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Abstract

Background: Older people experience multiple barriers to enrolment in clinical trials. Caregivers play an important role in
supporting patients with Parkinson’s disease. Understanding the experiences of patients and caregivers who participate in trials
is important to inform the design of future studies and identify problems with recruitment and retention.

Objective: To systematically review and synthesize qualitative studies exploring the experiences of participating in clinical trials
from the perspectives of patients with Parkinson’s disease and their caregivers.

Methods: Two reviewers independently searched the following databases: MEDLINE, Embase, PsycInfo, Cochrane, and
CINAHL. The reference lists of all selected papers were screened for additional studies. Articles meeting predefined eligibility
criteria were included in the synthesis. Methodological quality of each study was assessed using the Critical Appraisal Skills
Programme (CASP) Qualitative Checklist. Included study findings were synthesized using the principles of thematic analysis.
Results: Eleven studies were included. Five key themes were identified: positive experiences of participating in research,
assessment completion, motivators, enablers, and barriers. Positive experiences of participating in studies were linked to social
interaction with other patients, building trust with the researchers, and expertise of the research team.

Conclusions: This review supports literature highlighting the important role of caregivers in supporting patients with Parkinson’s
disease. Future studies are needed to further examine their perspectives on participating in research.
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Introduction

Clinical trials are crucial for the development of novel treatments targeting the variety of symptoms in Parkinson’s disease
(PD) and ultimately bringing us closer to a cure. Nevertheless, enrollment difficulties are frequently encountered by researchers,
which leads to scientific problems of low statistical power and financial implications of higher study costs caused by prolonging
trial duration to meet recruitment targets (Gul & Ali, 2010; Page & Persch, 2013).

Older people, who in vast majority constitute the PD patient population, experience multiple barriers that prevent their
enrollment in clinical trials, such as comorbidities and cognitive impairment (Witham & McMurdo, 2007). Previous research
suggests that key factors facilitating research enrollment for patients with neurological conditions include having information
provided from a reliable source, adequate reimbursement, and the researchers’ attitude toward participants (Lindblad, Zingeser,
& Sismanyazici-Navaie, 2011). On the other hand, transportation problems, frequency of visits, high cost, and lengthy and
hard-to-comprehend information leaflets serve as barriers to participation (Lindblad et al., 2011; Locock & Smith, 2011).
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Furthermore, when considering the factors influencing patient participation in PD clinical trials, it is important not to neglect
the crucial role of caregivers. A caregiver can be defined as someone who looks after another person who needs care and support,
and who is not paid to provide care (Bastawrous, 2013). The perception of research participation as an additional burden for
the caregiver by other patient populations was identified as a barrier to study enrollment (Buss et al., 2008; Heckel, Gunn, &
Livingston, 2018). Moreover, although older patients make autonomous decisions to participate in research, they often take into
account opinions of those close to them (Witham & McMurdo, 2007).

Although randomized controlled trials (RCTs) are the “gold standard” in evaluating new treatments, qualitative research
methods can address those questions that are not easily addressed by quantitative methods alone, by providing insights
into the experiences of participants and caregivers (Gibson, Timlin, Curran, & Wattis, 2004). Using qualitative methods
in clinical trials can carry numerous benefits, such as facilitating our understanding of the complexity of interventions,
informing the design of future RCTs, and identifying problems with recruitment and retention (Featherstone & Donovan,
1998).

Although barriers and facilitators to research participation have been identified by previous research in other populations, to
date there has been no synthesis of qualitative findings that can help us understand participant experiences among PD patients.
This is therefore to our knowledge the first systematic review that aims to investigate PD patients’ and caregivers’ experiences
of participating in clinical trials, explore what motivates PD patients to enroll in research, and identify what are the enablers and
barriers to participation in clinical trials from the perspectives of PD patients and their caregivers.

Materials and Methods
Search Strategy

Five databases were searched for published studies by two independent reviewers: MEDLINE (via PubMed), Embase (via
Ovid), Psyclnfo (via Ovid), Cochrane, and CINAHL (via EBSCO) for the period from January 2000 to October 2020. The
full-text search terms used to identify potential articles were “(Parkinson:x) AND (qualitative OR interview) AND (trial)”. A full
search strategy for PubMed is detailed in Appendix 1, (see Supplementary material online). The reference lists of all selected
papers were screened for additional studies.

