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Full Title Evaluating the Occupation-Based Complex Intervention for
living well with anxiety and Parkinson’s Disease (OBtAIN-
PD): a feasibility cluster randomised controlled trial

Short Title Evaluating the Occupation-Based Complex Intervention for

living well with Anxlety and Parkinson’s Disease (OBtAIN-PD)

Trial Acronym

OBtAIN-PD

Trial Design

Feasibility cluster randomised controlled trial

Trial Participants

People with Parkinson’s (male and female), aged 18 and
over, experiencing anxiety measured as 210 on the GAD-7

Planned Sample Size

50

Treatment duration

All participants will receive approximately eight occupational
therapy sessions over 10 weeks as per usual care. Those

allocated to the intervention group will take part in a lifestyle
modification intervention focused on meaningful occupation.

Follow up duration

Outcomes assessed at 24 weeks

Planned Trial Period

22 months duration

Trial set up: Months 1-3

Participant recruitment: Months 3-10

Outcome data collection: Months 5-14

Qualitative interviews: Months 9-14

Data analysis and reporting: Months 15-18
Feedback to sites, participants /PPI: Months 18-22

Trial Aim

This feasibility trial aims to obtain the data and operational
experience necessary to inform the conduct and finalise the
design of the definitive trial.

Trial objectives

Estimate the recruitment and attrition rate.
Establish participant willingness to be randomised.

Establish potential participating organisations willingness to
be randomised.

Ascertain the suitability of the randomisation procedure.
Determine intervention fidelity as outlined in the protocol.

Determine if the intervention content is appropriate, feasible,
and acceptable.

Establish feasibility of collecting required outcome data.

Determine the type and rate of any adverse events resulting
in additional service utilisation.

Ascertain what outcome measures are most appropriate.

Intervention

Occupation-based lifestyle modification + occupational
therapy usual care (x8 sessions approximately)

Usual Care

Occupational therapy usual care (x8 sessions approximately)

OBtAIN-PD trial protocol, V1.9 24.02.2023
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iv.  FUNDING AND SUPPORT IN KIND

FUNDER(S) FINANCIAL SUPPORT GIVEN

NIHR £388,471

v. ROLE OF TRIAL SPONSOR AND FUNDER

The sponsor for this study, University of Plymouth (UoP), assumes overall responsibility for the
initiation and management of the trial.

The sponsor and funder will not have direct involvement in trial design, conduct, data analysis and
interpretation, manuscript writing, and dissemination of results.

vi. ROLE OF THE CLINICAL TRIALS UNIT (CTU)

The sponsor of the study has allocated tasks associated with project management support, data
management and statistical support to the Peninsula Clinical Trials Unit (PenCTU) by way of formal
written agreement.

vii.  ROLES OF TRIAL MANAGEMENT COMMITTEES AND GROUPS

The Trial Steering Committee (TSC) has an independent chair (Prof Van Wijick). It has an independent
clinician and statistician and one patient representative. The TSC will meet at least every 6 months to
review the progress of the trial and any serious adverse events and will report to the sponsor. Detailed
role and remit of the TSC is described in a separate TSC Charter.

The Trial Management Group (TMG) is chaired by the Chief Investigator and includes a representative
from the sponsor and PenCTU as well as the trial statistician and patient representative. It also has
representation from co-investigators and leads for the qualitative and health economic components.
The TMG will meet monthly to review trial progress and to ensure appropriate management of the trial.

A Data Monitoring and Ethics Committee will not be convened for this trial which is considered low risk
of harm to participants.

viii.  KEY WORDS:

People with Parkinson’s (PWPs), anxiety, occupational therapy
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Allocation

Usual care sites (n=2)

Participants referred after being
approached by clinical or

Enrolment
provided

Recruitment of eligible

Recruitment participants (n=25)

Usual care arm

Baseline outcome measures.

Eight sessions over 8-10 week period, average 60
minutes per session (60 usual occupational therapy
care)

Intervention
and Follow-up

Occupational Therapist completes case report form at

each session end

Repeat outcome measures at 12 & 24 weeks
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Allocation of study localities
(n=4 community
rehabilitation teams)

OBtAIN-PD sites (n=2)

Participants referred after being
Decliner interviews approached by clinical or
n=2 research team. Information pack
provided

Recruitment of eligible
participants (n=25)

OBtAIN- PD + usual care arm
Baseline outcome measures
Eight sessions over 8-10 week period, average 60
minutes per session (30 OBtAIN-PD + 30 usual

occupational therapy care)

Occupational Therapist completes case report form
at each session end

Repeat outcome measures at 12 & 24 weeks

Qualitative interviews
10 participants
4 Occupational Therapist's

Semi-structured interviews
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1. BACKGROUND AND RATIONALE

1.1. Background

Parkinson’s disease, commonly referred to as Parkinson’s, is the second-most common
neurodegenerative condition in the UK, affecting approximately 145,000 people (1). The main
symptoms include tremor, loss of automatic movement, and slowed movement (2). Parkinson’s also
results in sensory, cognitive, and psychological impairments that cause significant disability and
impede participation in everyday roles and activities (3, 4), resulting in reduced life quality (5).
Households affected by Parkinson's lose on average £16,582 annually due to higher health and social
care costs and reduced income (6). Annual care costs per individual in the UK are estimated at
£5,993, resulting in estimated direct costs of £761.1m per annum (7).

1.2. Rationale

Anxiety affects around 56% of People with Parkinson’s (PWPs) (8). Higher anxiety makes PWPs more
prone than age-matched controls to falling and losing independence; it reduces life-quality, leads to
social role dysfunction, reduced participation and increases health-burden (9, 10).

Psychological stressors associated with long-term conditions that PWPs experience can increase
anxiety (11). Furthermore, PWPs may be more susceptible to anxiety than other long-term conditions
due to Parkinson’s associated dopamine deficiency (12). Dopamine is a modulator in the amygdala, a
brain structure involved in fear and anxiety (13). When dopamine is deficient, this produces neuronal
hyper-excitability and exaggerated responses to perceived threats (13, 14). Although PWPs can be
treated with dopamine-replacement medication they often experience a marked increase in symptoms
as the medication wears off throughout the day (15). Primary (or type-1) worry can in turn rapidly
progress to type-2 worry (meta-worry, or ‘worry about worry’) (16). This can further increase anxiety
symptoms which contributes to the maintenance of the hyper-excited neuronal anxiety circuit (17).
Thus, as highlighted by the research team’s previous research, living with anxiety in Parkinson’s is a
complex experience shaped by neurobiology, individual experiences, and life-context (18).

Anxiety is the second-highest research priority identified by the charity Parkinson’s UK in collaboration
with the James Lind Alliance (19). This proposed project also aligns with the Royal College of
Occupational Therapists’ (RCOT) ‘Research and Development Strategy 2019-2024', RCOT top ten
research priorities for occupational therapy in the UK, and the NIHR research priorities (20, 21).

Previous research has highlighted that PWPs living with anxiety place less value on group work (the
common format for many anxiety treatments), with more importance being placed on participation in
meaningful roles and activities (22). To address the lack of effective pharmacological interventions, the
low evidence base for psychological and occupational therapy interventions, coupled with the clinical
psychologist shortage in the UK (23), and the central role of restricted participation in contributing to
heightened chronic anxiety (11, 24), a participation-focused approach to managing anxiety in PWPs is
warranted. In response to these issues, a novel occupation-based complex intervention to help people
with Parkinson’s to live well with anxiety (OBtAIN-PD) has been co-developed with PWPs, care
partners, and occupational therapists. This intervention provides a standardised treatment package
targeting modifying lifestyle to remove barriers to engaging in activities that are important for the
PWPs that is delivered on a one-to-one basis. This intervention has been supported by several
research studies conducted by the research team (18) (GCM study & scoping review due to be
submitted for peer review). The intervention is underpinned by concepts of Acceptance and
Commitment Therapy (ACT) to support behavioural activation and move towards valued health
behaviours whilst living with an incurable condition.
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As this is a new intervention, there are no current studies examining the clinical or cost effectiveness,
feasibility, or acceptability of the OBtAIN-PD intervention in PWPs.

1.3. Justification

Before considering a definitive trial to assess the clinical and cost-effectiveness of the OBtAIN-PD
intervention alongside usual occupational therapy care with PWPs living with anxiety, the research
team first need to test the feasibility of running such a trial. This study aims to collect the information
necessary for the planning of a future trial including participant willingness to take part, the likely rate
of participant recruitment and retention, and the acceptability of outcome data collection methods. A
gualitative study component will explore participant experiences of the OBtAIN-PD intervention and
trial design and explore the occupational therapists’ experiences of intervention delivery and trial
participation.

2. OBJECTIVES AND OUTCOME MEASURES / ENDPOINTS

The long-term aim is to undertake a definitive, multi-centre, assessor-blinded cluster RCT asking the
research question “What is the clinical and cost-effectiveness of the OBtAIN-PD intervention alongside
usual Occupational Therapy care compared to usual Occupational Therapy care alone in people with
Parkinson’s experiencing anxiety?” Before the definitive trial there are several uncertainties that need
addressing in this study, by meeting the following objectives.

2.1. Study aims and objectives
Our aim is to conduct a cluster randomised feasibility trial of the OBtAIN-PD in a real-world practice
setting. We aim to provide high quality data to facilitate the design and planning of a future definitive
trial by answering the below feasibility study questions.

