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ABSTRACT
Introduction

UK Memory Services are being encouraged to provide post diagnostic treatment to those with
dementia but the availability of evidence-based interventions following diagnosis has not kept pace
with increase in demand. To address this, Journeying through Dementia (JtD) was developed. A
randomised controlled trial (RCT), based on a pilot study, is in progress.

Methods and analysis

The RCT is a pragmatic, two-arm, parallel group trial designed to test the clinical and cost-
effectiveness of JtD compared to usual care. Recruitment will be through NHS services, third sector
organisations and Join Dementia Research. The sample size is 486 randomised (243 to usual care and
243 to the intervention in addition to usual care). Participants can choose to have a supporter
involved. The primary outcome measure for participants is the Dementia Related Quality of Life
measure collected at baseline and at follow-up 8 months’ post randomisation. Secondary outcome
measures will be collected from participants and supporters at those visits. Participants will also be
followed-up at 12 months’ post randomisation. Embedded qualitative and fidelity sub-studies will be
conducted.

Analyses will compare the two arms of the trial on an intention to treat as allocated basis. The
primary analyses will compare the mean DEMQOL scores of the participants with dementia at 8
months between the two study arms. A cost-effectiveness analysis will be undertaken of the
incremental cost per Quality Adjusted Life Years of the JtD intervention compared with usual care.
Qualitative and fidelity sub-studies will be analysed through framework analysis and fidelity
assessment tools respectively.

Ethics and dissemination

Research Ethics Committee and Health Research Authority approval have been obtained. A Data
Monitoring and Ethics Committee has been constituted. Dissemination will be via publications,
conferences, websites and social media. Finalised intervention materials will be offered via open
access.

Trial registration number

ISRCTN17993825
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STRENGTHS AND LIMITATIONS OF THE STUDY

e People living with dementia were involved in developing the content of the Journeying
through Dementia (JtD) intervention and are involved in advising on the study.

e The JtD intervention includes sessions without supporters present, to help develop
independence and confidence, and is one of the only interventions that people with
dementia can participate in without supporters.

e The JtD study will recruit up to 500 participants and is therefore one of the largest dementia
related trials in the UK.

e A qualitative sub-study will explore the mediators and moderators of the intervention.

e Recruitment can be challenging in this population but we plan to try multiple pathways for
recruitment including through services, the Join Dementia Research database, promotion
and the third sector.

INTRODUCTION

The impact on the economy, for services and for individuals living with dementia and their family
carers is larger for dementia than for all other long-term ilinesses in people aged 60 and over.[1]
Two thirds of people with dementia live in the community, and half of these require some form of
support.[2] As a result, dementia research (both for cure and for care) in the NHS and social care is
important, and this is reflected in UK health policy.[3] In 2009, the UK Government announced a
National Dementia Strategy, which mandated the establishment of memory services and aimed to
increase the rates of early diagnosis and improve support for people in the early stages of
dementia.[4]

The National Audit of Memory Services (2013) found there had been a fourfold increase in numbers
presenting since 2010/11, and in 2013 49.3% were in the early stages of the condition.[5] Earlier
diagnosis allows individuals to receive treatment earlier and enables both the individual and
memory services to plan more effectively for the future.[6] Memory services have been strongly
encouraged to provide post diagnostic treatment and support,[7,8] but the availability of
appropriate evidence-based interventions has not kept pace with the increase in demand, in
particular for those with early stages of dementia. The lack of appropriate interventions has led to
inconsistency between Trusts as to what is being offered to people post diagnosis.

The potential value of psychosocial interventions for people in the early stages of dementia is
recognised[9-12] and is also driven by the knowledge that a cure for dementia is unlikely in the near
future. Psychosocial interventions are diverse but their common theme is that they do not involve
the use of medication and instead focus on supporting people to overcome challenges and maintain
independence and well-being. However, whilst there has been some shift, the use of psychosocial
interventions within dementia care has been a neglected area in both research and practice.[11]

There is a growing body of evidence to demonstrate how individuals with dementia can be
supported to use self-management based techniques (sometimes in combination with other
interventions such as cognitive rehabilitation and occupational therapy).[13-18] A qualitative study
which interviewed people with dementia who attended a self-management programme reported
that participants identified the opportunity for peer support as a benefit and felt the programme
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could be improved by having more emphasis on maintaining activities and relationships and
improving positive wellbeing.[19] The Healthbridge evaluation[20] and the Mental Health
Foundation evaluation[21] found evidence that people with dementia and their carers also benefit
from receiving group based peer support.

The Journeying through Dementia (JtD) intervention was developed from the Lifestyle Matters
programme and a pilot study was conducted to examine the feasibility of a future population-based
larger trial of this intervention.[22] The intervention was found to be acceptable to both people with
dementia and their supporters. Reported benefits included increased confidence and self-efficacy,
engagement in activities and re-engagement with fun and friendships.[22] The intervention is
manualised, based on occupational therapy principles, and is designed to support independence and
well-being. The intervention incorporates elements of self-management and group-based peer
support and has been designed to improve the quality of life for people in the early stages of
dementia.

The JtD randomised controlled trial (RCT) will test the clinical and cost effectiveness of the JtD
intervention. Funding was obtained through the National Institute of Health Research (NIHR) Health
Technology Assessment (HTA) theme to conduct the RCT. This paper describes the research protocol
for undertaking the RCT which started recruitment in November 2016.

