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Background: Non-motor symptoms of Parkinson’s disease (PD) are highly 
prevalent and heterogenic. Previous studies aimed to gain more insight on 
this heterogeneity by investigating age and gender differences in non-motor 
symptom severity, but findings were inconsistent. Furthermore, besides 
examining the single effects of age and gender, the interaction between them in 
relation to non-motor functioning has -as far as we know- not been investigated 
before.

Objectives: To investigate the association of age and gender identity -as well as 
the interaction between age and gender identity- with non-motor symptoms 
and their impact on quality of life.

Methods: We combined three large and independent studies. This approach 
resulted in a total number of unique participants of 1,509. We  used linear 
regression models to assess the association of age and gender identity, and 
their interaction, with non-motor symptoms and their impact on quality of life.

Results: Older people with PD generally had worse cognitive functioning, 
worse autonomic functioning and worse quality of life. Women with PD 
generally experienced more anxiety, worse autonomic functioning and worse 
quality of life compared to men with PD, whereas men with PD generally had 
worse cognitive functioning. In interaction analyses by age and gender identity, 
depressive symptoms and anxiety were disproportionally worse with increasing 
age in women compared to men.

Conclusion: Our findings indicate that both age and gender -as well as their 
interaction- are differentially associated with non-motor symptoms of PD. 
Both research and clinical practice should pay more attention to demographic 
subgroups differences and possible different treatment approaches with respect 
to age and gender. We showed how combining datasets is of added value in this 
kind of analyses and encourage others to use similar approaches.
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1 Introduction

Parkinson’s disease (PD) is a neurodegenerative disorder 
characterized by both motor and non-motor symptoms, which affects 
more than 6 million people worldwide (1). Aging and gender are, 
together with genetics, environment and immune status, important 
factors in the development of PD (2) and possibly also in the 
development of non-motor symptoms. These non-motor symptoms 
are highly prevalent and often occur years before motor symptoms 
appear. Non-motor symptoms include anxiety, cognitive dysfunction, 
depression, autonomic dysfunction and many other symptoms, and 
they affect quality of life even more than motor symptoms in people 
with PD (3). Knowledge about non-motor symptoms in PD is very 
limited compared to motor symptoms (4). Insight into possible 
subgroup differences could help clinicians to deliver a more person-
centred approach (5), informed in part by certain demographic 
characteristics, such as age and gender.

Previous studies on the associations of age and gender with 
non-motor symptoms in people with PD did only focus on age and 
gender as separate factors and not on the interaction between them 
(6–18). Furthermore, previous findings regarding associations of age 
and gender with non-motor symptoms were inconsistent. There is 
evidence that cognitive functioning is worse in men (6, 7), including a 
large review (18), but some studies found worse cognitive functioning 
in women with PD (8–10) or no gender differences (11–14). Multiple 
studies reported a higher burden of depressive symptoms in women 
with PD (10, 11, 17, 18), but others found no gender differences (12, 
16). Higher anxiety levels in women have been reported (14, 17), but 
others did not find any gender differences (15, 16). There are 
indications that autonomic dysfunction is more prevalent in women 
compared to men (8, 13, 14, 17). However, other studies did not find 
gender differences in autonomic dysfunction (3, 7, 13) or found worse 
non-motor experiences of daily living in men (19).

Regarding age, previous literature showed conflicting findings with 
respect to the relationship between age and non-motor symptoms. This 
is the case for depressive symptoms (20), but also findings on the 
relationship between age and other non-motor symptoms are 
inconsistent. One study reported worse cognition, more anxiety and 
worse autonomic function in older people with PD (6), although two 
other studies found no relation between age and non-motor symptom 
severity (3, 8) or less anxiety in older people with PD.

These inconsistent findings might be the result of small sample 
sizes in some studies, which makes it difficult to draw robust 
conclusions. Furthermore, differences in selection of covariables, such 
as anti-depressants, UPDRS and other clinical or demographic 
variables are also likely to explain discrepant findings. Another 
potential explanation for inconclusive findings might be  that 
terminology related to sex and gender is often conflated in PD 
research. Therefore, we used gender identity in this study as a proxy 
for both potential biological sex-linked differences and sociocultural 
differences related to gender.

The relationship between non-motor symptoms and quality of life 
has been investigated, but insight in how this relationship is different 
between genders or across ages is scarce (12). One could expect 
considerable differences in personal lives and daily activities of young 
or middle-aged people with PD, who are often still professionally active 
or have a (relatively) young family, and older people with PD, for whom 
the disease introduces different challenges (21). Therefore, non-motor 

symptoms may impact daily life functioning and thereby quality of life 
differently for younger people compared to older people with PD.

Taken together, the impact of non-motor symptoms on quality of 
life may be  different across ages and between gender identities. 
However, this has not been investigated. Therefore, here 
we investigated the association of the severity of non-motor symptoms 
with both age and gender identity - as well as with the interaction of 
age and gender identity - where we hypothesize a greater severity of 
non-motor symptoms with increasing age. We expect worse cognitive 
functioning in men, and a higher burden of depressive symptoms, 
anxiety and worse autonomic function in women. Finally, 
we  investigated whether the association between non-motor 
symptoms severity and quality of life was different for increasing age 
and for gender identity. Although we expect that quality of life is better 
in younger people with PD (22), we  hypothesize that non-motor 
symptoms will have a more negative impact on quality of life for 
younger people with PD and for women more than for men. These 
insights will help to further personalize treatment, specifically tailored 
to gender identity and different age groups.

