-Martín, P.; et al. COPPADIS-2015 (COhort of Patients with PArkinson’s DIsease in Spain, 2015), a global--clinical
evaluations, serum biomarkers, genetic studies and neuroimaging--prospective, multicenter, non-interventional, long-term study
on Parkinson’s disease progression. BMC Neurol. 2016, 16, 26. [CrossRef] [PubMed]

18. Beck, A.T.; Steer, R.A.; Brown, G.K. Manual for the Beck Depression Inventory-II; Psychological Corporation: San Antonio, TX,
USA, 1996.

19. Nosikov, A.; Gudex, C. Development of a common instrument for quality of life. EUROHIS Dev. Common Instrum. Health Surv.
2003, 57, 145.

20. WHOQOL Group. The World Health Organization Quality of Life Assessment (WHOQOL): Development and general psycho-
metric properties. Soc. Sci. Med. 1998, 46, 1569–1585. [CrossRef]

21. Schmidt, S.; Mühlan, H.; Power, M. The EUROHIS-QOL 8-item index: Psychometric results of a cross-cultural field study. Eur. J.
Public. Health 2006, 16, 420–428. [CrossRef]

22. Hoehn, M.M.; Yahr, M.D. Parkinsonism: Onset, progression and mortality. Neurology 1967, 17, 427–442. [CrossRef]
23. Fahn, S.; Elton, R. Recent developments in Parkinson’s disease. Macmillan Health Care Inf. 1987, 2, 293–304.
24. Chaudhuri, K.R.; Martinez-Martin, P.; Brown, R.G.; Sethi, K.; Stocchi, F.; Odin, P.; Ondo, W.; Abe, K.; Macphee, G.; Macmahon, D.;

et al. The metric properties of a novel non-motor symptoms scale for Parkinson’s disease: Results from an international pilot
study. Mov. Disord. 2007, 22, 1901–1911. [CrossRef] [PubMed]

25. Folstein, M.F.; Folstein, S.E.; McHugh, P.R. ‘Mini-mental state’. A practical method for grading the cognitive state of patients for
the clinician. J. Psychiatr. Res. 1975, 12, 189–198. [CrossRef] [PubMed]

26. Hevey, D. Network analysis: A brief overview and tutorial. Health Psychol. Behav. Med. 2018, 6, 301–328. [CrossRef] [PubMed]
27. Foygel, R.; Drton, M. Extended Bayesian information criteria for Gaussian graphical models. arXiv 2010, arXiv:1011.6640.
28. Chen, J.; Chen, Z. Extended Bayesian information critera for model selection with large model spaces. Biometrika 2008, 95, 759–771.

[CrossRef]
29. Friedman, J.; Hastie, T.; Tibshirani, R. Sparse inverse covariance estimation with the graphical lasso. Biostatistics 2008, 9, 432–441.

[CrossRef] [PubMed]
30. Olsson, U. Maximum likelihood estimation of the polychoric correlation coefficient. Psychometrika 1979, 44, 443–460. [CrossRef]
31. Fruchterman, T.M.; Reingold, E.M. Graph drawing by force-directed placement. Softw. Pract. Exp. 1991, 21, 1129–1164. [CrossRef]
32. Cohen, J. Statistical Power Analysis for the Behavioral Sciences, 2nd ed.; Erlbaum: Hillsdale, NJ, USA, 1988.
33. Robinaugh, D.J.; Millner, A.J.; McNally, R.J. Identifying highly influential nodes in the complicated grief network. J. Abnorm.

Psychol. 2016, 125, 747–757. [CrossRef] [PubMed]
34. Jones, P.J.; Ma, R.; McNally, R.J. Bridge Centrality: A Network Approach to Understanding Comorbidity. Multivar. Behav. Res.

2021, 56, 353–367. [CrossRef] [PubMed]
35. Haslbeck, J.M.B.; Waldorp, L.J. How well do network models predict observations? On the importance of predictability in

network models. Behav. Res. Methods 2018, 50, 853–861. [CrossRef] [PubMed]
36. Reiff, J.; Schmidt, N.; Riebe, B.; Breternitz, R.; Aldenhoff, J.; Deuschl, G.; Witt, K. Subthreshold depression in Parkinson’s disease.

Mov. Disord. 2011, 26, 1741–1744. [CrossRef]
37. Krupp, L.B.; Pollina, D.A. Mechanisms and management of fatigue in progressive neurological disorders. Curr. Opin. Neurol.