Our study objectives are to estimate:
Feasibility and acceptability of trial procedures

I.  Suitability of eligibility criteria

II.  Numbers of eligible and interested participants from the target population: specifically,
conversion rates by recruitment method (invitation letter, personal contact with clinician)

Ill.  Ability of clinicians to recruit participants, and understand any differences between this for
different referral pathways (for example GP vs Community Rehabilitation Teams vs Consultant
outpatient clinics vs Self-referral)

IV.  Willingness of community rehabilitation teams to be randomised

V. Retention rates as participants move through the trial

VI.  Intervention fidelity between sites
VIl.  Feasibility and acceptability of the OBtAIN-PD intervention (adherence)
VIIl.  Completion and performance of self-report outcome measures, including completion rates,

baseline scores, distributional properties and standard deviations, responsiveness to refine
selection of the primary and secondary outcome measures for the definitive trial

IX. Facilitate a definition of occupational therapy treatment as usual

X.  Baseline factors associated with outcomes

Xl.  Estimates of the correlation between baseline and follow up outcome measures to inform
future sample size calculation
XIl.  Feasibility of collecting data to estimate intervention resource requirements and costs.
Xlll.  Feasibility of collecting data to estimate health, social care, and broader societal resource use
and costs.
XIV.  The feasibility of aligning the trial with existing clinical services l.e., referral date, first treatment
date
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XV.  Total resource required for the full trial

Our feasibility study questions are:

1. What is the recruitment and attrition rate?

Are the participating community rehabilitation teams willing to be randomised?
What is the suitability of the randomisation procedure?

Do people undertake the OBtAIN-PD as outlined in the protocol?

Is the content of the OBtAIN-PD appropriate, feasible, and acceptable?

Are the outcome measures feasible and assessed at each time point?

What is the type and rate of adverse events?

What outcome measures are most appropriate?

© N Ok WDN

To meet these aims and objectives, a pragmatic multi-centre feasibility cluster RCT with assessor
blinded outcome assessment will be conducted.

2.2. Study Outcomes Measures (Table 1)

2.2.1. Feasibility trial operational outcome measures (objectives I, Ill, V, VIII)
We will gather the following data relating to operational activities:

e Recruitment rate (overall and by site)- the average number of participants recruited per month
e Retention rate at 12 and 24 weeks (overall and by site)
¢ Completeness of data collection

¢ Identification of how participants are ‘lost to follow-up’: The research team will identify participants
lost to follow-up and investigate the reasons as to why they have been lost.

2.2.2. Participant reported and other clinical outcomes (objectives XIl, XIII)

Demographic and diagnostic Information

Following informed consent, the following self-report data will be collected:
e Screening: age, sex/gender, years since PD diagnosis
e Baseline: ethnicity, employment status (as an indicator of socio-economic status), educational
level, medication, co-morbid status, societal costs

2.2.3. Patient Reported Outcome measures

All participants will be requested to complete standardised, validated patient self-reported
questionnaires. Electronic, web-based delivery will be utilised where possible, but paper versions of
the questionnaires will be provided with stamped addressed envelopes to return these by post for
participants who do not have internet access. Reminders will be used, and online forms will use
appropriate completion rules to ensure data completeness.

All measures will be undertaken at baseline, post-intervention (12 weeks following baseline
assessment) and 24 weeks after the first scheduled intervention session. The follow-up assessments
will be anchored to baseline as it is anticipated that this time frame will be adequate for delivery
intervention inclusive of potential wait times.

Baseline outcome measures will be completed in the week prior to treatment sessions commencing to
allow for relevant therapy goal-related information to be transferred to the treating clinician. If the
GAD-7 has been repeated at this point and the participant scores is <6, indicating a minimal clinically
important change (25) of four points from the inclusion criteria score, the participant will be informed of
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this and withdrawn from the study. Due to the nature of anxiety in Parkinson’s, (12, 13) it is anticipated
that this will be a rare occurrence.

Patient reported outcome measures will be sent to the participant once informed consent has been
gained, and an online session with the lead researcher (CL) will be booked to complete the COPM
and Activity Card Sort at a date and time convenient to the participant (if not completed at the
screening call). The clinical outcome measures will be completed online using secure web-based apps
to preserve assessor blinding; participants will be instructed to not give the lead researcher any details
about their geographical location or treatment received prior to and at the start of sessions. The first
occupational therapy session should be scheduled no more than 28 days following informed consent
being gained. This aligns with locally set referral-to-treat targets.

In addition, at monthly intervals throughout the trial, participants will record any freezing of gait
episodes and falls that they have had using a prospective falls diary (online or paper-based depending
on participant requirements). The monthly serial collection of data enables the impact of the OBtAIN-
PD on these areas to be identified and to assess the suitability of this method of data collection. The
12- and 24-week follow-ups are important to comprehensively assess potential benefits and the
maintenance of any observed effect. All patient reported outcome measures included within this study
are validated for use in Parkinson’s Disease clinical care and research.

1. GAD-7
A valid and reliable 7-item instrument used to assess the severity of generalised anxiety
disorder (26, 27). The GAD-7 is commonly used in the ‘Improving Access to Psychological
Therapies’ pathway and will provide a viable way of comparing the OBtAIN-PD against other
interventions in the future. A score of 210 identifies a level of anxiety that has a direct impact
on the quality of life and is a recommended cut-off that identifies a need for further clinical
evaluation (28).

2. PDQ-39
This condition-specific questionnaire, a patient reported measure of health status and quality of
life, has been psychometrically evaluated in this population. It comprises 39 questions related
to activities and symptoms. It takes ~ three minutes to complete. Minimally important changes
are available [>25-point change total score, > 20-point change symptom subscale (29).

3. European Quality of Life-5 dimensions (EQ-5D-5L)
Evaluation of health related QOL. This measure has been used within clinical trials with PWPs
and has been psychometrically validated for this population (30). The EQ-5D-5L can be used
to calculate quality adjusted life-years (QALYS), enabling cost-utility analyses.

4. Prospective Falls and Cost Diary
A commonly used tool in research for measuring falls frequency and freezing of gait in PWPs,
and that will be used to measure adverse event (AE) rates in this study including AEs that are
not falls such as panic attacks. Data regarding societal costs will be collected, such as
unplanned loss of workdays for the PWPs and carers, and personal expenditure on support
services.

2.2.4. Clinical Measures

1. The Canadian Occupational Performance Measure (COPM)
The standard Canadian Occupational Performance Measure (COPM) is a valid measure of a
person’s self-perception of performance in everyday living (31-33) and has been
recommended for PWPs (34). The COPM is a client-centred outcome measure for individuals
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to identify and prioritise everyday issues that restrict their participation in everyday living. This
measure focuses on occupational performance in all areas of life, including self-care, leisure,
and productivity, and is measured using performance and satisfaction scores. The COPM has
been used as a primary outcome in clinical trials of people with neurological conditions
including Parkinson’s (35-37). An improvement of 0.9 for performance and 1.9 for satisfaction
is regarded as clinically significant (33). This outcome measure will be delivered via a secure
web-based application, or by CRN research teams if the participant does not have internet
access. The COPM is the proposed primary outcome for the future definitive trial.

2. Activity Card Sort
An assessment of a person’s perceived level of participation with demonstrated
applications in clinical practice and research (38). This outcome measure will be delivered via
a secure web-based application, or by CRN research teams if the participant does not have
internet access.

3. Barthel Index

A self-reported scale used to measure a person’s performance in activities of daily living and a
widely used measure in research (39, 40).

2.2.5. Intervention Fidelity (objectives VI, VIII)
The number and duration of treatment sessions in both groups will be recorded and assessed via
standardised treatment notes. Additionally, 20% of intervention and usual care sessions will be
observed by a member of the supervisory team (JM), either face-to-face or online depending on how
the session is delivered. A fidelity record sheet with essential components will be used for scoring.
This will allow the fidelity of the delivered usual care and OBtAIN-PD to be compared to the standard
operating procedure manuals and the participant goals to assess the session content. An assessment
will be made of interactions/interventions that directly address anxiety in both groups to allow the level
of anxiety-related interventions in usual care to be determined. This will be achieved using a fidelity
document with the essential components for the two study arms interventions. Potential contamination
issues will be further explored during interviews with the participants and clinicians delivering OBtAIN-
PD.

2.2.6. Intervention costing (objectives XlI-XIV)
Resource use and costs associated with delivery of both groups will be estimated.

Data on cost of intervention delivery (including preparation) will be collected in the form of resource
use associated with the taking of outcome measures and delivery of trial components (exclusive of
time spent on research elements, e.g., reading the protocol and SOPS) via within-trial reporting,
including participant-level contact and non-contact time for staffing input on delivery, equipment and
consumable costs, training, and supervision for delivery staff. Additional healthcare costs, such as
A&E attendance, will be recorded. Furthermore, societal costs for the participants, such as loss of
workdays or additional demands on care partners.

NHS treating occupational therapists will complete contact case report forms to capture time spent on
each participant contact.
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2.2.7. Table 1 summarising the objectives and outcomes

Therapist completed case report forms

Resource Use Questionnaire

Objectives Outcome Measures Objectives
met
Operational: 1,1V,
Rates of recruitment Number of patients screened and recruited
Rates of retention Number of recruited patients attending follow-up visits v
VI
Completeness of data capture and outcome measures
Data completeness . . .
(to include number of completed questionnaires,
number of missing items within a questionnaire by
time point)
Patient reported/Clinical VIII, IX, X,
Xl
Performance and satisfaction | Canadian Occupational Performance Measure
in everyday living (COPM)
Anxiety GAD-7
Quality of life PDQ-39
Health-related quality of life EQ-5D-5I
Participation Activity Card Sort
Activities of daily living Barthel Index
Adverse events Falls diary
Adherence VI, VII
Fidelity assessment Research team member observations
Resource Use X, XIl,
XV

Table of objectives and outcome measures. Refer to tabulated schedule of events (Table 2) for

timings of outcome measures.