2 Methods

2.1 Study design and participants

Baseline data of three large and independent Dutch studies were 
used, namely the PRIME-NL study (23), Personalized Parkinson 
Project (PPP) (24) and NICE-PD study (25), all being performed by 
the Radboudumc Center of Expertise for Parkinson & Movement 
Disorders based in Nijmegen. PRIME-NL and PPP are observational 
studies, whereas the NICE-PD is a randomized controlled trial where 
we only used the baseline data. Inclusion and exclusion criteria for 
these studies are reported in the study protocols (23–25), but most 
notably, PPP only included people with PD with a disease duration 
shorter than 5 years. Participants were recruited in clinics, through 
ParkinsonNEXT (26) (an online platform to connect people with PD 
and researchers in the Netherlands), the Dutch Parkinson patient 
association (27) and Dutch national ParkinsonNet (28) (an existing 
nationwide clinical infrastructure in the Netherlands with 3,200 
specialized PD professionals). In analyses on the combined dataset, 
overlapping participants between cohorts were removed so that they 
appeared only once in the entire dataset. These participants were 
identified based on birthday.

Differences in non-motor symptoms can be the result of biological 
sex-linked differences, sociocultural differences related to gender or a 
combination of both. For example, potential differences in 
cardiovascular dysfunction can to a greater extent be explained by 
biological sex-linked differences. However, differences in anxiety can 
be  the result of both biological sex-linked differences as well as 
sociocultural differences related to gender. Therefore, we used gender 
identity in this study as a proxy for both potential biological sex-linked 
differences and sociocultural differences related to gender. Gender 
identity was asked of participants, where “women” and “men” were the 
only answer options in the PPP and NICE-PD study, while PRIME-NL 
study also included the answer option “other, namely…”.

The PRIME-NL study has been approved by the Ethical Board of 
the Radboud University Medical Center. The Personalized Parkinson 
Project and NICE-PD study have been approved by the local ethics 
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committee (Commissie Mensgebonden Onderzoek Arnhem-
Nijmegen). Participants signed a digital or written informed consent 
before inclusion in the study.

2.2 Outcome measures

We included the following non-motor symptoms in our analysis: 
cognitive functioning, anxiety, depressive symptoms and autonomic 
dysfunctions. All these measures were assessed in the PRIME-NL 
study and the PPP. In the NICE-PD study, only autonomic 
dysfunctions were assessed. Cognitive functioning was assessed using 
the Telephone Version for the Montreal Cognitive Assessment, with a 
maximum score of 22 points (T-MoCA). Anxiety was measured with 
the State–Trait Anxiety Inventory for Adults (STAI). Depressive 
symptoms were assessed using the Beck Depression Inventory (BDI-
II). Autonomic dysfunctions were assessed using the SCales for 
Outcomes in PArkinson’s Disease – AUTonomic dysfunction 
(SCOPA-AUT). Total scores on non-motor symptoms questionnaires 
(STAI, BDI-II and SCOPA-AUT) were the primary endpoints, where 
domain scores of these questionnaires were secondary endpoints.

2.3 Covariates

To correct for potential confounding effects, we  corrected for 
disease duration and study cohort in all analyses. Disease duration was 
used partly as proxy for motor symptom severity, because data of 
motor symptoms was not available. Furthermore, we corrected for age 
and gender identity when it was not the determinant.

2.4 Statistical analysis

First, all analyses were done for each study cohort separately, and 
afterwards for the combined dataset of the three study cohorts.

Primary analysis consisted of multiple linear regression models 
with both age and gender identity as independent variables and the 
outcome measure as dependent variable. We determined β-coefficients 
and p-values for each independent variable in each model. We used 
Bonferroni correction to adjust for multiple-comparison and 
considered p < 0.01 as a significant association with age or significant 
difference between gender identity.

Secondary analysis consisted of multiple linear regression models 
with age, gender identity and their interaction [age*gender identity] as 
independent variables and the outcome measure as dependent variable. 
We determined β-coefficients and p-values for the interaction term and 
considered p < 0.05 as significant evidence for differential association 
of age on outcome measures for gender identity.

To investigate the impact of non-motor symptoms on quality of 
life, we computed multiple linear regression models with quality of life 
as dependent variable, and outcome measures (non-motor symptoms) 
as independent variables. To investigate whether this impact differed 
for age and gender identity, we  also computed multiple linear 
regression models with non-motor symptom and age or gender 
identity and their interaction [non-motor symptom*age] or 
[non-motor symptom*gender identity] and quality of life as 
dependent variable.

Statistical analysis was done using R Statistics.

3 Results

3.1 Socio-demographic characteristics

Table 1 shows the demographic and disease characteristics of the 
total study population (n = 1,509) that consisted of participants in the 
PRIME-NL study (n = 920), PPP (n = 519) and NICE-PD study 
(n = 242). In analyses on the combined dataset, 172 participants 
participated in more than one study and were removed from 
PRIME-NL (overlap between PRIME-NL and PPP or PRIME-NL and 
NICE-PD) and/or NICE-PD (overlap between NICE-PD and PPP), 
so that they appeared only once in the entire dataset. The population 
consisted of 938 (62%) men and 571 (38%) women with a diagnosis 
of idiopathic PD. No participants identified as non-binary or gender-
divers. The overall mean age of 67.4 years (SD = 9.4) (women 
66.6 years; men 67.9 years) and disease duration of 4.6 years (SD = 4.4) 
(women 4.9 years; men 4.4 years). The youngest participant was 
31 years old, and the oldest participant was 93 years old. The mean 
Hoehn and Yahr stage was 2.2 (SD = 1.0) (women 2.2; men 2.2).

