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Abstract. The increasing prevalence of people with Parkinson’s disease (PD) necessitates a high priority for finding interven-
tions to delay or even prevent the onset of PD. There is converging evidence that exercise may exert disease-modifying effects
in people with clinically manifest PD, but whether exercise also has a preventive effect or is able to modify the progression
of the pathology in the prodromal phase of PD is unclear. Here we provide some considerations on the design of trials that
aim to prevent PD through exercise. First, we discuss the who could benefit from exercise, and potential exercise-related
risks. Second, we discuss what specific components of exercise mediate the putative disease-modifying effects. Third, we
address how methodological challenges such as blinding, adherence and remote monitoring could be handled and how we
can measure the efficacy of exercise as modifier of the course of prodromal PD. We hope that these considerations help in
designing exercise prevention trials for persons at risk of developing PD.
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INTRODUCTION

The prevalence of Parkinson’s disease (PD)
increased considerably in the past decades [1],
intensifying the need for development of disease-
modifying treatments in a prodromal or early
symptomatic disease phase. Treatments to alter dis-
ease progression when the underlying pathology
is still limited hold potential to ultimately slow
disease progression or, when applied during the
prodromal phase, to postpone or even prevent the
clinically manifest phase of PD. Trials aiming to
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prevent PD are scarce; only two pharmacological
trials are either prepared (NCT05611372) or active
(NCT04534023), while one non-pharmacological
trial NCT06193252; Slow-SPEED-NL) is currently
active. We previously pointed to the merits of a com-
plementary approach that uses non-pharmacological
lifestyle interventions; among these, there is most
persuasive evidence for aerobic exercise [2]. In
contrast to pharmacological interventions, lifestyle
interventions have limited side-effects and are widely
available. On the other hand, they also pose method-
ological challenges with respect to, e.g., blinding or
adherence. We previously provided suggestions as
to whom to target, and also stressed the potential of
administrating the intervention remotely, leveraging
the use of digital technology to promote scalability
and to overcome challenges in blinding and adher-
ence [2].
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Through this scoping review, we aim to enrich our
previous work [2] with an update on what type of
exercise to study in PD prevention trials, who could
potentially benefit most, how to monitor exercise
engagement and how to measure exercise efficacy on
cardiorespiratory fitness and intermediate prodromal
PD outcomes.

WHOM TO TARGET IN PD EXERCISE
PREVENTION TRIALS

The prodromal phase of PD emerges up to 15-20
years prior to meeting the PD diagnosis criteria
offering potential time to install disease modifying
treatments when the pathology is still limited [3-5].
Criteria to diagnose prodromal PD with absolute cer-
tainty are not yet available. The MDS research criteria
for prodromal PD offer a list of risk markers to help to
identify eligible participants for exercise trials aimed
at preventing PD [6]. We used these criteria to create
an overview (Table 1) in which we provide specific
considerations for the design of exercise trials for the
prevention of PD. For practical reasons we catego-
rized the MDS risk markers in Table 1 into three
groups: low-, medium-, and high risk. We antici-
pate that the MDS criteria will be continue to be
updated in years to come, and future versions may
also entail components of the two recent biological
classifications of PD [7, 8], which incorporate bio-
logical measures such as the presence of a-synuclein
in the skin or cerebrospinal fluid to further stage and
identify the earliest phases of (prodromal) PD [7, 8].
We refer to the work by Crotty et al. for generic con-
siderations regarding the feasibility of trial inclusion
for a presumed prodromal cohort carrying these risk
markers [9]. Here, we highlight additional consider-
ations that are specific to the design of exercise trials
in the context of PD prevention.

Targeting individuals with a high suspicion of pro-
dromal PD (based on the MDS risk criteria) will
increase the likelihood of emerging prodromal fea-
tures within the timeframe of a clinical trial, which is
needed to demonstrate disease-modifying effects of
exercise [9]. By contrast, targeting individuals with
a combination of risk markers likely increases this
likelihood even further. Novel frameworks, includ-
ing biological criteria as mentioned above may help
to identify people with prodromal PD with more pre-
cision in the future. PD incidence steadily rises with
age [10]. Therefore, an overall enrichment factor to
increase the likelihood of developing PD could be

by including older persons to increase the chance
of emerging measurable prodromal symptoms within
the time frame of a clinical trial.

Who could benefit most from exercise?

To date, no exercise trials have been performed in
individuals with prodromal PD, leaving it uncertain
who could benefit most from exercise for PD preven-
tion. Theoretically, one factor that may be of influence
is the extent of the underlying PD pathology at the
moment of trial inclusion. Those with limited PD
pathology (i.e., early stage) may benefit more from
the effect of exercise as there is more dopaminergic
tissue to preserve, compared to those in whom pathol-
ogy is more advanced. However, targeting those with
presumably more advanced pathology will be more
likely to phenoconvert to fully manifest PD, or at least
show measurable changes in PD-related prodromal
features within the time frame of the clinical trial. In
Table 1, we estimated the presumed disease stage of
the underlying PD pathology on the moment of onset
of risk markers as described in previous work of Dar-
weesh et al. [3], Fereshtehnejad et al. [4], and Schrag
et al. [11]. We categorized the presumed underlying
PD pathology into three stages, calculated as the num-
ber of years that symptoms would appear prior to PD
diagnosis: early defined as > 10 years, in-between as
5-10 years, and advanced as<5 years of symptom
onset prior to PD diagnosis. Apart from disease stage,
an overarching enrichment factor could be to target
sedentary people who are more likely to benefit from
exercise, but this selection criterion also poses a chal-
lenge as these individuals are likely less eager to be
recruited into exercise trials (as we demonstrated in
the ParkFit trial in patients with clinically manifest
PD) [12] and to comply with the exercise intervention
[13].