3. THE INTERVENTIONS

All treatment will be provided by community-based NHS occupational therapists. Based on the
patient’s need (as assessed by the clinician), face to face treatment sessions can be undertaken in
place of video—based consultations. The booking of both treatment sessions will be the responsibility
of the NHS therapy department local to the participant (section 10.2.3).

3.1. Usual Care

The usual care group will receive ‘treatment as usual’ occupational therapy care based on that
delivered in previous pragmatic trials of occupational therapy for PWPs (55, 56) and guided by both
NICE guidelines (41) and the Royal College of Occupational Therapists ‘Occupational Therapy for
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People with Parkinson’s’ (42) guidelines. Usual care will be delivered by a community-based
occupational therapist at each site (n=2). The site file will provide descriptions of a selection of areas
that could be targeted, and approaches used. This will include equipment provision, personal care
practice, and addressing falls. The exact approaches used will be flexible to provide therapist
autonomy and based on patient need. The usual care therapy input received by the participants will be
recorded to further facilitate a definition of treatment as usual for a future study via intervention logs as
part of the case report form.

Treatment as usual duration will last 60-minutes per session with an estimated eight sessions over a
10-week period based on patient need.

3.2. OBtAIN-PD
OBtAIN-PD is an intervention that focuses on re-establishing and maintaining engagement in
meaningful social and habitual roles, like attending a club or engaging in a hobby that PWPs value
(18, 22). In contrast, traditional NHS occupational therapy interventions, that form the usual care
group, tends to focus on compensatory techniques (e.g., equipment to maintain personal care), that
PWPs with anxiety have identified as less of a priority (18, 22, 43). OBtAIN-PD will include lifestyle
modification underpinned by ACT concepts to help PWPs to engage in the meaningful activities that
they want to, and to live well with their anxiety.

OBtAIN-PD will be delivered by a community-based occupational therapist at each site (N=2). The
intervention will be delivered in community settings, and the clinicians delivering OBtAIN-PD will
receive specific training in its use. The occupational therapists in both trial arms will be based in
separate teams and will not share a supervisor to reduce contamination risk. It is estimated that
OBtAIN-PD will last 30-minutes per session, with eight sessions over a 10-week period (n=8) (35, 44-
46). The intervention will include additional 30-minutes of usual care i.e., 60-minutes total. The usual
care component will include (but is not limited to) the ordering and provision of aids/adaptations to
support participation in care and follow-up contact after delivery to ensure safe use of the equipment
(35). In summary, OBtAIN-PD will run alongside usual care and provides a novel means of delivering
occupational therapy targeting anxiety-related issues in performance. To minimise inter-therapist
contamination, therapists will be advised to not discuss details of OBtAIN-PD with colleagues.

Participants in both groups will continue to receive usual medical and therapy management e.g.,
physiotherapy. This will be monitored via a health, social care, and personal resource-use
guestionnaire.

4. TRIAL DESIGN

This is a pragmatic feasibility cluster randomised controlled trial, with assessor blinded outcome
assessment, cluster randomising Community Rehabilitation Teams within two sites to implement
either the OBtAIN-PD and usual occupational therapy care (intervention) or usual occupational
therapy care alone (usual care).

Community Rehabilitation Teams will be allocated on a 1:1 basis to implement the OBtAIN-PD
intervention + usual care, or usual occupational therapy care alone, stratified by site (geographical
location — Royal Devon University Healthcare NHS Foundation Trust serving North, East, and Mid
Devon, and LiveWell Southwest serving South Hams, West Devon, and Plymouth). This will provide
logistical convenience and accommodate the current pressures on NHS services, whilst providing a
control for contamination. Group allocation will be stratified by site.

OBtAIN-PD trial protocol, V1.9 24.02.2023 Page 20 of 46



OBtAIN-PD trial IRAS ID: 318175 Trial registration No:

5. TRIAL SETTINGS

The trial will be conducted in two NHS Trusts; LiveWell Southwest and Royal Devon University
Healthcare NHS Foundation Trust. A Principal Investigator at each Trust will oversee and be
responsible for research activity in their respective Trust.

Each of the two Trusts has two Community Rehabilitation Teams (CRTSs), covering distinct regions
within the Trust catchment area. All CRTs will implement the protocol in the same manner, apart from
the treatment they provide, depending on allocation. Occupational therapists within these teams will
deliver either standard care, as part of their routine NHS role, or the OBtAIN-PD intervention in
addition to standard care, depending on treatment allocation.

The unit of allocation, or cluster, is therefore at the CRT level; two of the four CRTs will be allocated to
the intervention group (OBtAIN-PD plus standard care), and two will be allocated to the usual care
group (standard care alone).

6. PARTICIPANT ELIGIBILITY CRITERIA

6.1. Inclusion criteria
Patients must satisfy all the following criteria to be enrolled in the study:

e PWPs: diagnosis of idiopathic Parkinson’s (47), as diagnosed by a neurologist or movement
disorder consultant

o Experiences anxiety measured as ‘moderate’ (=10) by the Generalised Anxiety Disorder
Assessment (GAD-7) as part of the screening process

¢ Willing and able to undertake eight intervention sessions over 10 weeks

e Able to give informed consent

6.2. Exclusion criteria
Patients who meet any of the following criteria will be excluded from study participation:

e Participants unable to give informed consent

o People who are unable to physically complete self-report forms and do not have someone to
assist them

o PWPs experiencing anxiety measured as ‘mild’ (9 or less) by the generalised Anxiety Disorder
Assessment (GAD-7)

e PWPs with a severe cognitive deficit that affects their ability to follow instructions assessed
using the Montreal Cognitive Assessment (<23) (48)

¢ ‘End-of-life stage’ Parkinson’s or other potentially life-limiting condition which is likely to be the
main source for anxiety e.g., cancer, heart failure, advanced lung disease

o PWRPs currently participating in a research study testing an intervention for anxiety or receiving
another clinician-delivered non-pharmacological intervention for anxiety that has started within
the last six months.

7. RECRUITMENT STRATEGY

This feasibility trial will only recruit from the Southwest Region (to sites which have received ethical
approval).

The target sample size is 50. Participants will be recruited from two sites in the Southwest region of
UK (RDE and LiveWell Southwest) over ten months. Initial contact will be made by consultants and
therapists who will see PWPs as part of their clinical workload within the two sites; they will not be
aware of group allocation. Research practitioners based in the CRN at each site (not members of the
main research team) will screen their databases for potential participants and make contact. In
addition, initial contact might be made by specialist Parkinson’s nurses as part of their clinical
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workload at the two sites. These clinicians will be acting as gatekeepers in keeping with Health
Research Authority recommendations (49). This will help to mitigate any potential issues of coercion
when the applicant is approached by the research team to gain consent. The number of potential
participants directly referred by CRN staff and clinicians will be recorded.

Recruitment will be supported by a trial manual and training informed by the study teams’ experience.
Training (provided by the research team to the occupational therapists taking part in the trial) will
include trial information (rationale, aims, and methods) and governance issues (e.g., confidentiality,
record keeping). It will highlight the issues of unconscious bias and protectionism that can occur when
therapists are involved in trial recruitment. Recruitment training will be supported by a manual, video
exemplars, and role-play to aid those who are naive to the recruitment process.

Potential participants will be provided with an information pack by the clinician who has made contact.
The information pack will contain an introductory letter, participant information sheet (PIS), GAD-7 for
screening purposes, a reply slip (including consent to contact form), a stamped addressed envelope,
and the telephone and email contact details for the lead researcher. This information can be emailed
to participants also at their request. The PIS and reply slip will encourage those who do not want to
take part to return the reply slip stating their reasons for non-interest, but it will be emphasised that
there is no obligation to do so. This will provide valuable information for designing the main trial.
Information packs that are sent out will be followed up by CRN research teams one week later via
telephone to encourage responses.

8. SCREENING AND CONSENT
8.1. Eligibility screening process

8.1.1. Initial telephone screen

On receipt of the completed reply form and GAD-7, the OBtAIN-PD research team (CL) will telephone
the potential participant to answer any questions and, following verbal consent, to undertake an initial
phone screen for eligibility using a pre-formatted screening checklist based on the eligibility criteria.
Eligibility will be confirmed during this call. This data can be collected directly from participants, and
the core research team will not need to access patient records.

All screen failures will be recorded and inputted into the database as required for the purpose of
monitoring and reporting recruitment performance.

Following the screening procedures, an initial online session to complete the consent and baseline
procedures will be arranged at a time convenient for the participant (within normal working hours). If
the participant feels that they need no extra time to consider their participation, the baseline
assessments (see section 10.2) can be completed in the initial phone screen to reduce the burden on
the participant's time.

8.2. Consent

The OBtAIN-PD lead researcher will be responsible for ensuring informed consent has been obtained
and for the collection of baseline data. They will be suitably trained in the relevant principles of GCP
and the requirements of the trial protocol.