3.2 Associations of age and gender identity 
with non-motor symptoms

We first ran the primary analysis regarding age for each study 
cohort separately and then for the combined dataset of the three study 
cohorts (Figure 1). The single-cohort analysis showed that higher age 
was associated with worse cognitive functioning in both PRIME and 
PPP cohorts (Figure  2, upper graphs). Anxiety and depressive 
symptoms were not associated with age in neither the PRIME nor PPP 
cohorts. Worse autonomic function was associated with higher age in 
both the PRIME and PPP cohorts, while not in the NICE-PD cohort. 
After combining the three datasets, higher age was still associated with 
worse cognitive functioning and with worse overall autonomic 
functioning (Figure  1, left graph), as well as with worse gastro-
intestinal-, urinary- and pupillomotor functioning in older people with 
PD (Supplementary material A, left graph). The only exception was 
thermoregulatory functioning, which was worse in younger people 
with PD. Cardiovascular dysfunctions were not associated with age.

Regarding gender identity, we first ran the primary analysis for 
each study cohort separately. This analysis showed that cognitive 
function was worse in men in the PPP study cohort, while this was not 
confirmed in the PRIME-NL cohort (β = 0.14, p = 0.07) (Figure 2). In 
the PRIME study, anxiety, depressive symptoms and autonomic 
functions were all worse in women, while only the latter was found 
within the NICE-PD cohort and there were no gender differences in 
these three symptoms in the PPP cohort (Figure 2). After combining 
datasets, cognitive functioning was worse in men, but women 
experienced more anxiety and worse overall autonomic functioning 
(Figure 1, middle graph). Within anxiety, both state-and trait-anxiety 
were more severe in women compared to men 
(Supplementary material A, middle graph). The following autonomic 
functions were worse in women, compared to men: cardiovascular-, 
thermoregulatory-and pupillomotor functioning. Gastro-intestinal and 
urinary dysfunctions did not differ between gender identities.
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FIGURE 1

Association between age or gender and non-motor symptoms and quality of life. Points represent the regression coefficients of the linear models and 
bars the 95% confidence intervals. Outcome measures were standardized in order to make the estimates comparable. Models were adjusted for 
disease duration and study cohort. Positive β-coefficients for age or gender indicate worse quality of life or worse non-motor functioning for older 
people or women. Positive β-coefficients for interaction term (age*gender) indicate a worse quality of life or worse non-motor functioning with 
increasing age for women compared to men, whereas a negative interaction term indicates a worse quality of life or worse non-motor functioning 
with increasing age for men.

Secondary analyses were done first for each study cohort 
separately. Here, most associations of symptom severity with the 
interaction of age and gender identity pointed (insignificantly) in 
different directions per study cohort. This was the case for cognitive 
functioning, depressive symptoms and autonomic dysfunctions 
(Figure 2). After combining the datasets, this resulted in no significant 
interaction term, except for depressive symptoms. Anxiety pointed 

in both PRIME and PPP insignificantly into the same direction, 
which resulted in a significant interaction term after combining the 
datasets. The combined analysis thus showed that both anxiety and 
depressive symptoms are disproportionally more severe with in 
increasing age for women compared to men (Figure 1, right graph), 
although effect sizes are small, especially for depressive symptoms. In 
terms of scores on the STAI (anxiety) and BDI-II (depressive 

TABLE 1 Characteristics of participants.

All participants PRIME-NL study Personalized 
Parkinson’s Project

NICE-PD study

N = 1,509 N = 920 N = 519 N = 242

Age (Years) 67.4 (9.4) 69.6 (8.1) 61.7 (9.1) 70.9 (8.1)

Gender (Men) 938 (62.1) 561 (61.0) 306 (59.0) 166 (68.6)

Disease duration (Years since 

diagnosis)

4.6 (4.4)a 5.8 (4.9)k 2.7 (1.5)o 3.6 (4.0)

Hoehn and Yahr stage 2.2 (1.0)b 2.3 (1.2)l 1.9 (0.5)p -

Quality of life (PDQ-39, total score) 23.2 (12.7)c 25.8 (13.0) 20.5 (11.3)q 16.9 (10.3)t

Cognitive functioning (T-MoCA) 18.5 (2.8)d 18.0 (3.0)m 19.5 (2.1)r -

Anxiety (STAI, total score) 75.2 (19.0)e 75.6 (18.6)n 73.5 (19.3)s -

 State-anxiety 37.5 (10.1)e 37.6 (10.3)n 36.8 (9.6)s -

 Trait-anxiety 37.7 (9.7)e 38.0 (9.3)n 36.6 (10.0)s -

Depressive symptoms (BDI-II) 11.1 (6.8)e 11.7 (6.7)n 9.8 (6.7)s -

Autonomic dysfunctions (SCOPA-

AUT, total score)