Considerations regarding exercise complications

Engaging in (vigorous) exercise may increase
the risk of falls, musculoskeletal injury and sud-
den cardiac disease, particularly when carried out
by unfit individuals [14]. Elderly with concomitant
mobility problems, cardiovascular co-morbidities,
or those with advanced prodromal pathology have
an increased risk of exercise-related complications.
During the clinical trial, it is important to monitor
potential complications.
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Table 1

Whom to include for exercise prevention trials? Considerations on the selection of suitable trial participants for exercise prevention trials
of Parkinson’s disease

Characteristics Examples Generic Exercise-specific
Likelihood of Presumed Considerations
prodromal PD* disease stage™*
Prodromal DAT-deficit High Advanced — Exercise benefit may be limited due to advanced
manifestations disease stage
— Increased risk for complications due to mobility
problems (e.g., falls)
Subthreshold Medium In between — Increased risk for complications due to mobility

Parkinsonism and (subthreshold
neurogenic OH Parkinsonism) High
(OH)

problems (e.g., falls)

Other symptoms ~ Range from high In between — Symptomatic OH increase risk for falls

(RBD) to medium

(olfactory loss) or low

(other features™**)
Non-manifest Monogenic or Range from high Early — Exercise benefit may be high due to early disease
mutation carriers  polygenic (PRKN, PINK1, stage, but needs a long trial time-frame for prodromal

SNCA, PARK?7), features to emerge to measure exercise efficacy

medium (LRRK2 or

GBALl) or low

(polygenic)
Environmental Environmental Low Early — Exercise benefit may be high due to early disease
markers factors™*** stage, but needs a long trial time-frame for prodromal

features to emerge to measure exercise efficacy

— Physical inactive individuals may benefit more, but
are less eager to be recruited and compliant to an
exercise trial [12] and have a small increased risk of
acute cardiac disease due to (aerobic) exercise [14]

— Older age with co-morbidities increase risk of exercise
complications (e.g., falls, cardiovascular risk)

DAT, Dopamine Active Transporter; OH, orthostatic hypotension; RBD, Rapid Eye Movement sleep Behavior Disorder *Likelihood of
prodromal PD defined as low risk with LR <5, medium risk with LR 5-20 and high risk with LR >?20 based on MDS prodromal research
criteria. Of monogenic mutation carriers other than LRRK2 and GBAI no LR is reported, yet the chance of developing PD at age 80 is
90-100% implying a high risk of developing PD. **Presumed disease stage categorized into 3 stages: early as > 10 years, in-between as 5-10
years and advanced as <5 years of symptom onset prior to PD diagnosis. ***Other symptomatology = excessive daytime somnolence, loss of
cognitive function, orthostatic hypotension, constipation, depression and anxiety, erectile- and urinary dysfunction ****Other environmental
factors = age, never smoker, physical inactivity, pesticides exposure, non-use of caffeine, first degree relative with PD.

WHAT: WHICH EXERCISE
COMPONENTS ARE SUITABLE FOR PD
PREVENTION TRIALS

Exercise is divided into four components: aerobic-
, resistance-, flexibility-, and neuromotor exercise
[15]. We here describe the available evidence on their
effect in PD to determine what type of exercise could
potentially bear a disease-modifying effect in preven-
tion trials. Table 2 highlights considerations for each
exercise component.

Aerobic exercise

Moderate- to vigorous intensity exercise
Aerobic exercise classifies into light-, moderate-,
or vigorous-intensity exercise. The largest body of

evidence is available on moderate- and vigorous
exercise. Vigorous exercise stabilizes motor symp-
toms as measured with the Movement Disorders
Society Unified Parkinson’s Disease Rating Scale
(MDS-UPDRS) part III by >4.0 after 6 months of
training in PD patients with mild disease severity
[16, 17] with similar results for moderate exercise
[18]. Trials of shorter duration also showed posi-
tive effect on mobility, non-motor symptoms such as
depression [19], executive cognitive functioning [20,
21] and quality of life. Furthermore, animal mod-
els [22] and neuroimaging data [23] suggest that
exercise improves preservation of basal ganglia net-
works by promoting adaptive plasticity. It remains
uncertain whether this merely reflects a symptomatic
or compensatory effect. We do not yet fully under-
stand the exact pathophysiology of PD and lack
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Table 2

What exercise to study in exercise prevention trials? Considerations on the nature of the exercise intervention in prevention trials of

Parkinson’s Disease

Exercise component Examples Pros Cons
1. Aerobic exercise Moderate to — Most convincing evidence on — Not feasible for all (co-morbidities,
vigorous symptomatic, neuro-imaging and animal access to sports facilities)
studies on putative neuroprotective — (Professional) supervision needed to
properties train in specific heart rate zones
— Able to be monitored remotely with — Can be monotonous; Chal]enging
wearables (see Table 4) adherence
Light — Accessible for those who cannot — Probably needs a higher volume of
engage in strenuous exercise (e.g., due to exercise than moderate- to vigorous
co-morbidity) intensity exercise
— No supervision needed — Time consuming, can be monotonous;
challenging adherence
— Can be done in home environment — No evidence available on effect in
clinical studies in PD
— Able to be monitored remotely with — When using wearables, other objective
wearables (see Table 4) monitoring options than walking/step
count are not suitable
2. Resistance exercise Strength — Considerable evidence on beneficial — No imaging or animal studies to
effect on (non)motor symptoms support potential neuroprotective
properties
— Access to equipment/weights needed
3. Flexibility exercise Stretching — No equipment needed, can be done — Too scarce evidence to attribute

from home

potential disease-modifying effect

— Can be done at each part of the day

4. Neuromotor exercise Balance, agility,

coordination

— Mostly a multicomponent sport often
perceived as fun improving adherence

— Too scarce evidence to attribute
potential disease-modifying effect

— Often sports that also include other
exercise components, impeding to study
distinct effect of neuromotor component.

ultimate biomarkers for disease progression making
it difficult to thoroughly investigate the underlying
mechanisms and demonstrate potential disease mod-
ification through exercise. The ongoing SPARX 3
trial (NCT04284436) will give more insights in the
mechanisms by which moderate- and vigorous exer-
cise potentially have a protective effect by studying
a selection of blood biomarkers and neuroimag-
ing markers. Overall, we consider the evidence as
convincing, making moderate- and vigorous exer-
cise a suitable intervention for exercise prevention
trials.

Light intensity exercise

In contrast to the evidence on the effect of
moderate- and vigorous exercise, little evidence is
available on light-intensity aerobic exercise, such
as walking. One study showed that a small sam-
ple of PD patients with gait impairment improved
walking distance after light-intensity exercise, which
was a similar result compared to a vigorous exer-

cise group [24]. However, this study lacked necessary
potential biomarkers of disease progression to draw a
conclusion on disease-modifying potential. Another
study that included walking as light-intensity exer-
cise intervention was a combined intervention with
moderate- to vigorous exercise components which
makes it impossible to draw a conclusion on the
effect of light exercise alone [25]. This study, like the
one mentioned above, also lacked necessary poten-
tial biomarkers of disease progression to draw a
conclusion on disease-modifying potential. Despite
these drawbacks in prospective controlled stud-
ies, epidemiological evidence indicates an inverse
association between physical activity and PD risk,
regardless of intensity [26]. Therefore, we hypothe-
size that even exercise of light intensity (but perhaps
with a large volume) may impact the pathophysiolog-
ical processes underlying PD. This could clinically
have an enormous impact because exercise of light
intensity is highly accessible, even to people who are
not able to engage in strenuous exercise (e.g., due to
co-morbidity).
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Resistance exercise