At the online consent session, the study will be discussed to ensure full understanding. Fully informed
consent of participants will be gained. If consent is taken over the telephone, a script will be followed
outlining what is involved for all participants and the potential risks/ burdens of taking part. If the
participant wishes to continue to give their consent, the researcher will read out the clauses from a
local copy of the informed consent for and complete this form with the participant. The participant must
consent to each clause to be eligible to take part. Once completed, the researcher will sign, date, and
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name the form and email this to the participant for their records. The completed form will then be
uploaded by the researcher to the “Completed ICFs” folder in the specific site folder. They will then
immediately update the research trial database on the study management system (designed by
PenCTU).

In all other scenarios, written consent will be gained if the person is deemed to have capacity or
capacity is not doubted under the Mental Capacity Act (50). If doubted, the lead researcher (CL) will
conduct a capacity assessment using a standard NHS tool at the initial consultation. This can be
conducted over the telephone if required. If a participant lacks capacity, they will be excluded from the
study. Participants have the right to withdraw from the study at any time for any reason without
affecting their ongoing care. Consent will also be sought to contact the PWPs GP to inform them of the
person’s participation in the trial. The COPM and Activity Card Sort will be completed with the
participant in the first session, separate to the first intervention session. The other PROMs will then be
sent to the participant for completion.

The process of obtaining informed consent will include:

¢ discussion with the potential participant about the nature and objectives of the study and risks
associated with their participation

¢ the opportunity for potential participants to ask questions

e an assessment of capacity to consent

e advising the potential participant that they have the right to refuse participation without giving
reasons and that they are free to withdraw at any time without giving reasons and without
prejudicing his/her further treatment

o advising the potential participant on how their data will be used and signposting to further
information about data used for research purposes

All PWPs participating in the study will be informed of the post-trial qualitative interview within the PIS,
and consent will be included within the pre-baseline informed consent processes. Prior to the final trial
assessment at 24 weeks, consent to participate in the interviews will be reviewed and confirmed by
the lead researcher. Verbal confirmation of ongoing consent will be obtained by the lead researcher
immediately prior to the interview taking place.

The PI takes responsibility for ensuring that all vulnerable participants are protected and participate
voluntarily in an environment free from coercion or undue influence.

Original versions of completed informed consent forms will be stored in the Investigator Site File (ISF).
One copy will be provided to the participant for them to retain. A copy will be filed in the hospital
notes/electronic health record.

After consent has been completed, the baseline COPM and Activity Card Sort measures will be
completed with the participant in the same session if possible. Other baseline assessments will be
provided to the participant for them to complete remotely. The GAD-7 completed at during screening
will be used as the baseline assessment unless this was completed more than days ago. In this
situation, a repeat GAD-7 will be taken.

The recruitment process is summarised in figure 1.
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Figure 1. Summary of recruitment process

Clinic-based CRN
staff search patient
records

Consultants, therapists and specialist PD nurses make
direct contact during routine workload

Potentially eligible patients provided with information pack (by post and/or email)

Pack providers record patients to whom packs have been sent

If possible (depending on referral route), CRN staff telephone recipient patients to check pack has been received and to
address any queries regarding how to complete and return reply slip, or contact research team (CL)

On receipt of info pack, and having read the PIS, patient may:

Complete the reply slip (an indication of whether they wish to participate or not and their contact details and
preferences) and the GAD-7 and returns by post using the SAE
Telephone or email CL directly

On receipt of telephone call or email, the researcher
telephones patient, answers any initial queries and
explains that participation in the study depends on

patient eligibility and informed consent.

On receipt of completed reply slip, the

researcher telephones patient, answers any
initial queries and explains that
participation in the study depends on
patient eligibility and informed consent. Providing the patient is willing, researcher assesses
eligibility, including telephone version of GAD-7, and, if
eligible, undertakes telephone consent process according
to specific instruction and script, and records the
patient’s contact details and preferences

Providing the patient is willing, researcher
assesses eligibility and, if eligible,
undertakes telephone consent process
according to specific instruction and script.

At discretion of researcher and patient, consent maybe

At discretion of researcher and patient, ' . .
deferred until a more suitable time

consent maybe deferred until a more
suitable time

Having obtained and documented informed consent, the researcher invites participant to complete those baseline
assessments which can be collected by telephone either during the same call or at a subsequent call scheduled according to
the patient’s convenience

Following completion of the telephone baseline assessments, researcher sends further baseline questionnaires to participant
by email, or by post if participant chooses postal method of data completion

KEY: Site Patient Researcher

activity activity activity
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8.3. Recording screening and recruitment information
CRN staff and the OBtAIN-PD research team will keep accurate records of:

- The number of potential participants sent a trial information pack.

- The number of potential participants directly referred to the research team by the CRN staff /
site investigators

- The number of potential participants who contacted the research team (from any source), and
how they heard about the trial (e.g., CRN, therapist letter / personal contact, Parkinson’s
nurses, consultant, or other healthcare professional)

- The number of patients screened for eligibility by the research team

- The number and characteristics of patients deemed ineligible (with reasons where available)

Anonymised data from the screening log will be inputted into the PenCTU database for the purpose of
monitoring recruitment. These data will be used to determine the proportion of people who expressed
an interest in the trial, those who were ineligible (with reasons), and which recruitment methods might
be the most effective for a future trial.

9. TREAMENT GROUP ALLOCATION

Randomisation will be undertaken by the Plymouth Clinical Trials Unit (CTU) to allow the lead
researcher to remain blinded to group allocation. The Community Rehabilitation Teams will be
provided with a unique, anonymous code. Within each site, the CRTs will be randomly allocated (1:1)
into the usual care [60-minutes usual occupational therapy management only per session] or
intervention [30-minutes OBtAIN-PD plus 30-minutes usual occupational therapy management per
session]. The online CTU system will generate emails to the relevant treating therapist team and JM
(Prof Jon Marsden, co-investigator and Director of Studies) about their arm allocation (code and group
allocation only). Recruitment will commence within one to two weeks of cluster allocation. Participants
will then be booked in, and treatment provided as per arm allocation.

The randomisation list and the program that generated it will be stored in a secure network location
within the PenCTU, accessible only to those responsible for its provision. PenCTU staff independent
of the trial will verify the integrity of the randomisation system throughout the trial according to
established written protocols.

Access to the codel/list will be confined to the PenCTU data programmer. No-one else in the trial team
will be aware of allocated trial arms until randomisation is completed, hence maintaining effective
concealment. Following randomisation, only the individuals described above will be aware of the
allocations to intervention or usual care arm; the blinded lead OBtAIN-PD researcher will NOT have
access to treatment allocation.

Data will be collected on the following to aid in developing potential minimisation factors for a future
definitive trial:
o Referral to Treat (RTT) length of time
o Access to specialist Parkinson’s rehabilitation services such as home-based care pathways,
access to specialist Parkinson’s therapists
¢ Organisation size
e Size of population served

9.1. Blinding

The trial participants are unable to be blinded in this trial due to the nature of the intervention they are
receiving. Similarly, the NHS treating occupational therapists are unable to be blinded. The
occupational therapists will be aware of their allocation following randomisation of their CRT.
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Participants will be aware of the treatment that they receive from their first treatment session with the
occupational therapist.

The OBtAIN-PD lead researcher conducting eligibility checks, screening assessments, and
communicating with participant’s completion of the self-reported outcome assessments, will be blinded
to participants’ allocated group. Wherever possible, clinical outcomes will be taken remotely, and
participants will be asked to not reveal their geographic location or the treatment they have received to
preserve assessor blinding.

All outcome measures, at each time-point, are patient reported assessments, thereby minimising the
opportunity for the researcher to influence the outcome assessment. Every effort will be made
throughout the trial to maintain blinding of the OBtAIN-PD lead researcher, for example by reminding
participants not to discuss their treatment with them.

Assessor blinding will be monitored and tested by recording ‘guess’ participation group allocation at
each time point. The blinded OBtAIN-PD researcher will be asked to record on an electronic CRF any
cases of inadvertent unblinding to group allocation at the end of the trial. If this occurs, they will be
asked to provide details as to how this un-blinding happened.

Final unblinding of the research team (including the trial statistician) will be after the creation of a
locked analysis data set and analysis has been undertaken.

10. TRIAL SCHEDULE

This section describes the conduct of the trial in chronological order, detailing procedures for data
collection at each of the time points. A summary flow chart is provided in Error! Reference source
not found.. A tabulated summary of the trial schedule is given in Table 2.

10.1. Trial Assessments
The trial involves a screening process undertaken by the researcher.

Following recruitment all participants will complete a comprehensive battery of PROMS and clinical
outcome measures at three time-points: baseline, 12 weeks (post-baseline), and 24 weeks (post-
baseline). All PROMS assessments will be reported via web-based forms (with stops and reminders to
promote data completeness). Paper-based forms will be used where required to prevent exclusion due
to the digital divide (51). Participants will be provided with stamped addressed envelope to return
paper documents. Any non-compliances will be noted.
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Trial registration No:

TIMEPOINT

Screening

Randomisation

Baseline

(prior to
disclosure of
allocation to

participant)

+12

weeks

+24 weeks

Eligibility screen (inclusion/exclusion criteria)

Telephone screening (eligibility check, GAD-7,
MCA if needed)

Informed consent to enter trial

Allocation

X

ENROLMENT: ‘

Intervention OBtAIN-PD (approx. 10 weeks)

group: Usual OT care
Usual care
Usual OT care (approx. 10 weeks)
Group:

ASSESSMENTS:

Demographics, birth details, PD history,

medications

COPM (proposed primary outcome)
Activity Card Sort

GAD-7

EQ-5D-5L

PDQ-39

Barthel Index

Falls and Costs Diary

Adverse events

X
X X X
X X X
X X X X
X X X
X X X
X X X
X X X

SAFETY MONITORING: ‘
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10.2. Baseline

After informed consent has been obtained, an email/text link will be sent to the participant to request
them to complete the baseline questionnaire booklet battery of measures. The following information
will be collected:

Demographic data: age, gender, ethnicity, employment status (as an indicator of socio-
economic status), marital status

Parkinson’s Disease related data: Hoehn & Yahr score (collected through discussion with
participant and used for qualitative interviewing purposes only)

Medications: all current prescribed medications and their dose will be listed.