14.8 (7.0)f 15.8 (7.0)n 13.9 (6.7)s 12.7 (6.6)u

 Gastro-intestinal 3.8 (2.7)g 4.1 (2.8)n 3.4 (2.6)s 3.4 (2.5)v

 Urinary 6.9 (3.6)h 7.5 (3.6)n 6.6 (3.5)s 5.9 (3.5)w

 Cardiovascular 0.9 (1.2)i 1.0 (1.3)n 0.8 (1.2)s 0.8 (1.2)x

 Thermoregulatory 2.5 (2.1)i 2.6 (2.1)n 2.5 (2.1)s 2.1 (1.9)y

 Pupillomotor 0.6 (0.8)j 0.7 (0.8)n 0.6 (0.8)s 0.6 (0.7)z

Mean (standard deviation) is presented, except for gender where number of participants (percentage) is presented. Total number of participants (n = 1,509) is smaller than sum of number of 
participants of PRIME-NL study (n = 920), Personalized Parkinson’s Project (n = 519) and NICE-PD study (242), because based on data of birth there was a possible overlap of 172 participants 
between studies, which were excluded from the analyses. PDQ-39, Parkinson’s Disease Questionnaire-39; T-MoCA, Telephone Version for the Montreal Cognitive Assessment; STAI; State–
Trait Anxiety Inventory for Adults; BDI-II, Beck Depression Inventory; SCOPA-AUT, SCales for Outcomes in PArkinson’s Disease – AUTonomic dysfunction.
an = 1,506, bn = 1,257, cn = 1,442, dn = 1,281, en = 1,277, fn = 1,443, gn = 1,459, hn = 1,462, in = 1,461, jn = 1,466, kn = 919, ln = 901, mn = 902, nn = 919, on = 517, pn = 492, qn = 453, rn = 518, sn = 497, 
tn = 240, un = 198, vn = 215, wn = 218, xn = 216, yn = 217, zn = 222.
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symptoms), this means that on average women increase, respectively, 
with 0.26 points and 0.06 per year of age more compared to men. 
Within anxiety, only state-anxiety increase was disproportionally 
more severe with increasing age for women compared to men 
(Supplementary material A, right graph). Within autonomic 
functions, this was only the case for pupillomotor dysfunctions, and 
other sub scores were not significantly associated with the interaction 
between age and gender identity.

3.3 Associations of age and gender identity 
with quality of life

Higher age and being a woman were both associated with a 
lower quality of life in only the PRIME cohort, while this 
association was not significant in the PPP and NICE-PD cohort 
(Figure 2). After combining the three datasets, these associations 
were significant (Figure 1). The decrease of quality of life with 
increased age was not different for men or women with PD 
(Figure 1).

3.4 Associations of non-motor symptoms 
with quality of life

Higher severity of all non-motor symptoms was associated with 
lower quality of life (Supplementary material B, left graph). Age or 
gender identity did not have an impact on this association between 
non-motor symptoms and quality of life (Supplementary material B, 
middle and right graph).

Unstandardized differences between gender identity or age on all 
outcome measures are shown in Supplementary material C.

4 Discussion

This is -as far as we  know- the first study that investigated 
the association of the interaction between age and gender identity with 
non-motor symptoms, which informs us whether non-motor 
symptoms are disproportionally worse with increase of age for women 
or men with PD. We found that both anxiety and depressive symptoms, 
but not autonomic symptoms, are disproportionally worse with 

FIGURE 2

Association between age or gender and non-motor symptoms and quality of life per study cohort (PRIME, PPP, NICE-PD and all studies combined). 
Points represent the regression coefficients of the linear models and bars the 95% confidence intervals. Outcome measures were standardized in order 
to make the estimates comparable. Models were adjusted for disease duration and study cohort. Positive β-coefficients for age or gender indicate 
worse quality of life or worse non-motor functioning for older people or women. Positive β-coefficients for interaction term (age*gender) indicate a 
worse quality of life or worse non-motor functioning with increasing age for women compared to men, whereas a negative interaction term indicates 
a worse quality of life or worse non-motor functioning with increasing age for men.
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increasing age for women compared to men with PD. These findings 
on group level are clinically relevant to facilitate a more individually 
tailored treatment of people with PD by raising more awareness 
in clinicians.

Regarding the associations between gender and non-motor 
symptoms, most of our findings were in line with our hypotheses and 
previous evidence, including worse cognitive functions in men (6, 7, 
18) and more severe anxiety (14, 17), autonomic dysfunctions (8, 13, 
14, 17) and worse quality of life in women with PD. The only exception 
was that we did not find a higher burden of depressive symptoms in 
women (β = 0.11, p = 0.056).

Also, most of our findings regarding associations of age with 
non-motor symptoms were in line with our hypotheses, including 
worse cognitive functions, autonomic functions and quality of life 
with increasing age. The associations of higher age with worse 
cognitive functioning and worse autonomic functions were to 
be expected and in line with previous studies (6). Our hypothesis was 
not confirmed for anxiety and depression were we did not find an 
effect of age. The association of age with anxiety and depressive 
symptoms is less clear (20), which may reflect differences between 
studies in the age span of participants, as these symptoms are 
sometimes worse in people with young-onset PD.

Our insights will help to further personalize treatment specifically 
for men and women and different age groups, because it guides 
clinicians on which symptoms to pay particular attention to. 
Inconsistent findings of previous studies regarding both age and 
gender identity can be explained by the smaller sample size (3, 12) and 
the younger age of participants (15, 29), whereas our study participants 
are (with a mean age of 67 years and 38% women) are more 
representative of the full PD population (with a mean age of 72 years 
and 42% women) (30).

The relationship between non-motor symptoms and quality of life 
has been investigated, but insight in how this relationship is different 
between genders is scarce (12) and therefore our analyses were rather 
exploratory. One small previous study (n = 89) found that higher levels 
of depressive symptoms were associated with lower quality of life in 
women, but not in men with PD (12). However, this previous finding 
might be explained by the low sample size of men (n = 47) (12). In the 
present study, we  did not find a differential impact of non-motor 
symptoms on quality of life across ages and between genders. There 
might be several explanations for not finding this effect. First, we might 
lack statistical power to detect the non-linear effects of age. Although 
we hypothesized that the quality of life of younger people with PD is 
better compared to older people with PD, in line with findings in 
people with young-onset PD (22), we  expected the impact of 
non-motor symptoms on quality of life to be larger for younger people 
with PD. To illustrate this possible effect, the impact of being 
incontinent may probably have a larger impact on the quality of life of 
a younger person, because of a professionally active or has a young 
family, compared to someone who is retired and at home most of the 
day. However, people with young-onset PD (diagnosis of PD < 40 years), 
in whom the impact of (non-motor) symptoms on quality of life is 
probably the largest, comprised only 1.7% of the participants (n = 26). 
Another possible explanation for not finding a differential impact of 
non-motor symptoms on quality of life across ages and between 
genders, may be the wide range of topics that the PDQ-39 covers and 
therefore the instrument may not be able to detect specific interactions. 
Although we did not find a differential impact of non-motor symptoms 

on quality of life across ages and between genders, all the non-motor 
symptoms that were studied negatively impacted quality of life. This 
finding highlights the burden of those non-motor symptoms and the 
importance of identification and treatment of the symptoms.