Resistance training, or strength training has many
positive effects, including improvements in motor
symptoms [27-29], functional mobility (i.e., gait;
timed-up and go) [27-32], muscle strength [32-34],
balance [33, 34], cognitive functioning [35], qual-
ity of life [31], and depression [33]. Bone density
has also been shown to improve [30] and preventing
muscle weakness may prevent falls and alleviate fear
for falling which contributes to reduced mobility and
quality of life [36, 37]. However, most strength train-
ing studies performed in people with PD had small
sample sizes that make it impossible to draw defini-
tive conclusions about effectiveness [38]. In healthy
people, increasing muscle strength is associated with
lower all-cause mortality, cardiovascular disease and
less risk of developing cancer and diabetes; inter-
estingly, these effects appeared to be independent
of aerobic activities [39]. These are interesting find-
ings indicating potentially interesting physiological
effects of strength training that might be of benefit to
the pathological process of PD as well. Several mech-
anisms of action have been suggested to underlie a
disease-modifying effect of resistance training in PD
[40], but these assumptions are not yet supported by
imaging data, animal studies or other biomarkers. Of
note, compared to aerobic exercise, resistance exer-
cise induces a different physiological pathway [41],
mainly enhancing anaerobic capacity [42]. While the
evidence that aerobic exercise can exert a disease-
modifying effect is more convincing, we feel that it
is worth exploring the effect of resistance exercise
in a PD prevention trial. Subsequently, we believe
it is worth investigating whether resistance exercise
might offer complementary benefits when combined
with aerobic exercise in a PD prevention trial.

Flexibility exercise

Aging leads to a reduction of flexibility resulting
in reduced range of motion [15]. Regular flexibility
training of all major muscle groups is recommended
to mitigate the loss of range of motion; this may
improve balance and stability [15]. People with PD
may especially benefit as range of motion is progres-
sively lost during the course of the disease. However,
only a few flexibility trials have been performed in
the PD field, and these demonstrated little positive
symptomatic effects on gait speed when combined
with resistance exercise [24]. Thus far, no study has
examined the effect of flexibility exercise as mono-

intervention in persons with PD [17, 38] and there
are no studies evaluating any type of biomarker or
hypothesizing a disease modifying effect. The avail-
able evidence is therefore too limited to justify formal
testing for a potential disease-modifying potential,
and more basic research into the underlying working
mechanisms is needed first.

Neuromotor exercise

Neuromotor exercise can be defined as exercise
combining different motor skills related to functional
fitness. It refers to training of balance, agility and
coordination [15]. There are many types of neuromo-
tor exercise, and in people with PD, Tai-Chi, dance
and adding dual task training are popular examples,
that can improve motor functioning, in particular
gait [43-46]. Moreover, balance exercise may reduce
the risk of falls [47]. Neuromotor exercises, i.e.,
skill training, is included in many types of activities
such as community-based exercise (e.g., boxing).
However, these activities also include other exercise
components like flexibility, strengthening or, when
performed intensely, an aerobic component. There-
fore, the effect of the neuromuscular component of
those activities remains unclear. While the direct
clinical effects of neuromotor exercise are very
relevant, there are no studies evaluating any type
of biomarker or hypothesizing a disease modifying
effect. At this point, we therefore do not recommend
using neuromotor exercise to test the neuroprotective
effects of exercise.

HOW TO DESIGN A PD PREVENTION
TRIAL AND MEASURE EXERCISE
ENGAGEMENT AND EFFICACY

Methodological considerations

Previous studies suggest that the putative disease-
modifying effects of exercise translate into sustained
improvements in clinical outcomes over long inter-
vals (>5 years) [48]. This relatively long interval is
relevant for the design of exercise prevention tri-
als considering the prodromal phase of PD extends
across several years. Combining different exercise
components in research may yield complementary or
perhaps even more synergistic effects but comes with
the challenge of making it hard to identify which exer-
cise component is responsible for the effects. Also,
both placebo and nocebo effects have been described.
It is extremely important to describe any intervention
under study in detail. Different from pharmacological
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trials there are many factors that impact the motiva-
tion for and the adherence to the intervention. For
example, the expertise of the instructor or the loca-
tion of the training, can play an important role. The
Consensus on Exercise Reporting Template (CERT)
[49] helps to standardize and structure the descrip-
tion and monitoring of exercise interventions to allow
for replication and to identify confounders that might
hamper interpretation of the study results.

Also personal circumstances (e.g., divorce, mov-
ing houses) can impact adherence. Moreover, facing
stigmatization from being identified as having pro-
dromal PD (e.g., feelings of shame, stress, emotional
burden) may impact motivation. The consequence is
that the intervention is not performed as intended.
These variations in adherence to the prescribed exer-
cise regime (i.e., considering duration, intensity or
other type of activities) may confound the study
results and create challenges in interpreting the out-
comes. It is therefore important to monitor both the
intervention and the control group closely.

Including an active control intervention may make
it easier to monitor exercise activities in the control
group and may be essential to maintain partici-
pant’s blinding. Blinding is an important aspect of
high-quality clinical trials to rule out bias because
of expectations about the effectiveness of the used
intervention(s). However, it is hardly possible in non-
pharmacological interventions. With an active control
group an attempt could be made to blind participants
to which intervention is expected to be (more) effec-
tive. The downside is that an active control group
reduces the contrast between both interventions, mak-
ing it challenging to identify subtle but real exercise
effects and making it necessary to include larger sam-
ples. One option to deal with this is to first compare
exercise to regular care, with maximum contrast, and
only in case of a positive outcome, to follow this
up with more detailed studies to examine the precise
underlying working elements (i.e., types of exercise)
and working mechanisms.

Maintaining adequate adherence to the exercise
intervention will be a key factor to optimize the
chances of finding benefits in PD prevention tri-
als. An important motivator for people with PD to
remain engaged in exercise is a perceived positive
effect on PD symptoms [13]. Since participants in
a PD prevention exercise trial (who by definition
have prodromal parkinsonism, and therefore only
limited to no symptoms) will likely not experience
such a symptomatic benefit, and this may well ham-
per adherence. To mitigate this, we anticipate that

the use of a range of motivational strategies might
be helpful to promote adherence, for example by
rewarding participants with new knowledge or insight
as a reward for reaching their exercise targets [13]
or including ‘biofeedback’ feedbacking information
about the body (e.g., physiological parameters) to the
participant using an external monitoring device [50].
Another challenge will be to manage adherence of
research participants in an active-control group, who
will also have to adhere for a long time to whatever
program they were assigned to. Again, motivational
strategies are potentially promising in this regard and
need further study.