Outcome measures: COPM, Activity Card Sort, GAD-7, EQ-5D-5L, PDQ-39, Barthel Index will
be completed.

Societal costs: Collected via a falls diary and will collect data societal cost data such as
unplanned loss of workdays for the PWPs and carers, unplanned utilisation of health and
social care services, and personal expenditure on support services.

10.3. Follow-up assessments (12 and 24 weeks from baseline assessment)
At 12 and 24 weeks:

i) All participants will be sent a physical pack via post, or an online web-based pack,
requesting them to complete the battery of patient reported outcome measures, and to
return these to the research team.

i) The lead researcher will book a session to repeat the clinical outcome measures at each
time point

10.4. “Other” assessments

i) Identification of how participants are ‘lost to follow-up’

The blinded researcher will identify participants lost to follow up and the reasons as to why they have
been lost to follow-up.

i) Outcome data that will be recorded from protocol non-adherers

As far as is possible, all outcome data will be collected for all participants, regardless as to whether
they have adhered to the protocol.

10.5. Qualitative assessments

An embedded qualitative research study will examine the whole of the intervention to explore
mechanisms and components for subsequent testing. Ten PWPs and the four trial clinicians will be
interviewed. The participants will be asked if they want to take part in an interview at their final 24-
week outcome measure session. If the participant wants to take part in an interview, a separate PIS
for the qualitative interviews and consent form will be provided. A provisional time and date for the
interview will be set with the participant. The informed consent form will be completed with the
participant immediately prior to the interview. The interview will be conducted online or on the
telephone. Purposeful sampling will ensure demographic representation of PWPs.

The qualitative component of this trial will aim to meet objectives (I, Il, V & VI).

The specific aims of this will be to investigate:
e acceptability of trial methods across both trial arms
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e acceptability of the OBtAIN-PD

e impact that the OBtAIN-PD had on the lives of PWPs
e potential recruitment and retention barriers

e outcome measure suitability and burden

10.5.1. Participant interviews

Ten purposively (using the Hoehn & Yar score) sampled participants from the trial will include 5 trial
participants randomised to the usual care group and 5 participants from the intervention group. This
will be run through individual one-off semi-structured interviews using an interview schedule (Appendix
4). The interviews will be conducted at the end of the trial period at a time, date, and method (face-to-
face or remote) convenient for the participant. Interviews will be recorded using a secure digital
recorded or web application (Microsoft Teams) to support transcription. Once the interviews have
been transcribed and anonymised using pseudonyms, the recordings will be securely deleted.

10.5.2. Participating Clinicians

The four NHS occupational therapists involved within the trial will be interviewed to provide information
on the acceptability of the trial methods across both trial arms and the delivery of the OBtAIN-PD

10.5.3. Decliners and Informal Exit Interviews:

Up to two people who declined to participate or withdrew will be invited to interview to explore their
feelings about this study and identify their reasons for declining/withdrawing. Understanding the
experiences of those who decline to participate in the feasibility study is critical for developing
solutions for the future trial (52). This will be completed by the recruiting clinician using a short three-
guestion tick box questionnaire.

Should any participant either withdraw from the trial or discontinue their involvement during the trial,
the OBtAIN-PD researcher will be informed. The researcher will telephone the participant to ask them
to share their reasons for stopping the trial. This telephone interview will be informal in nature and will
take place within approximately one week of discontinuation. It will ask participants about their
experience of participating in the trial. These interviews are informal and entirely optional. If the
participant does not wish to pursue the interview, then there is no requirement of them to do so. The
“interview” will not be recorded or transcribed, and field notes will be taken of the participant’s
responses.

11. INTERVENTION DELIVERY

The interventions will be provided by NHS occupational therapists based in local community
rehabilitation teams.

The NHS occupational therapists will be responsible for booking the treatment sessions (as described
in section 3), following recruitment. The first occupational therapy session should be scheduled within
28 days, following referral to the CRT. This aligns with locally set referral-to-treat targets and applies
to both the usual care and intervention groups. The NHS occupational therapists must record on paper
or electronic 'Therapist Contact Sheets’ on completion of each session.

11.1. Usual Care
The usual care group will receive ‘treatment as usual’ occupational therapy care based on that
delivered in previous pragmatic trials of occupational therapy for PWPs (35, 44). Descriptions will
provide a selection of areas that could be targeted, and approaches used. This will include (but is not
exclusive to):
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e equipment provision
e personal care practice
e addressing falls

The exact approaches used will be flexible to provide therapist autonomy and based on individual
patient need. The therapy input received by the participants will be recorded to further facilitate a
definition of treatment as usual for a future study via intervention logs.

Treatment as usual duration will last 60-minutes per session with an estimated eight sessions over a
10-week period (n=8) based on individual patient need. To minimise intra-therapist contamination,
therapists will be advised to not discuss details of OBtAIN-PD with colleagues. One occupational
therapist at each site will deliver the usual care arm and will be based in a separate geographical team
to the intervention arm therapist.

11.2. Intervention Group (OBtAIN-PD)

The OBtAIN-PD will focus on re-establishing and maintaining engagement in social and habitual roles,
like attending a club or engaging in a hobby that PWPs value (18, 22). In contrast, traditional NHS
occupational therapy interventions, that form the usual care group, tend to focus on compensatory
techniques (e.g., equipment to maintain personal care), that PWPs with anxiety have identified as less
of a priority (18, 22, 43). The specific issues experienced by the participant that restrict participation in
their chosen meaningful occupations will be discussed and explored by the occupational therapist.
Based on this discussion, an overall goal for the treatment will be negotiated and agreed, with SMART
goals set to work towards this. This approach is based on the concepts of Acceptance & Commitment
Therapy and behavioural activation to promote engagement and adherence with the OBtAIN-PD.
Participants will be provided with a copy of their goals to promote engagement and adherence.
Depending on the individual's goal, they may be provided with education in the form of information
sheets to help manage their condition and support engagement in the OBtAIN-PD programme.

OBtAIN-PD will be delivered by a community based occupational therapist at each site, in a
geographical cluster separate to the usual care therapist. The occupational therapists will be based in
separate teams and will not share a supervisor to reduce contamination risk. It is estimated that
OBtAIN-PD will last 30-minutes per session, with eight sessions over a 10-week period (n=8) (35, 44-
46). The intervention will include additional 30-minutes of usual care i.e., 60-minutes total. The usual
care component will include (but is not limited to) the ordering and provision of aids/adaptations to
support participation in care and follow-up contact after delivery to ensure safe use of the equipment
(35). OBtAIN-PD will run alongside usual care and provide a novel means of delivering occupational
therapy targeting anxiety-related issues in performance.

The trial therapists do not need to be specialists in Parkinson’s care. This will serve to replicate
national provision, as not all areas have access to Parkinson’s specialist occupational therapists.

12. WITHDRAWALS

Each participant has the right to voluntarily withdraw from the trial at any time, without repercussions.
This is separate from participants terminating their involvement in the occupational therapy
interventions.

12.1. Discontinuation of occupational therapy intervention

Participants in the intervention group may choose not to attend the occupational therapy sessions, or
they may wish to discontinue intervention on the recommendation of a health professional, for
example following an adverse event caused by the intervention, or a new health condition. Withdrawal
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from engagement in any element of the intervention does not preclude the participant from remaining
in follow-up, and all participants will be encouraged to continue with study assessments as per
protocol.

12.2. Withdrawal from the trial

All participants will be encouraged to complete study follow-up, however, any participant may at any
time decide that they no longer wish to be part of the trial. This may be through personal choice (i.e.,
they withdraw their consent) or in consultation with a health professional, for example where it
becomes impossible to provide outcome data or comply with any other trial procedures for whatever
reason. If there is concern that a participant has lost mental capacity during the trial, this will be
assessed using a standardised NHS tool and the participant withdrawn if they lack capacity.

If participants choose to withdraw from follow-up, they will be asked to provide a reason for withdrawal
(see section 10.1.9). Participants will be made aware that they are not obliged to give a reason and
that their decision to withdraw will not affect their ongoing involvement in trials or in accessing NHS
treatment. In line with CONSORT Guidelines, if reasons for withdrawal are known then these will be
recorded. Participants that withdraw will not be replaced.

Withdrawal from trial follow-up and the reason, if known, will be clearly documented in an electronic
withdrawal form, and inputted into the trial database. Data collected prior to withdrawal from follow-up
will be included in the study analysis. Participants will be provided with a contact point where he/she
may obtain further information about the study.

13. END OF TRIAL DEFINITION

The end of trial is the date of the last assessment/data item collected of the last participant (including
the qualitative interviews).