A unique aspect of the current study is that we  were able to 
combine datasets of multiple studies using similar methodology, 
which increased our sample size. At our research centre (Radboudumc 
Center of Expertise for Parkinson & Movement Disorders in 
Nijmegen, the Netherlands), more than 30 datasets of unique study 
cohorts are collected or still being collected (30). Combining multiple 
datasets enabled us to perform regression analyses including 
interaction terms, for which more statistical power is needed than for 
investigating a single association. This is highlighted in Figure  1, 
where we  show that determinants in single-study analyses 
insignificantly point in the same direction in all studies but become 
significant determinants after combining datasets (for example on 
anxiety). This example shows the added value of combining datasets 
of multiple studies, which may be useful for other research groups that 
aim to investigate associations of clinical measures and especially the 
interaction between them. These interaction analyses would not 
be possible by meta-analysing summary statistics of previous studies. 
Another benefit of combining datasets might be the investigation of 
associations between a variety of measures that are often not all 
assessed in a single study, including genetics, imaging, clinical-or 
questionnaire data. In addition, reduction of costs may be another 
benefit, by not having to repeat an expensive measure like Magnetic 
Resonance Imaging for participants that recently had such measure in 
another study. However, there are also factors that researchers should 
consider when combining datasets. First, the statistical power 
increases by increasing the number of participants and this may result 
in statistically significant findings that are not clinically relevant. 
Researchers should thus pay attention to the effect sizes. Second, the 
privacy of study participants should be the number one priority, and 
combining datasets potentially increases the risk of de-identification. 
Therefore, researchers must check whether they are allowed to 
combine datasets of participants that participate in multiple studies 
and take appropriate protective measures accordingly.

Decline of non-motor functioning, related to aging also occurs in 
the healthy population and also here differences between women en 
men are found (8). These differences can be explained by differences in 
social gender dimensions, but also by biological sex-linked differences. 
Regarding sex differences, the protective role of oestrogens in women 
(2) and the decrease in oestrogen levels in women during and after the 
menopause may play a role in autonomic functions (31). The decrease 
of oestrogen levels are associated with a peak of autonomic dysfunction 
during the menopause in healthy women (32). These autonomic 
dysfunctions include disorders of thermoregulation (33), 
cardiovascular disease (31), sexual dysfunction (31) and urinary 
incontinence (32). On average, the menopause presents on the age of 
51 until 58 years (31). These autonomic dysfunctions then steadily 
increase after the menopause in healthy women (32). In our study, 
where we  assume that most participants of our sample are post-
menopause, we  found similar results. Besides these biological sex 
differences, differences in non-motor symptoms may also be explained 
by gender dimensions (34). An example of this is that regardless of 
gender identity, higher traditional masculine gender roles predict lower 
anxiety and depressive symptoms (35). It seems that both women and 
elderly are more at-risk for developing non-motor symptoms, 
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regardless of having PD or not (5). The finding of worse cognitive 
functioning in men with PD seems to be specific to PD, although no 
explanation for this association exists (5). Furthermore, in people with 
PD, both the incidence and severity of non-motor symptoms are higher 
compared to age-matched healthy controls (8, 11, 15, 17). It is still 
unknown whether there is an interplay between degeneration of the 
dopaminergic system, ‘normal’ influence of aging and oestrogen levels. 
Further research should focus on the underlying social and biological 
mechanisms to better understand the, possibly differential, 
pathophysiology of non-motor symptoms in women with PD.

The current study also has some limitations. Specifically, measures 
of non-motor symptoms were self-reported, which means that 
interindividual differences in the accuracy and ability to cope with 
non-motor symptoms in their daily life may have influenced the 
results. Future research should therefore also include measures to 
objectively evaluate the severity of non-motor symptoms, in particular 
those related to autonomic symptoms. Another limitation of our study 
is that we were not able to correct for the severity of motor symptoms 
across all cohorts, because non-motor symptom severity was not 
assessed in all studies. Although we are aware that disease duration 
does not perfectly correlate with motor symptom severity, we used 
disease duration as a proxy for motor symptoms to correct for this in 
the pooled analysis across all cohorts. Furthermore, we performed a 
sensitivity analysis in single-cohort datasets where we corrected for 
motor symptom severity (UPDRS-III score), when available (PPP and 
NICE-PD cohorts). Adding the motor symptom severity in these 
single study sensitivity analyses did not substantially change the 
results of the main analyses without this variable. Results of this 
sensitivity analysis are shown in Supplementary material D. Other 
potential cofounding factors, such as cognition, were not assessed in 
all three cohorts or were assessed in a different way across cohorts. To 
exclude the potential confounding effect of cognition on depressive 
symptoms and vice versa, we performed a sensitivity analysis in which 
we  corrected for depressive symptoms when cognition was the 
outcome measure and vice versa. We did this in single-cohort datasets 
where MoCA was available (PRIME-NL and PPP). Adding the 
cognitive function or depressive symptoms in single study sensitivity 
analyses did not substantially change the results of the main analyses 
without these covariates. Results of this sensitivity analysis are shown 
in Supplementary material E. Future research could also investigate 
age and gender identity differences in other non-motor symptoms, 
including sleeping problems, hallucinations and apathy.