The review was not registered and the protocol was not prepared.

Eligibility Criteria

This review considered intervention studies, such as clinical trials, feasibility studies, and mixed method studies, that involved
qualitative data collection methods (e.g., semistructured or focus group interviews) and analysis to explore patient and caregiver
experiences of taking part in trials. Qualitative studies that investigated this topic were also considered. Review articles were
excluded. The population of interest consisted of patients with an established PD diagnosis (age 40-90 years) and/or their adult
carers (18 years of age or older) of all genders and ethnicities. Articles were included if they were published in English. Studies
were excluded if they did not report qualitative data (or the reviewers could not obtain additional reports directly from the
authors), explored a phenomenon of interest that did not match the objectives of this review (e.g., focused on the effects of the
intervention rather than participation), focused on the experiences of individuals with other conditions (e.g., dementia such as
Alzheimer’s and PD dementia), or combined the experiences of individuals with PD and other conditions where experiences
were not separated.

Data Extraction and Quality Appraisal

Specific details such as the study participants, research aims, methodology, and findings relevant to the objectives of the review
were extracted from included papers. For two papers (Kunkel et al., 2017; Paterson, Allen, Browning, Barlow, & Ewings, 2005),
data were extracted from separate reports obtained directly from the authors. Eligible articles were critically assessed by two
independent reviewers using the Critical Appraisal Skills Programme (CASP) Qualitative Checklist (Critical Appraisal Skills
Programme, 2018). The purpose of this assessment was to evaluate the methodological quality of each study and to establish the
extent to which a paper has addressed the possibility of bias. The tool assesses 10 criteria relevant to the quality of research, such
as appropriateness of methodology and ethical considerations. Discrepancies were discussed between the reviewers and further
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discussed with senior researcher if needed for resolution. All studies were deemed high quality and no articles were excluded
based on methodological appraisal. A summary of included articles with key limitations and comments from quality assessment
is presented in Table 1 (see Appendix 2, Supplementary Table S1, for full appraisal).

Data Synthesis

The extracted findings from eligible articles were synthesized using the principles of Braun and Clarke’s thematic analysis
(Braun & Clarke, 20006). The reviewers familiarized themselves with the findings of each paper during full text screening. Using
a deductive approach, the authors independently coded relevant data around predefined review objectives, which served as initial
themes. Data were coded based on similarity in meaning to form the basis of recurring patterns. When all data have been coded,
the codes were organized into themes and subthemes centered around patient and caregiver experiences of participating in trials,
motivators for enrollment, and facilitators and barriers to participation. Supporting participant quotes were then collated to
illustrate each theme. Data extracts for each theme were reviewed to confirm they followed a coherent pattern. All themes were
also reviewed in relation to all extracted data to ensure the relationships between themes reflect the meaning of the dataset as
a whole. Concise theme names were then devised to capture the essence of their conveyed content. As a last step, developed
themes were discussed among the two reviewers and any discrepancies resolved following discussions with a senior researcher.
This process of peer review was utilized to minimize researcher bias and enhance the reliability of data synthesis. Although
the reviewers generated different theme names, the meaning of each theme was consistent between them. Theme names were
compared among the reviewers and the most suitable was chosen.

Results
Literature Search and Characteristics of Included Studies

A comprehensive search of the databases yielded a total of 841 results, including duplicates. No additional articles were
found after reviewing the reference lists of relevant studies. Screening and removing duplicates brought the number of articles
down to 665. Following exclusion by the titles and abstracts, full texts of 42 remaining articles were retrieved for further review,
of which 11 studies fulfilled the inclusion criteria (Fig. | PRISMA flow diagram) (Moher, Liberati, Tetzlaff, & Altman, 2009).

Characteristics of included papers are summarized in Table 1. The 11 papers included in this systematic review reported
data on the experiences and attitudes of PD patients and their caregivers in relation to the interventions, their motivators for
participation, and perceived facilitators and challenges to engagement.

The studies utilized qualitative data collection methods as a part of RCTs (Daley, Deane, Gray, Hill, & Myint, 2015; Kim
etal., 2012,2015; Kunkel et al., 2017; Mammen et al., 2018; O’Brien, Dodd, & Bilney, 2008; Rowsell et al., 2020; Sturkenboom
et al., 2013), mixed-method pilot studies (Khalil et al., 2017; Lai et al., 2020), and a prospective longitudinal cohort pilot study
(Paterson et al., 2005).