A new approach to clinical trials, that fits exercise
prevention trials very well, is performing a trial com-
pletely remotely (i.e., fully in the participant’s own
home living environment, without need to travel to
more distant institutions to measure the outcomes).
This option is interesting, for several reasons. First,
home-based exercise may support adherence with a
long-term intervention. Second, it is a scalable solu-
tion for the inclusion of high numbers of participants,
also in potentially geographically harder-to-reach
populations. Third, home-based exercise without the
need of expensive exercise equipment will enable
inclusion of participants from low socioeconomic
regions, thereby addressing one of the vexing issues
related to diversity in clinical trials [2]. Finally, any
intervention that is delivered close to the participant’s
home gives insight in the real-life effects.

Considerations to measure exercise engagement
and efficacy

Because of the long duration of prodromal PD, it
will take considerable time before individuals show
phenoconversion to clinically manifest PD. There-
fore, exercise prevention trials should incorporate
intermediate measures of disease progression that
can be serially assessed while participants are still
in the prodromal phase. Since there are currently no
validated clinical scales for quantifying prodromal
features, a sensible approach could involve utilizing
clinically validated scales for (non)motor symptoms
in PD [51], with a particular focus on symptoms
emerging in the prodromal phase [3, 4]. Additionally,
monitoring exercise adherence and engagement will
be crucial. Wearable technology can be used to objec-
tively measure the adherence to exercise [52], as well
as study outcomes, over a prolonged period of time.
Since these outcomes are not fully validated yet, we
can, at this point, only use them as exploratory out-



Table 3

How to measure exercise in PD prevention trials? Considerations on how to measure exercise engagement

Exercise component Exemplary mode Exercise
of measurement
Aerobic Parameter Clinical Digital Light Moderate Vigorous Pros Cons
Heart rate (bpm) [15] GXT [59] Wearable HRmax: HRmax: HRmax: — Usable in range of activities — Light intensity exercise is
sensor [52] 57-63% 64-76% 77-95% (e.g., cycling, swimming, hard to distinguish from
running) resting due to consistently
beating heart
— Autonomic dysfunction
may influence heart rate
HRR: HRR: HRR:
30-39% 40-59% 60-89%
VO2max (ml/kg/min) [15] GXT [59] Wearable 37-45% 46-63% 64-90% — Reflect the gold standard of — GXT is an in-clinic
sensor [60] metabolic activity and fitness  assessment
— Expert needed for GXT
— GXT requires maximum
effort from participant,
potentially increasing burden
— Wearables estimate
VO2max (i.e., not directly
measure)
Perceived effort (6-20) [15] BORG-scale [61] BORG-scale 9-11 12-13 14-17 — Usable in range of activities — Subjective measure
[61] (e.g., cycling, swimming,
running)
— Quick and easy to use
Step count (/min) [54, 55] Count cadence Wearable <100 100-130 >130 — Usable in range of activities — Only usable for walking or
manually sensor [52] (e.g., cycling, swimming, running
running)
Resistance Perceived effort (0-10) [15] OMNI-scale [62] OMNI-scale 2-4 5-7 8-10 — Quick and easy to use — Subjective measure
[62]
One-repetition maximal [15] Diary Diary 1RM: IRM: IRM: — Quick and easy to use — Personal trainer needed to
30-49% 50-69% 70-84% determine 1IRM

— Subjective tracking of
engaged exercise

— Exercise material with
measurable, adjustable,
resistance needed to measure
IRM

bpm, beats per minute; GXT, Graded-exercise test; HRmax, maximum heart rate; HRR, heart rate reserve; ml, milliliter; kg, kilogram; min, minute; 1RM, One-repetition maximal.
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Table 4
How to measure exercise efficacy in PD prevention trials? Considerations to measure efficacy
of exercise intervention

Exemplary outcomes

Clinical Remote
Cardiorespiratory fitness
VO2max [16, 17] GXT [59] Wearable sensor [59]
Resting heart rate [60] GXT [59] Wearable sensor [52]

Motor symptoms
Bradykinesia (arm swing, dexterity) [16—18]

Tremor (rest, postural, action) [16—18]
Gait [16-18]

Non-motor symptoms
Olfactory loss [63]

MDS-UPDRS [51]
MDS-UPDRS [51]

MDS-UPDRS [51]

UPSIT [64]

Smartphone app [61]
Accelerometer [62]
Smartphone app [61]
Accelerometer [62]
Smartphone app [61]
Accelerometer [62]

UPSIT [64]

Cognition [35, 65, 66]
Depression and anxiety [19]
Autonomic dysfunction [72]

MoCA [67]
HADS [69-71]
SCOPA-AUT [51]

cCOQG test battery [68]
HADS e-questionnaire
SCOPA-AUT e-questionnaire

Sleep [72, 74]

SCOPA-Sleep [51]

Wearable sensor [73]
SCOPA-Sleep
e-questionnaire

We omitted rigidity from motor symptoms as it currently cannot be accurately measured with wearable sen-
sors. GXT, Graded exercise test; MDS-UPDRS, Movement Disorder Society-Unified Parkinson Disease Rating
Scale; UPSIT, University of Pennsylvania Smell Identification Test; MoCA, Montreal Cognitive Assessment;
c¢COG, computerized cognitive tool; HADS, Hospital Anxiety and Depression Scale; SCOPA-AUT, SCales
for Outcomes in PArkinson’s disease — Autonomic Dysfunction; SCOPA-Sleep, SCales for Outcomes in

PArkinson’s disease — Sleep.

comes and not as primary outcome [53]. Using heart
rate, VO2max and the perceived exertion during exer-
cise are recommended surrogates to monitor different
intensities of aerobic exercise [15]. In Table 3, we
highlight our considerations with respect to measures
that could be used to document and monitor treat-
ment adherence. Additionally, recent work showed
the potential of measuring step counts as a remotely
collected measure of the volume of physical activi-
ties [54, 55]. For strength training, a percentage of
an individual’s one-repetition maximum (1RM) and
perceived exertion may be used to measure adherence
to a resistance training regime [15].