Nowadays, care for people with PD is moving from a one-size-
fits-all approach towards a more personalized approach (36). Although 
our group-level findings do not directly inform the care of one person 
with PD, identifying social and biological characteristics of people that 
have a higher propensity to develop certain symptoms may contribute 
to personalized care. Raising awareness in clinicians on these group-
level differences may lead to earlier identification and thereby earlier 
and more personalized treatment. We showed how combining datasets 
is of added value in this kind of analyses and encourage others to use 
similar approaches.

Data availability statement

The raw data supporting the conclusions of this article will be 
made available from the corresponding author on reasonable request. 

Requests to access these datasets should be directed to Sirwan.
darweesh@radboudumc.nl.

Ethics statement

The PRIME-NL study has been approved by the Ethical Board of 
the Radboud University Medical Center. The Personalized Parkinson 
Project and NICE-PD study have been approved by the local ethics 
committee (Commissie Mensgebonden Onderzoek Arnhem-
Nijmegen). The studies were conducted in accordance with the local 
legislation and institutional requirements. The participants provided 
their written informed consent to participate in this study.

Author contributions

BM: Conceptualization, Data curation, Formal analysis, 
Visualization, Writing – original draft. IG: Conceptualization, 
Supervision, Writing – review & editing. HK: Formal Analysis, 
Writing – original draft. WK: Writing – review & editing. DR: Data 
curation, Writing – review & editing. BB: Funding acquisition, Writing 
– review & editing. BP: Writing – review & editing. NV: Supervision, 
Writing – review & editing. SD: Conceptualization, Supervision, 
Writing – review & editing.

Funding

The author(s) declare financial support was received for the 
research, authorship, and/or publication of this article. This research 
is part of the PRIME project, which was funded by the Gatsby 
Foundation [GAT3676] as well as by the Ministry of Economic 
Affairs. The Center of Expertise for Parkinson & Movement 
Disorders was supported by a Center of excellence grant by the 
Parkinson Foundation.

Conflict of interest

BB currently serves as Editor in Chief for Journal of 
Parkinson’s disease; serves on the editorial board of Practical 
Neurology and Digital Biomarkers; has received honoraria from 
serving on the scientific advisory board for AbbVie, Biogen, and 
UCB; has received fees for speaking at conferences from AbbVie, 
Zambon, Roche, GE Healthcare, and Bial; and has received 
research support from the Netherlands Organization for Scientific 
Research, The Michael J. Fox Foundation, UCB, AbbVie, the 
Stichting Parkinson Fonds, the Hersenstichting Nederland, the 
Parkinson’s Foundation, Verily Life Sciences, Horizon 2020, the 
Topsector Life Sciences and Health, the Gatsby Foundation, and 
the Parkinson Vereniging. NV reports grants from The 
Netherlands Organisation for Health Research and Development 
(ZonMw) and The Michael J Fox Foundation. SD has received 
funding from the Parkinson’s Foundation (PF-FBS-2026), 
ZonMW (09150162010183), ParkinsonNL (P2022-07 and P2021-
14), Michael J Fox Foundation (MJFF476 022767) and Edmond J 
Safra Foundation.

https://doi.org/10.3389/fneur.2024.1339716
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
mailto:Sirwan.darweesh@radboudumc.nl
mailto:Sirwan.darweesh@radboudumc.nl


Maas et al. 10.3389/fneur.2024.1339716

Frontiers in Neurology 08 frontiersin.org

The remaining authors declare that the research was conducted in 
the absence of any commercial or financial relationships that could be 
construed as a potential conflict of interest.

The author(s) declared that they were an editorial board member 
of Frontiers, at the time of submission. This had no impact on the peer 
review process and the final decision.

Publisher’s note

All claims expressed in this article are solely those of the authors 
and do not necessarily represent those of their affiliated 

organizations, or those of the publisher, the editors and the 
reviewers. Any product that may be evaluated in this article, or 
claim that may be made by its manufacturer, is not guaranteed or 
endorsed by the publisher.

Supplementary material

The Supplementary material for this article can be found online 
at: https://www.frontiersin.org/articles/10.3389/fneur.2024.1339716/
full#supplementary-material

References
 1. Collaborators GN. Global, regional, and national burden of neurological disorders, 

1990-2016: a systematic analysis for the global burden of disease study 2016. Lancet 
Neurol. (2019) 18:459–80. doi: 10.1016/S1474-4422(18)30499-X

 2. Cerri S, Mus L, Blandini F. Parkinson's disease in women and men: What's the 
difference? J Parkinsons Dis. (2019) 9:501–15. doi: 10.3233/JPD-191683

 3. Tomic S, Rajkovaca I, Pekic V, Salha T, Misevic S. Impact of autonomic dysfunctions 
on the quality of life in Parkinson's disease patients. Acta Neurol Belg. (2017) 117:207–11. 
doi: 10.1007/s13760-016-0739-6

 4. Martinez-Martin P, Falup Pecurariu C, Odin P, van Hilten JJ, Antonini A, Rojo-
Abuin JM, et al. Gender-related differences in the burden of non-motor symptoms in 
Parkinson's disease. J Neurol. (2012) 259:1639–47. doi: 10.1007/s00415-011-6392-3

 5. Marinus J, Zhu K, Marras C, Aarsland D, van Hilten JJ. Risk factors for non-motor 
symptoms in Parkinson's disease. Lancet Neurol. (2018) 17:559–68. doi: 10.1016/
S1474-4422(18)30127-3