The trials were carried out in the UK (Daley et al., 2015; Kunkel et al., 2017; Paterson et al., 2005; Rowsell et al., 2020), Jordan
(Khalil et al., 2017), the USA (Kim et al., 2012, 2015; Lai et al., 2020; Mammen et al., 2018), Australia (O’Brien et al., 2008),
and the Netherlands (Sturkenboom et al., 2013). Sample sizes varied between 5 and 149 participants with mild to moderate
disease severity and a mix of genders. Two studies included the participants’ caregivers (Daley et al., 2015; Sturkenboom et al.,
2013), and one study (Kunkel et al., 2017) included the patients’ dance partners, who were their spouses, friends, or volunteers
previously unknown to them.

Data were collected mostly through semistructured, focus group, or otherwise unspecified interviews. One study (Mammen
et al., 2018) used an open-ended survey. Data analysis approaches included thematic analysis, constant comparison, and
framework analysis.

None of the trials investigated pharmacological interventions. Two studies (which utilized the same sample) explored attitudes
toward and motivators for participation in sham surgery-controlled trials (Kim et al., 2012, 2015). Four articles examined the
experiences of PD patients who took part in various physical exercise interventions, such as ballroom dancing (Kunkel et al.,
2017), home exercise (Khalil et al., 2017; Lai et al., 2020), and resistance training (O’Brien et al., 2008). Four papers investigated
participants’ perspectives on different therapeutic approaches, namely adherence therapy (Daley et al., 2015), massage therapy
(Paterson et al., 2005), home-delivered physiotherapy (Rowsell et al., 2020), and occupational therapy (Sturkenboom et al.,
2013). One article focused on virtual physician visits (Mammen et al., 2018).
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Fig. 1. Flowchart of article selection process.

Themes

Five themes and thirty-one subthemes were identified by review authors. The themes were organized in regard to the three
study objectives. The main themes, subthemes, and supporting quotes are presented in Table 2.

Objective 1: investigate PD patients’ and caregivers’ experiences of participating in clinical trials

Positive experiences of participating in research (Table 2; theme Ia). Parkinson’s patients reported several factors linked to
positive experiences of participating in clinical trials. The way in which interventions were delivered, and who was delivering
them, was acknowledged as one such factor. In therapy trials (Daley et al., 2015; Sturkenboom et al., 2013), patients felt that
the possession of specialist knowledge of Parkinson’s, honesty, and a nonjudgmental approach were crucial for building trust
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and engagement with the therapist. Participants in an occupational therapy trial described that a “click” with the therapist was
an important facilitator to successful sessions (Sturkenboom et al., 2013), whereas in the trial of ballroom dancing, participants
valued the instructors’ and researchers’ empathy and patience (Kunkel et al., 2017).

A recurring theme related to the positive effects of participation across several interventions was gaining self-confidence,
which often stemmed from improving one’s physical function, such as increased mobility (Khalil et al., 2017; Kunkel et al.,
2017; Lai et al., 2020; Paterson et al., 2005). This was closely linked to a sense of achievement resulting from being able
to perform activities that were thought not to be possible before (Kunkel et al., 2017; Sturkenboom et al., 2013). However,
participants noted that the benefits of interventions extended beyond physical gains and also included improvements in their
mental well-being (Khalil et al., 2017; Paterson et al., 2005; Sturkenboom et al., 2013).

Participants enjoyed the social aspect of the research experience and appreciated the opportunity to meet new people (Kunkel
etal., 2017; O’Brien et al., 2008). In trials of group interventions, friendships developed between participants who met socially
and maintained contact after sessions (Kunkel et al., 2017; O’Brien et al., 2008). In a trial of group resistance training (O’Brien
et al., 2008), some participants mentioned enjoying the experience due to the social aspect despite not noticing any physical
improvements from the intervention.

Interacting with others who had Parkinson’s during the intervention sessions also facilitated a sense of belonging and was
seen as a beneficial opportunity to exchange information related to the condition (Kunkel et al., 2017; O’Brien et al., 2008). This
had a positive effect not only in relation to providing participants with a chance to share specific details about their symptoms
or medication, but also offering a sense of comfort stemming from the knowledge that they are not the only ones affected by PD
(O’Brien et al., 2008). Some participants indicated the importance of being in a group with people who were at a similar stage
of the disease, as opposed to those whose Parkinson’s was more advanced (O’Brien et al., 2008). In the ballroom dancing trial,
one partner also discussed the benefits of seeing how other couples coped with Parkinson’s (Kunkel et al., 2017).