If exercise intervention is not delivered in-clinic
but remotely [2], as suggested in the previous
paragraph, then exercise engagement and outcome
assessments should also be assessed remotely.
To achieve this, clinically validated scales for
(non)motor symptoms in PD cannot be used. An
innovative approach would be to leverage dig-
ital biomarkers of emerging prodromal features,
to estimate the severity of prodromal pathology
and exercise engagement. Digital biomarkers hold
the additional benefit of acquiring objective, high-
frequency serial data compared to clinical scales [56].
While such digital outcomes are being developed,

these still require further validation, and pending this,
can be used as exploratory outcomes. In Table 4,
we highlight intermediate prodromal outcomes that
could potentially measure the outcome of an exercise
intervention in the prodromal phase of PD.
However, in order to show a truly disease mod-
ifying effect, digital biomarkers are not enough
because we need to separate putative disease modify-
ing effects from merely symptomatic improvements.
For example, a beneficial effect on constipation may
reflect a symptomatic effect of exercise, rather than
a protective effect on degeneration of the auto-
nomic nervous system. Therefore, the assessment
of digital biomarkers should be complemented by a
pre- and post-treatment assessment of fluid blood-
based biomarkers (blood/cerebrospinal fluid) and
brain imaging biomarkers of the actual underlying
neurodegeneration. Measuring these different mark-
ers in concert will make it possible to identify the
(potentially different) pathways by which exercise
may be protective, for example by induction of neu-
roplasticity or inhibition of neuroinflammation [57]
and neurodegeneration. Exercise has demonstrated
a beneficial effect on functional connectivity [23],
but little is known about the effect of exercise on
other specific imaging modalities. Therefore, we rec-
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ommend to include generic fluid- and brain imaging
markers [58] in PD exercise prevention trials to study
exercise-specific effects.

KEY MESSAGES

e It is possible to use risk biomarkers to identify
eligible participants for a future Parkinson pre-
vention study that uses exercise as a possible
disease-modifying intervention. A disadvantage
to this approach is that these participants enter
the trial while still in a very early disease phase,
thus reducing the likelihood of finding effect
on their prodromal features (if any) within the
timeframe of the prevention trial.

e When considering the nature of the exercise
intervention in a future Parkinson prevention
study, it is logical to start with an interven-
tion that has been shown to not only have
symptomatic effects in alleviating (non)motor
symptoms, but for which evidence exists for a
possible disease-modifying effect as well. The
strongest evidence is available for moderate to
vigorous aerobic exercise, followed by resis-
tance exercise.

e Combining different exercise components in PD
exercise prevention trials may yield complemen-
tary or perhaps even more synergistic effects
but comes with the challenge of being unable
to identify which exercise component is respon-
sible for these effects.

e Ideally, PD exercise prevention trials are per-
formed remotely, in the own living environment
of the participants. This includes the need to
deliver the intervention remotely, and also to
measure the adherence to the intervention as well
as the outcomes remotely. This may be achieved
by leveraging digital biomarkers (e.g., as col-
lected from wearable sensors), although further
validation remains required before this can be
used as primary outcomes.

e The outcome assessment in future Parkinson
prevention studies should include a pre- and
post-exercise assessment of fluid biomarkers
(blood/cerebrospinal fluid) and brain imaging
biomarkers of mechanisms that could mediate
the putative protective effects of exercise.

ACKNOWLEDGMENTS

The authors have no acknowledgments to report.

FUNDING

The Center of Expertise for Parkinson & Move-
ment Disorders was supported by a center of
excellence grant of the Parkinson’s Foundation. THO
was financially supported by Asterix / ParkinsonNL
Foundation. SKLD has received funding from the
Parkinson’s Foundation (PF-FBS-2026), ZonMW
(09150162010183), ParkinsonNL (P2022-07 and
P2021-14), Michael J Fox Foundation (MJFF-
022767), Davis Phinney Foundation and Edmond J
Safra Foundation. NMdV was financially supported
by ZonMw (The Netherlands Organization for Health
Research and Development; grant number 91619142
and 546003007).

CONFLICT OF INTEREST

BRB currently serves as Editor in Chief for Jour-
nal of Parkinson’s disease, but was not involved in
the peer-review process nor had access to any infor-
mation regarding its peer review. He also serves on
the editorial board of Practical Neurology and Digi-
tal Biomarkers; has received honoraria from serving
on the scientific advisory board for AbbVie, Biogen,
and UCB; has received fees for speaking at confer-
ences 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. NMdV is an Editorial Board member for
this journal but was not involved in the peer-review
process nor had access to any information regarding
its peer review. SKLD is an Editorial Board member
for Neurology and also for Brain Sciences. He is also
Associate Editor for Frontiers of Neurology.

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

REFERENCES

[1] Dorsey ER, Bloem BR (2018) The Parkinson pandemic-a
call to action. JAMA Neurol 75, 9-10.

[2] Janssen Daalen JM, Schootemeijer S, Richard E, Darweesh
SKL, Bloem BR (2022) Lifestyle interventions for the pre-
vention of Parkinson disease: A recipe for action. Neurology
99, 42-51.



10

(3]

(4]

(51

(6]

(71

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

T.H. Oosterhof et al. / Considerations on How to Prevent Parkinson’s Disease Through Exercise

Darweesh SK, Verlinden VJ, Stricker BH, Hofman A, Koud-
staal PJ, Ikram MA (2017) Trajectories of prediagnostic
functioning in Parkinson’s disease. Brain 140, 429-441.
Fereshtehnejad SM, Yao C, Pelletier A, Montplaisir JY,
Gagnon JF, Postuma RB (2019) Evolution of prodromal
Parkinson’s disease and dementia with Lewy bodies: A
prospective study. Brain 142, 2051-2067.

Postuma RB, Berg D, Stern M, Poewe W, Olanow CW,
Oertel W, Obeso J, Marek K, Litvan I, Lang AE, Halliday
G, Goetz CG, Gasser T, Dubois B, Chan P, Bloem BR, Adler
CH, Deuschl G (2015) MDS clinical diagnostic criteria for
Parkinson’s disease. Mov Disord 30, 1591-1601.

Heinzel S, Berg D, Gasser T, Chen H, Yao C, Postuma RB
(2019) Update of the MDS research criteria for prodromal
Parkinson’s disease. Mov Disord 34, 1464-1470.

Simuni T, Chahine LM, Poston K, Brumm M, Buracchio T,
Campbell M, Chowdhury S, Coffey C, Concha-Marambio
L, Dam T, DiBiaso P, Foroud T, Frasier M, Gochanour
C, Jennings D, Kieburtz K, Kopil CM, Merchant K, Mol-
lenhauer B, Montine T, Nudelman K, Pagano G, Seibyl J,
Sherer T, Singleton A, Stephenson D, Stern M, Soto C, Tan-
ner CM, Tolosa E, Weintraub D, Xiao Y, Siderowf A, Dunn
B, Marek K (2024) A biological definition of neuronal a-
synuclein disease: Towards an integrated staging system for
research. Lancet Neurol 23, 178-190.