There are no formal stopping criteria. The trial will be prematurely stopped if a decision is made by the
TSC and TMG on the grounds of safety issues, such as an unacceptable number of adverse events.

14. SAFETY AND MANAGEMENT OF RISK

14.1. Participant safety

Whilst participants are highly unlikely to experience any harm as a direct result of participating in the
trial, processes will be implemented to ensure such harms are detected and monitored appropriately.

Throughout the trial, all possible precautions will be taken to ensure participant safety and wellbeing,
and protocol-defined adverse events (see section 15) reported to NHS occupational therapists, Pl’s or
the research team will be managed according to a standard operating procedure (SOP).

14.2. Possible worsening of symptoms associated with the intervention

Whilst the proposed interventions are intended to reduce anxiety and improve wellbeing, it is
theoretically possible that participant’s symptoms may worsen when they participate in treatment
(usual care or OBtAIN-PD). Participant’s GPs will be informed to provide a safety net for this issue,
and the participants will be in regular contact with their occupational therapist. Additionally, the
participant will have contact with the research team at multiple time points.

Should worsening of symptoms occur the participants will be advised that, if they feel this is related to
intervention, to stop participating. This will be addressed during follow-up sessions. Their right to
withdraw from the trial will be fully respected, however they will be encouraged to continue completing
the self-report trial assessments, to inform the trial results.
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14.3. Potential burden for the participants

This trial has been designed to run in line with NHS services and minimise the research burden on
both participants and NHS clinicians.

14.4. Researcher safety

A distance-based screening to confirm participant eligibility for entry into the trial is required. This will
allow the lead researcher to identify any potential risks before an online session to complete the
baseline outcome measures is booked. The researcher will be lone working in the participants’ own
homes. A procedure based on the University of Plymouth Lone Working Code of Practice (2018) will
be used to maintain safety. When the main researcher is collecting data away from their place of work,
the participant’s contact details, and the mobile phone number of the researcher will be emailed as a
password-protected document to the other core research team members in the UK (KB, JM). The
password will be emailed separately. The researcher will contact the other team members upon
completion of each session. If there is no contact from the researcher within three hours, the research
team will open the document and seek to locate them. If the researcher was not located, the team will
then try to locate them by calling through a list of three contacts. If this remained unsuccessful the
police will then be contacted.

15. SAFETY REPORTING

The safety of participants will be monitored throughout the trial, from the time that consent is obtained
until the end of trial visit, via collection of adverse events.

15.1. Definitions

An Adverse Event (AE) is any unfavourable sign, symptom, or disease in a participant, regardless of
severity and regardless of cause.

An Adverse Reaction (AR) is an adverse event which is considered to have been definitely, probably,
or possibly caused by the OBtAIN-PD intervention or any other aspect of trial participation.

A Serious Adverse Event (SAE) or Serious Adverse Reaction (SAR):
e results in death
e s life-threatening*
e requires inpatient hospitalisation or prolongation of existing hospitalisation**
e results in persistent or significant disability/incapacity
e is a significant or important medical event

*The term "life-threatening” in this context refers to an event in which the participant was at risk of death at the time of the event; it does not

refer to an event which hypothetically might have caused death if it were more severe.

**Hospital admissions for elective procedures will not be reported as SAEs. All unplanned hospital admissions will be reported as SAEs,
regardless of duration of hospital stay. This includes visits to ED departments.

A Suspected Unexpected Serious Adverse Reaction (SUSAR) is an event which:
e s serious, as defined above, and

e s considered to have been definitely, probably, or possibly caused by either the intervention
or the trial procedures, and

e is deemed ‘unexpected’ i.e., the reaction is one which has not been foreseen by the Chief
Investigator.

Guidance on assessing events against these definitions is described later in this section.
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15.2. Adverse Event reporting in the OBtAIN-PD trial

The likelihood of participants being harmed by the interventions in either arm is very low. As such, the
collection and reporting of adverse events in the OBtAIN-PD trial is restricted to only those events
which are classified as an “Adverse Reaction” (AR), or which are classified as a “Serious Adverse
Event” (SAE) or “Severe Adverse Reaction” (SAR), as defined above (section 15.1). In the context of
clinical care and in accordance with local practice, AEs should be recorded by investigator site staff
(i.e., the treating Occupational Therapist) in the participants’ medical records. For the purposes of the
trial, only ARs and SAEs (including SARs) will be collected and entered into the CRF.

15.3. Detecting and recording adverse reactions and serious adverse events

Detailed instructions for the recording and reporting of adverse events will be provided to Investigator
Sites by the trial manager.

Adverse events will be detected primarily through review of the data provided by trial participants
themselves, via the web-based app, at four-weekly intervals (including the 12 and 24 week
timepoints). At these timepoints, participants are asked to report the following:

e unplanned hospital attendances*

e any discomfort or symptoms caused by participation in the research study**
e occurrence of / changes in the frequencies of injurious falls

e occurrence of / changes in the frequencies of freezing of gait episodes,

e occurrence of / changes in the frequencies of panic attacks

* inpatient hospitalisations will be processed as SAEs (see section Error! Reference source not
found.)

** avents reported by participants as being potentially related to trial participation will be followed up by
the research team and will be processed as adverse reactions.

Adverse events may also be detected by occupational therapists delivering treatment (in either
treatment arm). Adverse events (e.g., injurious falls) which occur during treatment sessions will be
reported by occupational therapists to the research team.

All reported events will be recorded in the eCRF. Events which meet the criteria for seriousness
(defined in section 15.1) will be subjected to onward expedited reporting i as described in section 15.5.

15.4. Reporting Serious Adverse Events and Serious Adverse Reactions

All SAEs and SARs must be reported to PenCTU and the sponsor within 24 hours of the
research staff becoming aware of the event, according to instructions provided by PenCTU.

For each SAE/SAR the following information will be collected:
o full details in medical terms and case description
e event duration (start and end dates, if applicable)
e action taken
e outcome
e seriousness criteria
e causal relationship
PenCTU will immediately notify OBtAIN-PD researcher and CI supervisor (Professor Jon Marsden) of

any reported SAEs / SARs. The CI Supervisor will record a second assessment of causal relationship,
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according to the guidance given in table 3 below. The CI supervisor may upgrade the causality
assessment (e.g., from not related to related) but may not downgrade the assessment (e.g., related to
not related).

Table 3: Guidelines for assessing causal relationship

Relationship Description

Definitely related  There is clear evidence to suggest the event was caused by trial procedures

and/or the trial intervention, and no other contributory factors are evident.
Probably related There is evidence to suggest the event was caused by trial procedures
and/or the trial intervention, and other contributory factors such as the
participant’s underlying health condition or concomitant treatments do not
reasonably explain the occurrence of the event by themselves.
Possibly related There is some evidence to suggest the event was caused by trial
procedures and/or the trial intervention, and factors such as the participant’s
underlying health condition or concomitant treatments are less likely to be
contributory factors.

Unlikely to be There is little evidence to suggest the event was caused by trial procedures

related and/or the trial intervention, and other contributory factors such as the
participant’s underlying health condition or concomitant treatments are more
likely to be the cause of the event.

Unrelated There is no evidence of any causal relationship (e.g., because the event did

not occur within a reasonable time after administration of the trial
treatment/procedure).

Where a causal relationship is suggested, the CI supervisor will record an assessment of
expectedness. Expectedness will be judged on a case-by-case basis. An event deemed to be
unexpected will be regarded as a SUSAR and will be subject to expedited onward reporting as
described in section 15.5.

Events will be followed up until the event has resolved or a final outcome is achieved.

15.5. Onward reporting of SAEs / SARs / SUSARs
Table 4 Serious event reporting requirements

Event Reported by Reported to | Reported Reported how
when
SUSARs OBtAIN-PD Sponsor Within 24 Email to
researcher hours* plymouth.sponsor@plymouth.ac.uk
Sponsor representative
SUSARs OBtAIN-PD RECT & TSC* | Within 7 or 15 | Using non-CTIMP safety report form
researcher days*T (available on HRA website), by email
Sponsor representative
(plymouth.sponsor@plymouth.ac.uk)
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All OBtAIN-PD Sponsor & Quarterly Line listing, by email
SAES/SARs researcher TSC plymouth.sponsor@plymouth.ac.uk,
Sponsor representative

All ARs OBtAIN-PD REC Annually Using annual progress report form
(including researcher (available on HRA website), by email to
SARS) REC/ HRA contact

*of the CTU becoming aware of the event; TREC - Research Ethics Committee; ¥TSC - Trial Steering Committee
7 days for fatal or life-threatening events. 15 days for others

15.6. Unblinding for SUSAR reporting purposes

SUSARSs will be unblinded before onward reporting to the REC. Unblinding will be performed by
designated member(s) of PenCTU.

15.7. Recording of adverse events
PenCTU will maintain a register of all recorded adverse events.

15.8. Safety oversight

The Trial Management Group (TMG) will discuss any SUSARs and any emerging safety concerns at
monthly TMG meetings. Line listings of SAES/SARs, produced by the OBtAIN-PD research team, will
be reviewed periodically by the Trial Steering Committee (TSC) in accordance with the details set out
in the agreed TSC Charter.