Another positive aspect of trial participation identified by PD patients was being able to gain a better understanding of the
condition as something that is individual to everyone (Rowsell et al., 2020; Sturkenboom et al., 2013). This provided a sense of
comfort and helped the participants develop more efficient ways of managing their symptoms and coping with the disease.

Assessment completion (Table 2; theme 1b). The vast majority of data supporting this theme comes from the trial of therapeutic
massage (Paterson et al., 2005), where PD patients were asked to complete the PDQ-39 (Parkinson’s Disease Questionnaire)
and MYMOP (Measure Yourself Medical Outcome Profile). Generally, participants had no major problems with completing
these assessments and reported only some minor issues, such as having difficulty indicating change without knowing previous
scores. One patient observed that having the spouse involved in helping to complete the assessments may have influenced his
responses.

The researchers noted several problems with the questionnaires, which seem to point to their limited ability to accurately
reflect patients’ experiences (Paterson et al., 2005). For example: “Choice of response was easy when something was very bad
or very good, and most difficult ‘when it comes to, like dressing and that well if you can do part of it and not all of it.” (Paterson
et al., 2005) In addition, the answer options could not reflect that some patients adapted their lives or had someone else’s
assistance in performing an activity so that it did not pose a practical problem, yet they were distressed due to not being able
to do the activity by themselves (Paterson et al., 2005). Furthermore, the researchers identified the need for a “not applicable”
option for activities that were not a part of patients’ daily life, such as looking after one’s home (Paterson et al., 2005). The
questions on cognition also gave rise to a few problems: “Two people had difficulties responding to ‘Had distressing dreams or
hallucinations’ as they had hallucinations but they were not distressing” (Paterson et al., 2005).

The most common criticism of the questionnaires was having difficulties selecting an accurate response due to the wording
of the answer options, especially choosing between “occasionally” and “sometimes” (Paterson et al., 2005). The authors also
noted that most participants required assistance with completing the questionnaires, such as having the questions read out for
them (Paterson et al., 2005). Another patient had very little audible speech and needed his wife’s help to allow the interviewer
to understand his answers (Paterson et al., 2005).

Participants and their partners also discussed that symptom fluctuations and medication timings could influence the
assessments, leading to distorted results. For example, in the ballroom dancing trial (Kunkel et al., 2017), one spouse of
participant with PD was worried that having a “bad day” at the time of final assessments of balance and mobility might result
in the impact of the dance intervention not becoming evident. Similarly, a patient with PD from the same trial highlighted
the variability of his PD symptoms from day-to-day and noted that he “wasn’t feeling particularly right” during his follow-
up assessment, which negatively influenced his physical performance. In addition, some participants highlighted that daily
fluctuations in their PD symptoms posed a challenge to averaging their impact out to one score over longer periods of time on
the questionnaires (Paterson et al., 2005).
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Furthermore, some participants indicated that the presence of comorbidities could make it difficult to distinguish between
the impact of PD and other health problems on daily activities, as these effects often overlapped (Paterson et al., 2005). Several
participants also noted being uncertain whether their cognitive deficits were caused by old age or PD.

Objective 2: explore what motivates PD patients to enroll in clinical trials

Motivators (Table 2; theme 2a). Parkinson’s patients gave a number of reasons for why they chose to participate in clinical
trials. Direct personal benefit was often regarded as the main reason for enrolling in studies (Kim et al., 2015; Kunkel et al.,
2017; O’Brien et al., 2008; Paterson et al., 2005; Rowsell et al., 2020). Participants perceived that trial interventions could slow
down the progression of the disease and ameliorate its symptoms, with some patients expressing a willingness to try anything
they could to get better.

On the other hand, some participants reported altruistic reasons for trial enrollment. This included a desire to contribute to
science and wanting to benefit those who might suffer from PD in the future (Kim et al., 2015; Kunkel et al., 2017; O’Brien
et al., 2008). In addition, some patients were equally motivated by both wanting to improve their symptoms of PD while also
helping future patients (Kim et al., 2015). Participants also discussed the influence that other people could have in encouraging
research participation (Kunkel et al., 2017; O’Brien et al., 2008; Sturkenboom et al., 2013). Some patients described feeling
uncertain about getting involved in a study at first but later decided to enroll after talking to their friends and family (Kunkel
et al., 2017). Other participants were encouraged by their caregivers (Kunkel et al., 2017; Sturkenboom et al., 2013) and doctors
(O’Brien et al., 2008).