Hoglinger GU, Adler CH, Berg D, Klein C, Outeiro TF,
Poewe W, Postuma R, Stoessl AJ, Lang AE (2024) A biolog-
ical classification of Parkinson’s disease: The SynNeurGe
research diagnostic criteria. Lancet Neurol 23, 191-204.
Crotty GF, Keavney JL, Alcalay RN, Marek K, Marshall
GA, Rosas HD, Schwarzschild MA (2022) Planning for
prevention of Parkinson disease. Neurology 99, 1-9.

Willis AW, Roberts E, Beck JC, Fiske B, Ross W, Sav-
ica R, Van Den Eeden SK, Tanner CM, Marras C, Alcalay
R, Schwarzschild M, Racette B, Chen H, Church T, Wil-
son B, Doria JM, Parkinson’s Foundation P4 Group (2022)
Incidence of Parkinson disease in North America. NPJ
Parkinsons Dis 8, 170.

Schrag A, Horsfall L, Walters K, Noyce A, Petersen I (2015)
Prediagnostic presentations of Parkinson’s disease in pri-
mary care: A case-control study. Lancet Neurol 14, 57-64.
van Nimwegen M, Speelman AD, Overeem S, van de War-
renburg BP, Smulders K, Dontje ML, Borm GF, Backx FJ,
Bloem BR, Munneke M (2013) Promotion of physical activ-
ity and fitness in sedentary patients with Parkinson’s disease:
Randomised controlled trial. BMJ 346, 576.
Schootemeijer S, van der Kolk NM, Ellis T, Mirelman A,
Nieuwboer A, Nieuwhof F, Schwarzschild MA, de Vries
NM, Bloem BR (2020) Barriers and motivators to engage in
exercise for persons with Parkinson’s disease. J Parkinsons
Dis 10, 1293-1299.

Franklin BA, Thompson PD, Al-Zaiti SS, Albert CM, Hivert
MF, Levine BD, Lobelo F, Madan K, Sharrief AZ, Eijsvo-
gels TMH (2020) Exercise-related acute cardiovascular
events and potential deleterious adaptations following long-
term exercise training: Placing the risks into perspective-an
update: A scientific statement from the American Heart
Association. Circulation 141, ¢705-¢736.

Garber CE, Blissmer B, Deschenes MR, Franklin BA, Lam-
onte MJ, Lee IM, Nieman DC, Swain DP (2011) American
College of Sports Medicine position stand. Quantity and
quality of exercise for developing and maintaining car-
diorespiratory, musculoskeletal, and neuromotor fitness in
apparently healthy adults: Guidance for prescribing exer-
cise. Med Sci Sports Exerc 43, 1334-1359.

[16]

[17]

(18]

[19]

[20]

[21]

(22]

[23]

(24]

[25]

[26]

[27]

(28]

Schenkman M, Moore CG, Kohrt WM, Hall DA, Delitto A,
Comella CL, Josbeno DA, Christiansen CL, Berman BD,
Kluger BM, Melanson EL, Jain S, Robichaud JA, Poon C,
Corcos DM (2018) Effect of high-intensity treadmill exer-
cise on motor symptoms in patients with de novo Parkinson
disease: A phase 2 randomized clinical trial. JAMA Neurol
75, 219-226.

van der Kolk NM, de Vries NM, Kessels RPC, Joosten H,
Zwinderman AH, Post B, Bloem BR (2019) Effectiveness
of home-based and remotely supervised aerobic exercise in
Parkinson’s disease: A double-blind, randomised controlled
trial. Lancet Neurol 18, 998-1008.

Mak MKY, Wong-Yu ISK (2021) Six-month community-
based brisk walking and balance exercise alleviates motor
symptoms and promotes functions in people with Parkin-
son’s disease: A randomized controlled trial. J Parkinsons
Dis 11, 1431-1441.

Feller D, Fox I, Gozzer P, Trentin F, Papola D (2023)
Exercise for depressive symptoms in Parkinson disease:
A systematic review and meta-analysis of random-
ized controlled trials. Arch Phys Med Rehabil 104,
331-339.

Marusiak J, Fisher BE, Jaskolska A, Stotwinski K,
Budrewicz S, Koszewicz M, Kisiel-Sajewicz K, Kaminski
B, Jaskolski A (2019) Eight weeks of aerobic interval
training improves psychomotor function in patients with
Parkinson’s disease-randomized controlled trial. Int J Env-
iron Res Public Health 16, 880.

Duchesne C, Lungu O, Nadeau A, Robillard ME, Boré A,
Bobeuf F, Lafontaine AL, Gheysen F, Bherer L, Doyon
J (2015) Enhancing both motor and cognitive functioning
in Parkinson’s disease: Aerobic exercise as a rehabilitative
intervention. Brain Cogn 99, 68-77.

Palasz E, Niewiadomski W, Gasiorowska A, Wysocka A,
Stepniewska A, Niewiadomska G (2019) Exercise-induced
neuroprotection and recovery of motor function in animal
models of Parkinson’s disease. Front Neurol 10, 1143.
Johansson ME, Cameron IGM, Van der Kolk NM, de
Vries NM, Klimars E, Toni I, Bloem BR, Helmich RC
(2022) Aerobic exercise alters brain function and structure
in Parkinson’s disease: A randomized controlled trial. Ann
Neurol 91, 203-216.

Shulman LM, Katzel LI, Ivey FM, Sorkin JD, Favors K,
Anderson KE, Smith BA, Reich SG, Weiner WJ, Macko
RF (2013) Randomized clinical trial of 3 types of physical
exercise for patients with Parkinson disease. JAMA Neurol
70, 183-190.

Reuter I, Mehnert S, Leone P, Kaps M, Oechsner M,
Engelhardt M (2011) Effects of a flexibility and relaxation
programme, walking, and nordic walking on Parkinson’s
disease. J Aging Res 2011, 232473.

Yang F, Trolle Lagerros Y, Bellocco R, Adami HO, Fang
F, Pedersen NL, Wirdefeldt K (2015) Physical activity and
risk of Parkinson’s disease in the Swedish National March
Cohort. Brain 138, 269-275.

Corcos DM, Robichaud JA, David FJ, Leurgans SE, Vail-
lancourt DE, Poon C, Rafferty MR, Kohrt WM, Comella CL
(2013) A two-year randomized controlled trial of progres-
sive resistance exercise for Parkinson’s disease. Mov Disord
28, 1230-1240.

Gamborg M, Hvid LG, Thrue C, Johansson S, Franzén
E, Dalgas U, Langeskov-Christensen M (2023) Muscle
strength and power in people with Parkinson disease: A
systematic review and meta-analysis. J Neurol Phys Ther
47, 3-15.