16. STATISTICS AND DATA ANALYSIS:
16.1. QUANTITATIVE

16.1.1. Target sample size and justification

As this protocol is for a feasibility trial, the more usual sample size calculation, based on
considerations of power for detecting a between-group clinically meaningful difference in a primary
clinical outcome, is not appropriate. Instead, the aim is to provide robust estimates of the likely rates of
recruitment and follow-up, as well as provide estimates of the variability of the proposed primary and
secondary outcomes to inform sample size calculations for the planned definitive trial. Results will be
reported descriptively as this is not a fully powered RCT. Recruitment/retention and data
completeness will be reported following the CONSORT extension for pilot and feasibility trials (53).
SPSS software will be used for all statistical analysis (54). All statistical analysis will be completed by
the lead researcher (CL) with the support of a CTU statistician as part of my ongoing training and
development.

Different data collection methods have been chosen to gather process data, including comparing
intervention logs with case notes to assess fidelity, subjective opinion, and attrition rates to assess
intervention acceptability. This is consistent with the pragmatic study approach. This triangulation
contributes to minimizing research bias and enhances the validity of the results (85). Staff drop-out will
be recorded to monitor the sustainability of the OBtAIN-PD.

The target sample size is 50. Participants will be recruited from two sites in the Southwest region of
UK (RDE and LiveWell Southwest) over ten months. The number of PWPs in the Exeter and Plymouth
catchment areas are estimated as 1800 with 70% (1300) known to the PD services. Of these, 50% are
estimated to have anxiety (8, 55) n=650. The presence of a severe cognitive impairment in
Parkinson’s that is likely to impair mental capacity has an estimated point prevalence of 5-10% (56-
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58). Thus, the estimated participant pool is ~615. If we can identify at least 585 eligible participants,

the overall recruitment rate to be estimated with precision of at least £4% (i.e., width of 95%

confidence interval). Assuming a retention rate of 80% at follow-up, this sample size would allow
estimation of the overall retention rate with precision of £11%. Assuming a non-differential follow-up
rate of 80%, it is anticipated to follow-up a minimum of 20 participants in each of the two treatment
groups, which would provide data to help inform indicative sample size calculations for the definitive

RCT.

Given the total sessions in the intervention an usual care group (8 sessions in 10-weeks- see below)
this recruitment rate results in a maximum estimated 2-2.5 hrs/week of occupational therapy per site
for each occupational therapist dedicated to this project (n=2 per site). This reflects the current

workload allocation (<5%) for PWPs for community occupational therapists.

16.1.2. Progression criteria

Progression to a full RCT will be determined in advance of recruitment and in consultation with the
trials management group and steering committee and will be based on a traffic light system of green
(go), amber (amend), and red (stop) (59). Failure to achieve these criteria will indicate that a full trial is
not feasible unless the qualitative study indicates clear ways for improvement. A recommendation list
will be generated to enable refinement of the full RCT. Possible criteria to consider are:

PROGESSION NOTES RED | AMBER | GREEN
CRITERION % % %
- - Proportion of approached patients 0
Participant recruitment e - < 50%
feasibiFI)it providing consent within the 10-month ° | 51-69% 270%
y recruitment window
Participant recruitment rate | Actual total recruitment compared to <50% | 51-69% > 70%
(overall) target total recruitment B
Participant recruitment rate Actual maximum achieved monthly <50% | 51-69%
recruitment rate compared to target =70%
(monthly) .
monthly recruitment rate
Participant retention rate Prop_orﬂon_of randomised partlc_lp_ants <40% | 41-79% = 80%
providing final study follow up visit data
Intervention fidelity Eg?%?;ttlggocl)f interventions delivered as <60% | 61-74% = 75%
Proportion of randomised participants
Primary outcome data providing sufficient datg at <pr|mary <60% | 61-79% > 80%
completeness outcome assessment timepoint> to
support analysis*
Proportion of interviews completed with
Interview completion participants and trial occupational <50% | 62-75% > 75%
therapists
. - Willingness of the four individual CRTs
< S/ 0, > [5)
Site willingness to participate in the full cluster RCT <25% 50% 2 75%
Progression criteria will be monitored with the Trial Steering Committee.
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16.1.3. Summary of baseline data and flow of patients

The analysis and reporting of this feasibility trial will follow the CONSORT guidance for feasibility trials
(53). The flow of participants throughout the trial will be presented in a CONSORT style diagram with
reasons for discontinuation or withdrawal given where available. Descriptive statistics of participants
demographic and baselines characteristics will be presented by allocated groups and overall.

16.1.4. Outline of statistical analyses
A detailed statistical analysis plan will be finalised ahead of trial database locking.

A CONSORT diagram will display data from screening, recruitment and follow-up logs and be used to
generate estimates of eligibility, recruitment, consent, and follow-up rates. Completion rates will be
estimated for outcome measures at each time-point, including the health, social and wider care
resource-use data. Recruitment and retention rates will be accompanied by 95% confidence intervals,
to inform assumptions for planning the definitive trial. Adherence data will contribute to evaluation of
intervention acceptability/feasibility.

All outcomes will be summarized by allocated group at each follow-up with appropriate descriptive
statistics. Between-group differences will also be reported with 95% confidence intervals. Estimates of
the correlation between baseline and follow-up outcome measures will be used to inform a future
sample size calculation for a definitive RCT.

16.1.5. Procedure(s) to account for missing or spurious data

Reasons for being unable to collect data during an assessment will be recorded on the electronic case
report form (eCRF) where appropriate. Case report forms will be assessed for missing data by the
CTU. No imputation of missing data will be undertaken.

16.2. QUALITATIVE ANALYSIS

The qualitative analysis will be undertaken collaboratively by members of the OBtAIN-PD research
team and led by Mr Chris Lovegrove. See section 10.1.7 for details on content for the qualitative
analysis.

The qualitative data for analysis will include verbatim transcripts from the one-to-one interviews of
participants and NHS occupational therapy staff. The anonymised transcribed data will be uploaded
into NVivo 12 software for organisation and analysis (QSR International, Southport, UK). Data will be
analysed using thematic analysis adopting Braun and Clarke’s six-phase process of (i) data
familiarisation; (ii) coding; (iii) generation of initial themes; (iv) reviewing themes; (v) defining and
naming themes and (vi) writing up to identify patterns of meaning within the data sources. Initial
themes will be refined by two researchers to maximise credibility and dependability.

Interviewees will be invited to review a draft of the analysis to ensure accurate representation of their
experiences as part of a member checking process.

16.3. Economic evaluation

The resources required to provide the intervention will be assessed and a framework will be
established for a future cost-effectiveness analysis alongside a full RCT. Methods for the collection of
resource use and outcome data will be developed and tested. Data on intervention resources will be
collected via within-trial reporting, including participant-level contact and non-contact time, and training
for delivery staff. Participants will self-report health, social and wider care resource use, using the
Resource Use Questionnaire adapted for this trial. Participants will complete the EQ-5D-5L (the
anticipated primary economic outcome measure in a full trial), and the feasibility of estimating QALYs
over the follow-up period will be assessed. The economic evaluation methods will be developed to
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provide a future policy-relevant cost-effectiveness analysis of the intervention in the context of the UK
NHS/Personal Social Services.

17. DATA MANAGEMENT

Data management activities are summarised in this section. Detailed data management activities are
described in a separate Data Management Plan (DMP).

17.1. Data collection tools and source document identification

A web-based system developed by PenCTU will be used for the recording of all trial data as recorded
in table 2 and in section 2.2.2. Each participant will be allocated a unique trial number when they are
registered on the data collection website by the CRN staff/ OBtAIN-PD Research team.

17.2. Data handling and record keeping

Electronic data captured in PenCTU’s bespoke web-based system will be stored on Microsoft Azure
servers located in the North Europe data centre (located in Dublin). The servers are certified to Cyber
Essentials PLUS standards. PenCTU staff develop applications in the Azure environment according to
the requirements of the UK NHS Health and Social Care Cloud Security - Good Practice Guide.

The eCREF is built in REDCap Cloud. eCRF data is stored in the REDCap Cloud production
infrastructure, hosted in Amazon Web Server (AWS) datacentres located in the European Union. AWS
datacentres are Service Organization Control (SOC) type 1 and type 2 compliant. Data will be stored
on hardware dedicated to REDCap Cloud.

In both systems, all electronic data are backed up and stored with a full audit trail.

17.3. Data quality and completeness

PenCTU Data Management staff will monitor the completeness and quality of data recorded in eCRFs
and will correspond regularly with OBtAIN-PD research team with the aim of capturing any missing
data where possible and ensuring continuous high quality of data. Data quality and completeness
checks will be defined by the Data Manager through consultation with the CI, trial statistician, OBtAIN-
PD researchers and other members of the Trial Management Group as required. Checks will be
described in the Data Management Plan. Throughout the trial, the Data Manager will report on the
guality and completeness of accumulating data to the Trial Management Group.

17.4. Access to Data

Direct access to investigator site records will be granted to authorised representatives from the
Sponsor (including PenCTU staff) to permit trial-related monitoring, audits, and inspections in line with
participant consent.

18. ARCHIVING

Following completion of trial data analysis, the Cl and CTU will be responsible for archiving the study
data and Trial Master File in a secure location for at least 10 years after the end of the trial. The
OBtAIN-PD research team will prepare the Trial Master File for archiving in accordance with the
requirements of the Sponsor’'s SOP. PenCTU will prepare a copy of the final dataset for archiving
according to the requirements of the CTU’s SOP. The sponsor will be provided with details of and
access to where the data is stored.
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Principal Investigators at sites will be responsible for archiving Investigator Site Files and trial data
generated at the site according to local policy. No trial-related records should be destroyed unless or
until the Sponsor gives authorisation to do so.