For some patients, the decision to participate in trials was motivated by wanting to socialize and have a regular activity to
engage in (Kunkel et al., 2017; O’Brien et al., 2008). They described liking the prospect of “having a routine twice a week, a
trip out ... and meeting people, socialising” (Kunkel et al., 2017) and indicated this might be beneficial for their well-being
(O’Brien et al., 2008). Other participants indicated they were motivated by their interest in the intervention (Kunkel et al., 2017;
O’Brien et al., 2008; Rowsell et al., 2020). Some expressed they hoped to learn useful information and skills (Rowsell et al.,
2020), whereas others wanted to find out more about the intervention (O’Brien et al., 2008) or “thought it would be fun” (Kunkel
etal., 2017).

Objective 3: Identify what are the enablers and barriers to participation in clinical trials from the perspectives of PD patients and
their caregivers

Enablers (Table 2; theme 3a). Participants and their caregivers noted several factors that positively affected their adherence to
trial interventions. One such factor was ongoing supervision and support from the research team. For example, several patients
who took part in exercise programs discussed that being monitored, either through a remote system or home visits, gave them
a sense of accountability (Lai et al., 2020; Rowsell et al., 2020). This continuous supervision also allowed them to build the
confidence to exercise and use any necessary technology (Khalil et al., 2017; Lai et al., 2020; Rowsell et al., 2020). In addition,
encouragement from the coach or physiotherapist increased the participants’ motivation to exercise, enhancing adherence with
the intervention (Khalil et al., 2017; Lai et al., 2020).

In some cases, positive attitudes toward trial design could be a facilitator to participation. Specifically, a few patients who
took part in sham-controlled trials expressed that this design encouraged their enrollment (Kim et al., 2012). Similarly, openness
toward the intervention could facilitate participation, for example, one caregiver from the occupational therapy trial expressed
that they found it beneficial to let go of expectations and approach the intervention with an open mind (Sturkenboom et al.,
2013).

Support and encouragement from the participant’s family, spouse, or caregiver were perceived as important factors
influencing adherence (Daley et al., 2015; Khalil et al., 2017; Rowsell et al., 2020; Sturkenboom et al., 2013). This was prominent
in physical exercise interventions, where partners and other family members motivated participants to exercise, sometimes even
exercising with them (Khalil et al., 2017; Rowsell et al., 2020). Caregivers perceived their own involvement in the interventions
and supporting their partners as natural (Sturkenboom et al., 2013). The involvement of caregivers was seen as beneficial by
the participants and was related to practical factors, such as managing medication (Daley et al., 2015), as well as the caregivers
gaining a better understanding of Parkinson’s (Sturkenboom et al., 2013).

Participants identified clear instructions as another factor promoting adherence to interventions. For example, patients in the
trial of at-home exercise interventions appreciated that the exercises were “simple and easy to follow” (Khalil et al., 2017) and
recognized it as a strong motivator to continue with the program. Similarly, participants who enrolled in the tele-monitored
exercise intervention valued that the telehealth system “was easy enough to operate and wasn'’t obtrusive” (Lai et al., 2020).
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Patients with PD also appreciated the convenience of at-home interventions, identifying that it saves them time and travel
costs (Lai et al., 2020; Mammen et al., 2018). In the trial of at-home exercise, participants also valued the flexibility of doing
the exercises in their own time (Lai et al., 2020). In addition, both patients and caregivers in the trial of occupational therapy
discussed the delivery of the intervention in their own homes (as opposed to a hospital) as more practical, highlighting that
“In the hospital you are in a theoretical situation, while my problems are here [at home] (...)” (Sturkenboom et al., 2013).
Similarly, participants perceived delivering adherence therapy face-to-face in their homes as essential and felt that other forms
of delivery would not have the same effect (Daley et al., 2015). Travel arrangements and reimbursement were perceived as
additional adherence facilitators (Khalil et al., 2017). Others appreciated accessible parking on site, and those who couldn’t
drive, provision of a taxi (Kunkel et al., 2017).