[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]

T.H. Oosterhof et al. / Considerations on How to Prevent Parkinson’s Disease Through Exercise 11

Vieira de Moraes Filho A, Chaves SN, Martins WR,
Tolentino GP, de Cassia Pereira Pinto Homem R, Landim de
Farias G, Fischer BL, Oliveira JA, Pereira SKA, Vidal SE,
Mota MR, Moreno Lima R, Jaco de Oliveira R (2020) Pro-
gressive resistance training improves bradykinesia, motor
symptoms and functional performance in patients with
Parkinson’s disease. Clin Interv Aging 15, 87-95.

Amato A, Baldassano S, Vasto S, Schiro G, Davi C, Drid P,
Dos Santos Mendes FA, Caldarella R, D’ Amelio M, Proia P
(2022) Effects of a resistance training protocol on physical
performance, body composition, bone metabolism, and sys-
temic homeostasis in patients diagnosed with Parkinson’s
disease: A pilot study. Int J Environ Res Public Health 19,
13022.

Dibble LE, Hale TF, Marcus RL, Gerber JP, LaStayo PC
(2009) High intensity eccentric resistance training decreases
bradykinesia and improves quality of life in persons with
Parkinson’s disease: A preliminary study. Parkinsonism
Relat Disord 15, 752-757.

Scandalis TA, Bosak A, Berliner JC, Helman LL, Wells MR
(2001) Resistance training and gait function in patients with
Parkinson’s disease. Am J Phys Med Rehabil 80, 38-43; quiz
44-36.

Gollan R, Ernst M, Lieker E, Caro-Valenzuela J, Monsef
I, Dresen A, Roheger M, Skoetz N, Kalbe E, Folkerts A-K
(2022) Effects of resistance training on motor- and non-
motor symptoms in patients with Parkinson’s disease: A
systematic review and meta-analysis. J Parkinsons Dis 12,
1783-1806.

Strand KL, Cherup NP, Totillo MC, Castillo DC, Gabor
NJ, Signorile JF (2021) Periodized resistance training with
and without functional training improves functional capac-
ity, balance, and strength in Parkinson’s disease. J Strength
Cond Res 35, 1611-1619.

David FJ, Robichaud JA, Leurgans SE, Poon C, Kohrt WM,
Goldman JG, Comella CL, Vaillancourt DE, Corcos DM
(2015) Exercise improves cognition in Parkinson’s disease:
The PRET-PD randomized, clinical trial. Mov Disord 30,
1657-1663.

Moreland JD, Richardson JA, Goldsmith CH, Clase CM
(2004) Muscle weakness and falls in older adults: A sys-
tematic review and meta-analysis. J Am Geriatr Soc 52,
1121-1129.

Mak MK, Pang MY, Mok V (2012) Gait difficulty, postural
instability, and muscle weakness are associated with fear of
falling in people with Parkinson’s disease. Parkinsons Dis
2012, 901721.

Ernst M, Folkerts AK, Gollan R, Lieker E, Caro-Valenzuela
J, Adams A, Cryns N, Monsef I, Dresen A, Roheger M,
Eggers C, Skoetz N, Kalbe E (2023) Physical exercise
for people with Parkinson’s disease: A systematic review
and network meta-analysis. Cochrane Database Syst Rev 1,
CD013856.

Momma H, Kawakami R, Honda T, Sawada SS (2022)
Muscle-strengthening activities are associated with lower
risk and mortality in major non-communicable diseases: A
systematic review and meta-analysis of cohort studies. Br J
Sports Med 56, 755-763.

David FJ, Rafferty MR, Robichaud JA, Prodoehl J, Kohrt
WM, Vaillancourt DE, Corcos DM (2012) Progressive resis-
tance exercise and Parkinson’s disease: A review of potential
mechanisms. Parkinsons Dis 2012, 124527.

Furrer R, Hawley JA, Handschin C (2023) The molecular
athlete: Exercise physiology from mechanisms to medals.
Physiol Rev 103, 1693-1787.

[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[51]

[52]

[53]

[54]

[55]

Tanaka H, Swensen T (1998) Impact of resistance training
on endurance performance. A new form of cross-training?
Sports Med 25, 191-200.

Song R, Grabowska W, Park M, Osypiuk K, Vergara-Diaz
GP, Bonato P, Hausdorff JM, Fox M, Sudarsky LR, Macklin
E, Wayne PM (2017) The impact of Tai Chi and Qigong
mind-body exercises on motor and non-motor function and
quality of life in Parkinson’s disease: A systematic review
and meta-analysis. Parkinsonism Relat Disord 41, 3-13.

Li F, Harmer P, Fitzgerald K, Eckstrom E, Stock R, Galver
J, Maddalozzo G, Batya SS (2012) Tai chi and postural sta-
bility in patients with Parkinson’s disease. N Engl J Med
366, 511-519.

Dos Santos Delabary M, Komeroski IG, Monteiro EP, Costa
RR, Haas AN (2018) Effects of dance practice on func-
tional mobility, motor symptoms and quality of life in people
with Parkinson’s disease: A systematic review with meta-
analysis. Aging Clin Exp Res 30, 727-735.

De Freitas Tb Ms PT, Leite PB, Dond F PhD PT, Pompeu
Je PhD PT, Swarowsky A PhD PT, Torriani-Pasin C PhD
PT (2020) The effects of dual task gait and balance train-
ing in Parkinson’s disease: A systematic review. Physiother
Theory Pract 36, 1088-1096.

Hirsch MA, Toole T, Maitland CG, Rider RA (2003) The
effects of balance training and high-intensity resistance
training on persons with idiopathic Parkinson’s disease.
Arch Phys Med Rehabil 84, 1109-1117.

Tsukita K, Sakamaki-Tsukita H, Takahashi R (2022) Long-
term effect of regular physical activity and exercise habits in
patients with early Parkinson disease. Neurology 98, e859-
e871.

Slade SC, Dionne CE, Underwood M, Buchbinder R (2016)
Consensus on Exercise Reporting Template (CERT): Expla-
nation and elaboration statement. Br J Sports Med 50,
1428-1437.

Howlett N, Trivedi D, Troop NA, Chater AM (2019) Are
physical activity interventions for healthy inactive adults
effective in promoting behavior change and maintenance,
and which behavior change techniques are effective? A sys-
tematic review and meta-analysis. Transl Behav Med 9,
147-157.