1996, 9, 456–460. [CrossRef]
38. Barone, P.; Antonini, A.; Colosimo, C.; Marconi, R.; Morgante, L.; Avarello, T.; Bottacchi, E.; Cannas, A.; Ceravolo, G.; Ceravolo,

R.; et al. The PRIAMO study: A multicenter assessment of nonmotor symptoms and their impact on quality of life in Parkinson’s
disease. Mov. Disord. 2009, 24, 1641–1649. [CrossRef]

39. Pont-Sunyer, C.; Hotter, A.; Gaig, C.; Seppi, K.; Compta, Y.; Katzenschlager, R.; Mas, N.; Hofeneder, D.; Brücke, T.; Bayés, A.; et al.
The onset of nonmotor symptoms in Parkinson’s disease (the ONSET PD study). Mov. Disord. 2015, 30, 229–237. [CrossRef]

40. Friedman, J.H.; Friedman, H. Fatigue in Parkinson’s disease: A nine-year follow-up. Mov. Disord. 2001, 16, 1120–1122. [CrossRef]
41. Alves, G.; Wentzel-Larsen, T.; Larsen, J.P. Is fatigue an independent and persistent symptom in patients with Parkinson disease?

Neurology 2004, 63, 1908–1911. [CrossRef]
42. Herlofson, K.; Kluger, B.M. Fatigue in Parkinson’s disease. J. Neurol. Sci. 2017, 374, 38–41. [CrossRef]

https://doi.org/10.1212/WNL.0000000000002898
https://doi.org/10.1002/mds.23834
https://www.ncbi.nlm.nih.gov/pubmed/21735480
https://doi.org/10.1177/09637214221114089
https://doi.org/10.1146/annurev-clinpsy-050212-185608
https://doi.org/10.3758/s13428-017-0862-1
https://www.ncbi.nlm.nih.gov/pubmed/28342071
https://doi.org/10.1186/s12883-016-0548-9
https://www.ncbi.nlm.nih.gov/pubmed/26911448
https://doi.org/10.1016/S0277-9536(98)00009-4
https://doi.org/10.1093/eurpub/cki155
https://doi.org/10.1212/WNL.17.5.427
https://doi.org/10.1002/mds.21596
https://www.ncbi.nlm.nih.gov/pubmed/17674410
https://doi.org/10.1016/0022-3956(75)90026-6
https://www.ncbi.nlm.nih.gov/pubmed/1202204
https://doi.org/10.1080/21642850.2018.1521283
https://www.ncbi.nlm.nih.gov/pubmed/34040834
https://doi.org/10.1093/biomet/asn034
https://doi.org/10.1093/biostatistics/kxm045
https://www.ncbi.nlm.nih.gov/pubmed/18079126
https://doi.org/10.1007/BF02296207
https://doi.org/10.1002/spe.4380211102
https://doi.org/10.1037/abn0000181
https://www.ncbi.nlm.nih.gov/pubmed/27505622
https://doi.org/10.1080/00273171.2019.1614898
https://www.ncbi.nlm.nih.gov/pubmed/31179765
https://doi.org/10.3758/s13428-017-0910-x
https://www.ncbi.nlm.nih.gov/pubmed/28718088
https://doi.org/10.1002/mds.23699
https://doi.org/10.1097/00019052-199612000-00011
https://doi.org/10.1002/mds.22643
https://doi.org/10.1002/mds.26077
https://doi.org/10.1002/mds.1201
https://doi.org/10.1212/01.WNL.0000144277.06917.CC
https://doi.org/10.1016/j.jns.2016.12.061


J. Clin. Med. 2023, 12, 4616 13 of 13

43. Stocchi, F.; Abbruzzese, G.; Ceravolo, R.; Cortelli, P.; D’Amelio, M.; De Pandis, M.F.; Fabbrini, G.; Pacchetti, C.; Pezzoli, G.;
Tessitore, A.; et al. Prevalence of fatigue in Parkinson disease and its clinical correlates. Neurology 2014, 83, 215–220. [CrossRef]
[PubMed]

44. Jason, L.A.; Evans, M.; Brown, M.; Porter, N. What is fatigue? Pathological and nonpathological fatigue. PM&R 2010, 2, 327–331.
[CrossRef] [PubMed]

45. Franssen, M.; Winward, C.; Collett, J.; Wade, D.; Dawes, H. Interventions for fatigue in Parkinson’s disease: A systematic review
and meta-analysis. Mov. Disord. 2014, 29, 1675–1678. [CrossRef]

46. Elbers, R.G.; Berendse, H.W.; Kwakkel, G. Treatment of Fatigue in Parkinson Disease. JAMA 2016, 315, 2340–2341. [CrossRef]
[PubMed]

47. Ferreira, C.; Barreto, M.; Oliveira, S. The Link Between Major Life Events and Quality of Life: The Role of Compassionate Abilities.
Community Ment. Health J. 2021, 57, 219–227. [CrossRef]

48. Dohrenwend, B.P. Inventorying stressful life events as risk factors for psychopathology: Toward resolution of the problem of
intracategory variability. Psychol. Bull. 2006, 132, 477–495. [CrossRef]