Barriers (Table 2; theme 3b). Parkinson’s patients and their caregivers discussed several factors that served as barriers to
participation in trials. For example, in the home-based exercise trial in Jordan, some early-stage patients still doubted their PD
diagnosis (Khalil et al., 2017). Similarly, embarrassment or secrecy toward PD diagnosis due to cultural stigma was identified
as another barrier to adherence (Khalil et al., 2017). Being physically active is not the norm in some cultures, especially for
older people, and some participants reported feeling ashamed of exercising at home in front of their children and would have
preferred traveling to a hospital for the training sessions (Khalil et al., 2017). In addition, some participants were unable to share
their PD diagnosis with their families, including spouse and children. Therefore, they did not perform the exercises at home to
avoid suspicion (Khalil et al., 2017).

In some cases, negative attitudes toward trial design could serve as a barrier to participation. Half of the participants who
enrolled in sham-controlled surgery trials disclosed that the study design was a “furn-off, a real big one” (Kim et al., 2012) and
mentioned feeling apprehensive or concerned. However, for the majority of participants, this initial reaction did not negatively
influence their decision to participate (Kim et al., 2012).

Technology issues were identified as another barrier to intervention adherence. Participants in trials of online exercise (Lai
et al., 2020) and virtual physician visits (Mammen et al., 2018) discussed that technical difficulties, such as Wi-Fi cutting off,
were a source of frustration. Using the technology effectively by the participants required a learning curve, and some patients
gave up after several unsuccessful attempts (Lai et al., 2020).

In line with frustration over technology issues, participants perceived lack of support and practical assistance during the
initial stages of an intervention as an obstacle to adherence. Specifically, patients in the Internet exercise program discussed that
they found the software “a little difficult to get setup” and expressed it would be beneficial to have some initial assistance (Lai
et al., 2020). One spouse of a participant highlighted that support from a fitness trainer or family members is crucial in such
interventions, especially for patients with advanced PD. Another participant expressed the preference for doing the exercises
with somebody else present.

Furthermore, PD patients discussed that “off” times, comorbidities, and fatigue could make it challenging to engage in
exercise programs (Khalil et al., 2017; Rowsell et al., 2020). Apathy and low motivation associated with PD also made it difficult
to perform exercises regularly (Khalil et al., 2017; Rowsell et al., 2020). Some participants suffered from other health problems,
which made certain exercises troublesome, whereas others described not being used to regular physical activity (Khalil et al.,
2017). Another patient explained that at times due to experiencing “off” periods when the medication did not work optimally,
they could not perform the exercises. However, they overcame this problem by finding an optimal time during the day to complete
the training (Rowsell et al., 2020).

In some instances, participants’ negative expectations about the intervention outcomes could serve as a barrier to adherence.
For example, one participant at an early stage of PD expressed he would not necessarily benefit from exercise, as he was still
physically fit (Khalil et al., 2017). Another patient explained they approached occupational therapy “with a question mark”, as
they were not convinced they were at a stage where this type of intervention would be helpful (Sturkenboom et al., 2013).

Discussion

To our knowledge, this is the first systematic review on patient and caregiver experiences of participating in Parkinson’s
disease clinical trials. Five key themes relating to experiences of participating in clinical trials, motivators for enrollment, as
well as challenges and facilitators to participation were found. Consistent with previous research (Adler, Otado, & Kwagyan,
2020; Verheggen, Nieman, Reerink, & Kok, 1998), this review identified high patient satisfaction from participation in trials.
The findings support and expand on the existing evidence on the importance of friendliness and expertise of research staff (Adler
et al., 2020), trust built between researchers and participants (Watanabe et al., 2011), and social aspects of participation (Dobra,
Guilmant, Higgins, & Fleming, 2017). The first theme, “positive experiences of participating in research,” demonstrated that
social benefits extended beyond meeting new people by facilitating a sense of belonging and presenting an opportunity to share
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PD-related information. Our findings suggest that benefits of participation can expand beyond what is typically assessed by
outcome measures, such as an increased understanding of PD and developing new ways of coping with the condition.