19. MONITORING, AUDIT & INSPECTION

A trial monitoring plan will be developed and agreed by the Trial Management Group (TMG) and Trial
Steering Committee (TSC). The TMG will meet monthly. The TSC will meet three times over the 24-
month period of the project, with the first meeting taking place prior to the start of study recruitment.
The TSC will include member’s independent from the trial and include an independent chair and
statistician (see below for details)

19.1. Trial Management Group (TMG)

Make up: Most members of the TMG were involved in the development of the grant application. It
includes representation from the CTU (trial management), the sponsor, and a person with Parkinson’s.

Frequency of meetings: The TMG will meet approximately monthly (via face-to-face, webinar or
telephone conference) over the course of the trial.

Responsibilities: Development of the protocol and other essential documentation, monitor progress,
troubleshoot problems, report to TSC, funder, REC. The responsibility of this group is to ensure all
practical details of the trial are progressing well and working well, and everyone within the trial
understands them. This will include, for instance, monitoring adverse events, recruitment and attrition
rates, the project timeline, and finances. It will also include responsibility for the release of the trial
results and publications.

Degree of independence from Sponsor and Investigators: the sponsor is represented on this group
Minutes of meetings will be sent to all members and the sponsor and retained in the trial master file.

19.2. Trial Steering Committee (TSC)

Make up: the TSC comprises a group of experienced trialists and clinicians with majority independent
representation: chair (independent), external statistician (independent), lay member (independent),
occupational therapist (independent), ClI, trial statistician, representative from the CTU (for
observation), representative from the sponsor.

Frequency of meetings: the TSC will meet before the start of the trial and subsequently at least
annually during the trial. In addition, the TSC will receive a quarterly report of adverse events, and a
telephone conference/additional face-to-face meeting will be instigated by the chair, or the Cl should
any issues need to be discussed.

Responsibilities: The responsibility for calling and organising the TSC meetings lies with the OBtAIN-
PD team

Degree of independence from Sponsor and Investigators: Confirmation that independent members of

the TSC are unconnected to either the trial sponsor or investigators will be made through the
completion of Conflict of Interests documents by all TSC members.
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Minutes of meetings will be sent to all members, the sponsor, and the funder and be retained in the
trial master file.

20. ETHICAL AND REGULATORY CONSIDERATIONS

20.1. Research Ethics Committee (REC) review & reports

The trial will not be initiated before the protocol, informed consent forms, participant information sheets
and other relevant documents (e.g., advertisements and GP information letters) have received
approval from the Research Ethics Committee (REC), and the respective NHS R&D department. The
Investigator will ensure that this study is conducted in full conformity with relevant regulations and with
the UK Policy Framework for Health and Social Care Research (2017) , which have their basis in the
Declaration of Helsinki

20.2. Peer review

This study was funded by the NIHR Clinical Doctoral Research Fellowship scheme (NIHR 301565)
through submission and review of the proposed study undergoing 2 rounds of review prior to awarding
of funding.

20.3. Public and Patient Involvement

PPI input has been provided by the lay members, including PWPs and occupational therapists. Our
PPI has provided input into key aspects of study design. Discussion with our PPI representatives has
led the trial to; implement the recording of self-report measures via a web-based app to minimise
burden, and interviewing decliners. They will be involved with topic guide development for the
gualitative component of the trial. An options appraisal was conducted at the 2022 Royal College of
Occupational Therapists annual conference and was attended by 124 occupational therapists from a
variety of clinical backgrounds including (but not exclusively) acute, community, mental health, and
academic services. Recommendations from this appraisal have been incorporated into this protocol
and include; the flexibility of treatment session delivery method, competency assessment for the
clinicians involved in the trial, and regular contact/ support for the trial clinicians in addition to the
provided training. A PAG (patient advisory group) has been recruited to support the research team
with patient-relevant advice and guidance on the delivery and progression of the study. The research
team has worked with the PAG to review and refine the content and materials used in this study.

20.4. Regulatory Compliance
The trial will not commence until a favourable REC opinion and HRA approval has been obtained.

Before any site can enrol patients into the study, the CI/PI or designee will ensure that appropriate
approvals from participating organisations are in place.

For any amendment to the study, the Cl, in agreement with the sponsor, will submit information to the
appropriate body for them to issue approval for the amendment. The CI will work with sites (R&D
departments at NHS sites as well as the study delivery team) so they can put the necessary
arrangements in place to implement the amendment to confirm their support for the study as
amended.

20.5. Protocol compliance

Any deviation from or non-compliance with the study protocol or GCP will be documented on the
relevant study specific form and will be reported by the OBtAIN-PD research team to the TMG and
TSC. Non-compliance with outcome measures or data capture will be identified by the CTU and
reported to the OBtAIN-PD research team who will report to the wider TMG (including sponsor) and
TSC.
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Deviations from the protocol which are found to recur frequently are not acceptable, will require
immediate action and could potentially be classified as a serious breach.

The OBtAIN-PD research team will review episodes of non-compliance with the CI/TMG (and Sponsor
if appropriate) and every effort will be made to address any recurrent problems, including amendment
of the study protocol if appropriate.

20.6. Notification of Serious Breaches to GCP and/or the protocol
A “serious breach” is a breach which is likely to effect to a significant degree —

(a) the safety or physical or mental integrity of the participants of the trial; or
(b) the scientific value of the trial

The sponsor will be notified immediately of any case where the above definition applies during the trial
conduct phase. The sponsor of a clinical trial will notify the ethics committee in writing of any serious
breach of

(a) the conditions and principles of GCP in connection with that trial; or
(b) the protocol relating to that trial, as amended from time to time, within 7 days of
becoming aware of that breach
20.7. Data protection and patient confidentiality

All investigators and trial site staff will comply with the requirements of the Data Protection Act 2018
with regards to the collection, storage, processing, and disclosure of personal information and will
uphold the Act’s core principles.

Personal information will be collected, kept secure, and maintained so that:

e all CRF’s (source data) will be pseudo-anonymised using unique participant identifying
numbers

e the ID coded data and the linking code will be securely stored in separate locations using
encrypted digital files within password protected folders and storage media

¢ only the research team will have access to the data

20.8. Financial and other competing interests

No members of the research team or the PI’s or trial management committee members have any
financial or other competing interests.

20.9. Indemnity
The University of Plymouth indemnity scheme will meet the potential legal liability of the Sponsor(s): -
for harm to participants arising from the management of the research
for harm to participants arising from the design of the research
arising from harm to participants in the conduct of the research

NHS indemnity scheme or professional indemnity will apply for participants recruited at NHS sites
only.

This is a University of Plymouth -sponsored research trial. If an individual suffers negligent harm as a
result of participating in the trial, the University indemnity scheme covers those people conducting the
trial who have contracts for the research project.

For the management and design of this research, the University of Plymouth has in force a Public
Liability Policy and the activities in this study are included within that coverage. Details of insurance
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can be found at https://www.plymouth.ac.uk/about-us/university-structure/service-
areas/procurement/insurance-certificates

20.10. Amendments

The sponsor may make a non-substantial amendment at any time during a trial. If the sponsor wishes to
make a substantial amendment to the REC application or the supporting documents, the sponsor must
submit a valid notice of amendment to the REC for consideration. It is the sponsor’s responsibility to
decide whether an amendment is substantial or non-substantial for the purposes of submission to the
REC.

Amended documents will be allocated a new sequential version number. Once approved by REC, this
version will supersede any previous versions.

20.11. Post-trial care

The Declaration of Helsinki 2013 states that “In advance of a clinical trial, sponsors, researchers and
host country governments should make provisions for post-trial access for all participants who still
need an intervention identified as beneficial in the trial’. This information will be disclosed to
participants during the trial. Inclusion within the trial will not affect the ability for participants to seek
further care after the trial has concluded.

20.12. Access to the final trial dataset

Data generated as a result of this trial will be available for inspection on request by the OBtAIN-PD
research team, University of Plymouth representatives, the REC, local R&D Departments and
regulatory authorities.

21. DISSEMINATION POLICY

Results of this feasibility trial will inform the design of the anticipated definitive trial, rather than directly
inform clinical decision making since clinical and cost effectiveness cannot be determined at this level.
Hence dissemination, regardless of outcome, will focus on publication of the trial protocol, and related
methodological issues in a peer reviewed journal.

Other means of dissemination will include:

e Funding proposal for a full-scale effectiveness trial to be submitted to an appropriate NINR
programme or funding scheme, such as the Advanced Clinical and Practitioner Academic
Fellowship scheme, if the trial meets our criteria for progression to a definitive trial.

e Lay oriented research feedback events (in localities of participating study sites) at the end of
the trial for participants, staff, and the general public

e All participants who wish will receive a lay summary of the results. A clinically oriented trial
summary will be posted on websites/newsletters of organisations involved in recruitment.

e Regular updates via our study website and social forums (e.g., twitter) regarding progress of
the study (note - results will not be shared until study completion), and newsletters will be
emailed to participating services to provide transparency and raise study awareness.

o Conference presentations of results in grass root level occupational therapy meetings and
research conferences and to generate enthusiasm for the potential definitive trial.

21.1. Authorship eligibility guidelines and any intended use of professional writers

Professional writers will not be used in the preparation of any material for publication at the end of the
trial.
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