 6. Szewczyk-Krolikowski K, Tomlinson P, Nithi K, Wade-Martins R, Talbot K, Ben-Shlomo 
Y, et al. The influence of age and gender on motor and non-motor features of early Parkinson's 
disease: initial findings from the Oxford Parkinson disease center (OPDC) discovery cohort. 
Parkinsonism Relat Disord. (2014) 20:99–105. doi: 10.1016/j.parkreldis.2013.09.025

 7. Liu R, Umbach DM, Peddada SD, Xu Z, Tröster AI, Huang X, et al. Potential sex 
differences in nonmotor symptoms in early drug-naive Parkinson disease. Neurology. 
(2015) 84:2107–15. doi: 10.1212/WNL.0000000000001609

 8. Krishnan S, Sarma G, Sarma S, Kishore A. Do nonmotor symptoms in Parkinson's 
disease differ from normal aging? Mov Disord. (2011) 26:2110–3. doi: 10.1002/mds.23826

 9. Gao L, Nie K, Tang H, Wang L, Zhao J, Gan R, et al. Sex differences in cognition 
among Chinese people with Parkinson's disease. J Clin Neurosci. (2015) 22:488–92. doi: 
10.1016/j.jocn.2014.08.032

 10. Song Y, Gu Z, An J, Chan PChinese Parkinson Study Group. Gender differences 
on motor and non-motor symptoms of de novo patients with early Parkinson's disease. 
Neurol Sci. (2014) 35:1991–6. doi: 10.1007/s10072-014-1879-1

 11. Nicoletti A, Vasta R, Mostile G, Nicoletti G, Arabia G, Iliceto G, et al. Gender effect 
on non-motor symptoms in Parkinson's disease: are men more at risk? Parkinsonism 
Relat Disord. (2017) 35:69–74. doi: 10.1016/j.parkreldis.2016.12.008

 12. Yoon J, Kim JS, Jang W, Park J, Oh E, Youn J, et al. Gender differences of nonmotor 
symptoms affecting quality of life in Parkinson disease. Neurodegener Dis. (2017) 
17:276–80. doi: 10.1159/000479111

 13. San Luciano M, Wang C, Ortega RA, Giladi N, Marder K, Bressman S, et al. Sex 
differences in LRRK2 G2019S and idiopathic Parkinson's disease. Ann Clin Transl 
Neurol. (2017) 4:801–10. doi: 10.1002/acn3.489

 14. Kovács M, Makkos A, Aschermann Z, Janszky J, Komoly S, Weintraut R, et al. 
Impact of sex on the nonmotor symptoms and the health-related quality of life in 
Parkinson's disease. Parkinsons Dis. (2016) 2016:1–12. doi: 10.1155/2016/7951840

 15. Picillo M, Amboni M, Erro R, Longo K, Vitale C, Moccia M, et al. Gender 
differences in non-motor symptoms in early, drug naive Parkinson’s disease. J Neurol. 
(2013) 260:2849–55. doi: 10.1007/s00415-013-7085-x

 16. van der Hoek TC, Bus BA, Matui P, van der Marck MA, Esselink RA, Tendolkar I. 
Prevalence of depression in Parkinson's disease: effects of disease stage, motor subtype 
and gender. J Neurol Sci. (2011) 310:220–4. doi: 10.1016/j.jns.2011.07.007

 17. Solla P, Cannas A, Ibba FC, Loi F, Corona M, Orofino G, et al. Gender differences 
in motor and non-motor symptoms among Sardinian patients with Parkinson's disease. 
J Neurol Sci. (2012) 323:33–9. doi: 10.1016/j.jns.2012.07.026

 18. Georgiev D, Hamberg K, Hariz M, Forsgren L, Hariz GM. Gender differences in 
Parkinson's disease: a clinical perspective. Acta Neurol Scand. (2017) 136:570–84. doi: 
10.1111/ane.12796

 19. Abraham A, Bay AA, Ni L, Schindler N, Singh E, Leeth E, et al. Gender differences 
in motor and non-motor symptoms in individuals with mild-moderate Parkinson's 
disease. PLoS One. (2023) 18:e0272952. doi: 10.1371/journal.pone.0272952

 20. Antar T, Morris HR, Faghri F, Leonard HL, Nalls MA, Singleton AB, et al. 
Longitudinal risk factors for developing depressive symptoms in Parkinson's disease. J 
Neurol Sci. (2021) 429:117615. doi: 10.1016/j.jns.2021.117615

 21. Post B, van den Heuvel L, van Prooije T, van Ruissen X, van de Warrenburg B, 
Nonnekes J. Young onset Parkinson's disease: a modern and tailored approach. J 
Parkinsons Dis. (2020) 10:S29–36. doi: 10.3233/JPD-202135

 22. te Groen M, Bloem BR, Wu SS, Post BThe Parkinson’s Foundation Quality 
Improvement Initiative investigators. Better quality of life and less caregiver strain in 
young-onset Parkinson's disease: a multicentre retrospective cohort study. J Neurol. 
(2021) 268:1102–9. doi: 10.1007/s00415-020-10266-y

 23. Ypinga JHL, Van Halteren AD, Henderson EJ, Bloem BR, Smink AJ, Tenison E, 
et al. Rationale and design to evaluate the PRIME Parkinson care model: a prospective 
observational evaluation of proactive, integrated and patient-centred Parkinson care in 
the Netherlands (PRIME-NL). BMC Neurol. (2021) 21:286. doi: 10.1186/
s12883-021-02308-3

 24. Bloem BR, Marks WJJ, Silva de Lima AL, Kuijf ML, van Laar T, Jacobs BPF, et al. 
The personalized Parkinson project: examining disease progression through broad 
biomarkers in early Parkinson's disease. BMC Neurol. (2019) 19:160. doi: 10.1186/
s12883-019-1394-3