(2021) International Parkinson and Movement Disorder
Society. Clinical Outcome Assessments. https://www.
movementdisorders.org/MDS/MDS-Clinical-Outcome-
Assessment.htm?gad_source=1& gclid=EATalQobChMIx8
Sv1ovOgwMV{1JBAhOtIMWRYEAAYASAAEgLgqfD
_BwE

Fuller D, Colwell E, Low J, Orychock K, Tobin MA,
Simango B, Buote R, Van Heerden D, Luan H, Cullen K,
Slade L, Taylor NGA (2020) Reliability and validity of com-
mercially available wearable devices for measuring steps,
energy expenditure, and heart rate: Systematic review. JMIR
Mhealth Uhealth 8, e18694.

Bloem BR, Post E, Hall DA (2023) An apple a day to keep
the Parkinson’s disease doctor away? Ann Neurol 93, 681-
685.

Tudor-Locke C, Mora-Gonzalez J, Ducharme SW, Aguiar
EJ, Schuna JM, Jr., Barreira TV, Moore CC, Chase CJ,
Gould ZR, Amalbert-Birriel MA, Chipkin SR, Stauden-
mayer J (2021) Walking cadence (steps/min) and intensity
in 61-85-year-old adults: The CADENCE-Adults study. Int
J Behav Nutr Phys Act 18, 129.

Tudor-Locke C, Ducharme SW, Aguiar EJ, Schuna JM, Bar-
reira TV, Moore CC, Chase CJ, Gould ZR, Amalbert-Birriel
MA, Mora-Gonzalez J, Chipkin SR, Staudenmayer J (2020)



12

[56]

[571

[58]

[59]

[60]

[61]

[62]

[63]

[64]

[65]

T.H. Oosterhof et al. / Considerations on How to Prevent Parkinson’s Disease Through Exercise

Walking cadence (steps/min) and intensity in 41 to 60-year-
old adults: The CADENCE-adults study. Int J Behav Nutr
Phys Act 17, 137.

Dorsey ER, Papapetropoulos S, Xiong M, Kieburtz K (2017)
The first frontier: Digital biomarkers for neurodegenerative
disorders. Digit Biomark 1, 6-13.

Darweesh SKL, De Vries NM, Helmich RC, Verbeek MM,
Schwarzschild MA, Bloem BR (2022) Inhibition of neuroin-
flammation may mediate the disease-modifying effects of
exercise: Implications for Parkinson’s disease. J Parkinsons
Dis 12, 1419-1422.

Mitchell T, Lehéricy S, Chiu SY, Strafella AP, Stoessl AJ,
Vaillancourt DE (2021) Emerging neuroimaging biomark-
ers across disease stage in Parkinson disease: A review.
JAMA Neurol 78, 1262-1272.

Spathis D, Perez-Pozuelo I, Gonzales TI, Wu Y,
Brage S, Wareham N, Mascolo C (2022) Longitudinal
cardio-respiratory fitness prediction through wearables in
free-living environments. NPJ Digit Med 5, 176.
Cornelissen VA, Verheyden B, Aubert AE, Fagard RH
(2010) Effects of aerobic training intensity on resting,
exercise and post-exercise blood pressure, heart rate and
heart-rate variability. J/ Hum Hypertens 24, 175-182.
Willemse IHJ, Schootemeijer S, van den Bergh R, Dawes H,
Nonnekes JH, van de Warrenburg BPC (2024) Smartphone
applications for movement disorders: Towards collaboration
and re-use. Parkinsonism Relat Disord 120, 105988.
Schalkamp AK, Peall KJ, Harrison NA, Sandor C (2023)
Wearable movement-tracking data identify Parkinson’s
disease years before clinical diagnosis. Nat Med 29, 2048-
2056.

Schubert CR, Cruickshanks KJ, Nondahl DM, Klein BEK,
Klein R, Fischer ME (2013) Association of Exercise with
lower long-term risk of olfactory impairment in older adults.
JAMA Otolaryngol Head Neck Surg 139, 1061-1066.

Doty RL, Shaman P, Kimmelman CP, Dann MS (1984) Uni-
versity of Pennsylvania Smell Identification Test: A rapid
quantitative olfactory function test for the clinic. Laryngo-
scope 94, 176-178.

Murray DK, Sacheli MA, Eng JJ, Stoessl AJ (2014) The
effects of exercise on cognition in Parkinson’s disease: A
systematic review. Transl Neurodegener 3, 5.

[66]

[67]

[68]

[69]

[70]

[71]

[72]

(73]

[74]

Yao S, Liu Y, Zheng X, Zhang Y, Cui S, Tang C, Lu L,
Xu N (2020) Do nonpharmacological interventions prevent
cognitive decline? a systematic review and meta-analysis.
Transl Psychiatry 10, 19.

Nasreddine ZS, Phillips NA, Bédirian V, Charbonneau
S, Whitehead V, Collin I, Cummings JL, Chertkow H
(2005) The Montreal Cognitive Assessment, MOCA: A brief
screening tool for mild cognitive impairment. J Am Geriatr
Soc 53, 695-699.

van Gils AM, van de Beek M, van Unnik A, Tolonen A,
Handgraaf D, van Leeuwenstijn M, Lotjonen J, van der Flier
WM, Lemstra A, Rhodius-Meester HFM (2022) Optimizing
cCOG, a Web-based tool, to detect dementia with Lewy
bodies. Alzheimers Dement (Amst) 14, e12379.

Zigmond AS, Snaith RP (1983) The hospital anxiety and
depression scale. Acta Psychiatr Scand 67, 361-370.
Schrag A, Barone P, Brown RG, Leentjens AF, McDonald
WM, Starkstein S, Weintraub D, Poewe W, Rascol O, Sam-
paio C, Stebbins GT, Goetz CG (2007) Depression rating
scales in Parkinson’s disease: Critique and recommenda-
tions. Mov Disord 22, 1077-1092.

Leentjens AF, Dujardin K, Marsh L, Martinez-Martin P,
Richard IH, Starkstein SE, Weintraub D, Sampaio C, Poewe
W, Rascol O, Stebbins GT, Goetz CG (2008) Anxiety rating
scales in Parkinson’s disease: Critique and recommenda-
tions. Mov Disord 23, 2015-2025.

Amara AW, Memon AA (2018) Effects of exercise on non-
motor symptoms in Parkinson’s disease. Clin Ther 40, 8-15.
Natarajan A, Pantelopoulos A, Emir-Farinas H, Natarajan P
(2020) Heart rate variability with photoplethysmography in
8 million individuals: A cross-sectional study. Lancet Digit
Health 2, ¢650-e657.

Kredlow MA, Capozzoli MC, Hearon BA, Calkins AW, Otto
MW (2015) The effects of physical activity on sleep: A
meta-analytic review. J Behav Med 38, 427-449.