49. Mundt, C.; Reck, C.; Backenstrass, M.; Kronmüller, K.; Fiedler, P. Reconfirming the role of life events for the timing of depressive
episodes. A two-year prospective follow-up study. J. Affect. Disord. 2000, 59, 23–30. [CrossRef]

50. Kessing, L.V.; Agerbo, E.; Mortensen, P.B. Does the impact of major stressful life events on the risk of developing depression
change throughout life? Psychol. Med. 2003, 33, 1177–1184. [CrossRef]

51. Lickel, B.; Kushlev, K.; Savalei, V.; Matta, S.; Schmader, T. Shame and the motivation to change the self. Emotion 2014, 14,
1049–1061. [CrossRef]

52. Rubenstein, L.M.; Freed, R.D.; Shapero, B.G.; Fauber, R.L.; Alloy, L.B. Cognitive Attributions in Depression: Bridging the Gap
between Research and Clinical Practice. J. Psychother. Integr. 2016, 26, 103–115. [CrossRef]

53. Ferreira, C.; Mendes, A.L.; Marta-Simões, J. The Role of Maladaptive Psychological Strategies in the Association between Shame
and Psychological Quality of Life. Eur. Psychiatry 2017, 41, S86. [CrossRef]

54. Zhang, H.; Carr, E.R.; Garcia-Williams, A.G.; Siegelman, A.E.; Berke, D.; Niles-Carnes, L.V.; Patterson, B.; Watson-Singleton, N.N.;
Kaslow, N.J. Shame and Depressive Symptoms: Self-compassion and Contingent Self-worth as Mediators? J. Clin. Psychol. Med.
Settings 2018, 25, 408–419. [CrossRef] [PubMed]

55. Berrios, G.E.; Olivares, J.M. The anhedonias: A conceptual history. Hist. Psychiatry 1995, 6, 453–470. [CrossRef]
56. Kaji, Y.; Hirata, K. Apathy and anhedonia in Parkinson’s disease. ISRN Neurol. 2011, 2011, 219427. [CrossRef]
57. Billones, R.R.; Kumar, S.; Saligan, L.N. Disentangling fatigue from anhedonia: A scoping review. Transl. Psychiatry 2020, 10, 273.

[CrossRef] [PubMed]
58. Heimrich, K.G.; Schönenberg, A.; Mühlhammer, H.M.; Mendorf, S.; Santos-García, D.; Prell, T. Longitudinal analysis of the

Non-Motor Symptoms Scale in Parkinson’s Disease (NMSS): An exploratory network analysis approach. Front. Neurol. 2023, 14,
972210. [CrossRef] [PubMed]

59. Heimrich, K.G.; Schönenberg, A.; Santos-García, D.; Mir, P.; Group, C.S.; Prell, T. The Impact of Nonmotor Symptoms on
Health-Related Quality of Life in Parkinson’s Disease: A Network Analysis Approach. J. Clin. Med. 2023, 12, 2573. [CrossRef]

60. Stohlman, S.L.; Barrett, M.J.; Sperling, S.A. Factor structure of the BDI-II in Parkinson’s disease. Neuropsychology 2021, 35, 540–546.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1212/WNL.0000000000000587
https://www.ncbi.nlm.nih.gov/pubmed/24928125
https://doi.org/10.1016/j.pmrj.2010.03.028
https://www.ncbi.nlm.nih.gov/pubmed/20656613
https://doi.org/10.1002/mds.26030
https://doi.org/10.1001/jama.2016.5260
https://www.ncbi.nlm.nih.gov/pubmed/27272586
https://doi.org/10.1007/s10597-020-00638-z
https://doi.org/10.1037/0033-2909.132.3.477
https://doi.org/10.1016/S0165-0327(99)00127-5
https://doi.org/10.1017/S0033291703007852
https://doi.org/10.1037/a0038235
https://doi.org/10.1037/int0000030
https://doi.org/10.1016/j.eurpsy.2017.01.270
https://doi.org/10.1007/s10880-018-9548-9
https://www.ncbi.nlm.nih.gov/pubmed/29488038
https://doi.org/10.1177/0957154X9500602403
https://doi.org/10.5402/2011/219427
https://doi.org/10.1038/s41398-020-00960-w
https://www.ncbi.nlm.nih.gov/pubmed/32769967
https://doi.org/10.3389/fneur.2023.972210
https://www.ncbi.nlm.nih.gov/pubmed/36864919
https://doi.org/10.3390/jcm12072573
https://doi.org/10.1037/neu0000739

	Introduction 
	Materials and Methods 
	Study Design and Participants 
	Extracted Variables 
	Statistical Analyses 

	Results 
	Descriptive Analyses 
	Network Analyses 
	Network Model 1: Association between BDI-II Items and Overall QoL (EUROHIS-QOL 8-Item Index) 
	Network Model 2: Association between BDI-II Items and the Eight EUROHIS-QOL Items 


	Discussion 
	Conclusions 
	Appendix A
	References