The second theme, “assessment completion,” demonstrated that participants had some problems with completing self-report
questionnaires. These related mainly to having difficulty in choosing between response options (especially “occasionally” and
“sometimes” on the PDQ-39) and requiring assistance from caregivers to complete them. These findings have implications
for trial design, suggesting that attention needs to be paid to the support required by participants in order to complete these
assessments. One suggestion proposed by Paterson and colleagues (2005) was to ensure that respondents could see the layout of
the responses as a spectrum, in addition to having them read aloud. In addition, the researchers observed that the answer options
of frequency of a problem often did not make logical sense, as the majority of patients experienced some difficulty all the time,
rather than complete difficulty some part of the time (Paterson et al., 2005). However, this was not discussed with the participants
during the interviews. It appeared that patients treated the response options as gradations of severity. Nevertheless, this may result
in most responses falling in the middle range, potentially reducing sensitivity to change. Revision of the response options on the
PDQ-39 may be therefore warranted. Another problem encountered by patients was having difficulty with distinguishing PD
symptoms from other ailments, which is supported by previous research (Marinus, Ramaker, van Hilten, & Stiggelbout, 2002).

Consistent with existing evidence (Soule et al., 2016; Watanabe et al., 2011), our review demonstrated that participants’
enrollment in research is largely motivated by altruistic and health-related reasons. The theme “motivators” also highlighted
that other people may play an important role in encouraging participation. This included caregivers, friends, and doctors or
therapists. Moreover, the theme “enablers” underlined the importance of encouragement from healthcare workers for intervention
adherence. Regular support and supervision from doctors and the research team should be considered in trial design as it gives
patients a sense of accountability and allows them to develop self-confidence in relation to following the intervention. In addition,
support from caregivers was perceived as beneficial. This is supported by previous research evaluating a PD psychoeducation
program where the involvement of spouses and carers was viewed favorably by patients (A’Campo, Spliethoff-Kamminga,
Macht, Edu Park, & Roos, 2010). Therefore, PD trials should aim to involve caregivers in the process as much as possible to
increase adherence and retention. Many participants also appreciated the convenience of at-home or telehealth interventions,
which contributed to adherence. Given the current pandemic climate, telehealth is in the process of expanding rapidly. However,
our review identified that technological issues and lack of support served as barriers to adherence. Researchers should therefore
consider ways to support older patient populations in operating technological equipment and incorporate remote methods to
keep accountability.

Quality of Included Studies

The main limitations of included papers from quality appraisal related to inconsistent transparency in reporting of the
methodology, lack of critical examination of researchers’ roles and potential biases, and thin description of findings. Two studies
were subject to moderator bias, as the interviewers were involved in delivering the interventions. This could have resulted in
reluctance to report on negative experiences by the participants.

Strengths and Limitations of the Review

Two reviewers independently carried out database search, critical evaluation of eligible papers, and data synthesis to ensure
reliability and minimize bias. Study authors were directly contacted where information was missing. This review synthesized
evidence from multiple trials, enabling the investigation of various interventions. However, this also warrants caution as the
results may not be generalizable to all trials as there were no studies available for pharmacological intervention trials. Findings
on patient and caregiver experiences were not separated due to little available data on caregivers’ perspectives. Limiting the
database search to articles published in English and omitting gray literature may have excluded some relevant papers.

Future Research

This review did not identify any eligible pharmacological trials. Qualitative studies that specifically investigate participant
experiences in such trials are required to deepen our understanding of this issue. The majority of included studies (n=9)
were conducted in English-speaking developed countries. Some cultural issues were identified by this review. Further work
is needed to explore trial participation experiences in this area. Few studies (n = 3) included participants’ caregivers. This review
strengthened the evidence on the important role caregivers play in PD patients’ lives. Further research is therefore necessary to
explore the support they provide to participants and their own experiences of trial participation. Only one study provided data on
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the experiences of questionnaire completion. Nonetheless, the findings are valuable and warrant further investigation in future
research.

Conclusion

This is the first systematic review on the experiences of patients with PD and their caregivers of participating in PD trials.
Echoing previous findings (Adler et al., 2020; Dobra et al., 2017; Watanabe et al., 2011), positive experiences were guided by
social interactions with other participants, expertise and empathy of research staff, and a sense of trust between patients and
researchers. Benefits of participation extended beyond what is typically assessed by outcome measures and reflected gaining
a better understanding of PD and developing new coping mechanisms for managing the condition. Parkinson’s patients may
require additional support with completing self-report questionnaires, and the involvement of their caregivers in trials may be
crucial to enable participation. Researchers must be aware of the important role of caregivers and should consider ways to involve
them in research as much as possible.
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