 25. Radder DLM, Lennaerts HH, Vermeulen H, van Asseldonk T, Delnooz CCS, 
Hagen RH, et al. The cost-effectiveness of specialized nursing interventions for people 
with Parkinson's disease: the NICE-PD study protocol for a randomized controlled 
clinical trial. Trials. (2020) 21:88. doi: 10.1186/s13063-019-3926-y

 26. ParkinsonNext.

 27. Parkinsonvereniging.

 28. Bloem BR, Munneke M. Revolutionising management of chronic disease: the 
ParkinsonNet approach. BMJ. (2014) 348:g1838. doi: 10.1136/bmj.g1838

 29. Guo X, Song W, Chen K, Chen X, Zheng Z, Cao B, et al. Disease duration-related 
differences in non-motor symptoms: a study of 616 Chinese Parkinson's disease patients. 
J Neurol Sci. (2013) 330:32–7. doi: 10.1016/j.jns.2013.03.022

 30. Maas BR, Bloem BR, Ben-Shlomo Y, Evers LJW, Helmich RC, Kalf JG, et al. Time 
trends in demographic characteristics of participants and outcome measures in 
Parkinson's disease research: a 19-year single-center experience. Clin Park Relat Disord. 
(2023) 8:100185. doi: 10.1016/j.prdoa.2023.100185

 31. El Khoudary SR, Greendale G, Crawford SL, Avis NE, Brooks MM, Thurston RC, 
et al. The menopause transition and women's health at midlife: a progress report from 
the study of Women's health across the nation (SWAN). Menopause. (2019) 26:1213–27. 
doi: 10.1097/GME.0000000000001424

 32. Nitti VW. The prevalence of urinary incontinence. Rev Urol. (2001) 2:S2–6.

 33. Kaciuba-Uscilko H, Grucza R. Gender differences in thermoregulation. Curr Opin 
Clin Nutr Metab Care. (2001) 4:533–6. doi: 10.1097/00075197-200111000-00012

 34. Göttgens I, Darweesh SKL, Bloem BR, Oertelt-Prigione S. The impact of multiple 
gender dimensions on health-related quality of life in persons with Parkinson's disease: 
an exploratory study. J Neurol. (2022) 269:5963–72. doi: 10.1007/s00415-022-11228-2

 35. Arcand M, Juster RP, Lupien SJ, Marin MF. Gender roles in relation to symptoms 
of anxiety and depression among students and workers. Anxiety Stress Coping. (2020) 
33:661–74. doi: 10.1080/10615806.2020.1774560

 36. van Halteren AD, Munneke M, Smit E, Thomas S, Bloem BR, Darweesh SKL. 
Personalized Care Management for Persons with Parkinson's disease. J Parkinsons Dis. 
(2020) 10:S11–20. doi: 10.3233/JPD-202126

https://doi.org/10.3389/fneur.2024.1339716
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/articles/10.3389/fneur.2024.1339716/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fneur.2024.1339716/full#supplementary-material
https://doi.org/10.1016/S1474-4422(18)30499-X
https://doi.org/10.3233/JPD-191683
https://doi.org/10.1007/s13760-016-0739-6
https://doi.org/10.1007/s00415-011-6392-3
https://doi.org/10.1016/S1474-4422(18)30127-3
https://doi.org/10.1016/S1474-4422(18)30127-3
https://doi.org/10.1016/j.parkreldis.2013.09.025
https://doi.org/10.1212/WNL.0000000000001609
https://doi.org/10.1002/mds.23826
https://doi.org/10.1016/j.jocn.2014.08.032
https://doi.org/10.1007/s10072-014-1879-1
https://doi.org/10.1016/j.parkreldis.2016.12.008
https://doi.org/10.1159/000479111
https://doi.org/10.1002/acn3.489
https://doi.org/10.1155/2016/7951840
https://doi.org/10.1007/s00415-013-7085-x
https://doi.org/10.1016/j.jns.2011.07.007
https://doi.org/10.1016/j.jns.2012.07.026
https://doi.org/10.1111/ane.12796
https://doi.org/10.1371/journal.pone.0272952
https://doi.org/10.1016/j.jns.2021.117615
https://doi.org/10.3233/JPD-202135
https://doi.org/10.1007/s00415-020-10266-y
https://doi.org/10.1186/s12883-021-02308-3
https://doi.org/10.1186/s12883-021-02308-3
https://doi.org/10.1186/s12883-019-1394-3
https://doi.org/10.1186/s12883-019-1394-3
https://doi.org/10.1186/s13063-019-3926-y
https://doi.org/10.1136/bmj.g1838
https://doi.org/10.1016/j.jns.2013.03.022
https://doi.org/10.1016/j.prdoa.2023.100185
https://doi.org/10.1097/GME.0000000000001424
https://doi.org/10.1097/00075197-200111000-00012
https://doi.org/10.1007/s00415-022-11228-2
https://doi.org/10.1080/10615806.2020.1774560
https://doi.org/10.3233/JPD-202126

	Age and gender differences in non-motor symptoms in people with Parkinson’s disease
	1 Introduction
	2 Methods
	2.1 Study design and participants
	2.2 Outcome measures
	2.3 Covariates
	2.4 Statistical analysis

	3 Results
	3.1 Socio-demographic characteristics
	3.2 Associations of age and gender identity with non-motor symptoms
	3.3 Associations of age and gender identity with quality of life
	3.4 Associations of non-motor symptoms with quality of life

	4 Discussion
	Data availability statement
	Ethics statement
	Author contributions

	References