AIMS AND OBJECTIVES

The primary aim of the JtD trial is: to determine the clinical and cost-effectiveness of the JtD
intervention for people in the early stages of dementia. To meet this aim, the objectives are to:

1. Undertake a pragmatic RCT evaluating the clinical and cost-effectiveness of the JtD
intervention.

2. Conduct fidelity checks regarding the delivery of the JtD intervention.

3. Undertake an embedded qualitative sub-study to explore the mechanisms that might result
in intervention effectiveness

4. ldentify how the intervention might be realistically delivered through services.

5. Be an exemplar of best practice in involvement of people living with dementia in a large trial.

METHODS
Trial design

The JtD trial is a pragmatic, two-arm, parallel group, individually randomised RCT. It uses a
superiority framework to deliver an intention-to-treat comparison of the JtD intervention with usual
care.

The trial includes three sub-studies. The first is a health economics evaluation using a cost-
effectiveness analysis of the incremental cost per Quality Adjusted Life Year (QALY) of the JtD
intervention compared with usual care.

The second sub-study is a fidelity assessment, using an intervention fidelity framework based on that
identified by the Behaviour Change Consortium and National Institute for Health and Care Excellence
(NICE).[23,24]
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The third sub-study is a qualitative study, in line with Medical Research Council (MRC) guidance on
developing and evaluating complex interventions.[25] The qualitative sub-study will involve semi-
structured interviews with participants, participating supporters, facilitators and supervisors.

Randomisation and blinding

To minimise bias, allocation will be concealed through the use of a centralised web-based
randomisation service. The randomisation sequence will be stratified by delivery site and
constrained by a fixed block size to ensure participants are allocated evenly to each arm of the trial
at each delivery site. Participants will be randomised in equal numbers to intervention and control
arms. An unblind member of the research team who will not be conducting outcome assessments
will enter the participants’ details into the randomisation system and inform the relevant parties of
the outcome.

Members of the Trial Steering Committee (TSC), study statisticians, health economists and outcome
assessors will be blinded to treatment allocation whilst the trial is ongoing. For practical reasons,
some members of the research team will not be blinded, including the Trial Manager and Chief
Investigator. Due to the nature of the intervention, participants will not be blinded. If the outcome
assessors know (or suspect) they have been unblinded this will be recorded on an unblinding form.

Participants

Persons with early-stage dementia will be approached to take part in the trial. A family member,
friend or neighbour that provides support to the study participant (referred to as the ‘participating
supporter’) can be approached to take part in the trial, but only if invited to do so by the person with
dementia. Participating supporters will automatically be randomised to the same arm as the
participant. See Figure 1 for participant flow through the study.

(Insert Figure 1 here)
Eligibility criteria
Participants will be eligible for the study if they:

1. have a diagnosis of any form of dementia,
have a Mini Mental State Examination (MMSE) score of 18 or more, taken less than 2
months’ pre-consent,

3. have capacity to make informed decisions,
are living in the community in their own or sheltered accommodation (those living in
residential or nursing care are not eligible),

5. are willing to attend the JtD intervention,

6. are able to converse and communicate in English, and

7. are not taking part in any other pharmacological or psychosocial intervention studies at the
time of enrolment.

Participating supporters will be eligible if they are aged 18 years or over, and are named by the
person with dementia as their supporter, the person with dementia wishes them to take part, they
can converse and communicate in English, and have the ability to give informed consent.
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Site selection and participant recruitment

The JtD trial will operate in England within 13 NHS trusts with specialist dementia services. The sites
will be selected based on a convenience sample of locations clustered geographically around the
north and midlands (for a list of sites, see study ISRCTN webpage[26]).

Previous studies involving persons with dementia have shown that recruiting participants to such
studies can be challenging.[27] To ensure sufficient numbers are recruited to the study a number of
recruitment pathways will be used: referral from clinical teams; mail-outs to eligible patients via
primary or secondary care clinical teams; study promotion via posters etc.; third sector
organisations; and the Join Dementia Research database. The research team will contact interested
participants who agree to be approached and send further information about the study. A consent
and eligibility visit will be arranged if they would like to take part where trained researchers will
assess eligibility and request written informed consent.

Intervention

JtD is a manualised intervention consisting of twelve weekly facilitated groups with 8-12 participants
with dementia, which take place over successive weeks. Each participant also receives four one-to-
one sessions with one of the intervention facilitators, to pursue individual goals. The first one-to-one
session takes place before the start of the group intervention, with the remaining three being
scheduled during, or shortly after, the 12 weeks and at a location and time agreed with the
participant. The group aspect of intervention should be delivered in a community venue.

The content of the JtD intervention is summarised below:

a. Ways of thinking about dementia (what is dementia, effects on everyday life, challenging
stereotypes, sharing coping strategies).

b. Keeping physically well (relationship between physical and mental wellbeing, embedding
health activity in everyday life, diet).

c. Memory (strategies to aid memory, impact on everyday life and learning and practicing new
techniques).

d. Keeping mentally well (relationships between anxiety and memory, and dementia and
stress).

e. Endings (celebration of achievements and how to move forward).

Participants are encouraged to select different topics from the manual and explore them with
guidance and suggestions from facilitators. Participants are also able to suggest topics not within the
manual. One essential component of the intervention is the enactment of activities, particularly in
the community; three of the twelve group meetings should be out of venue activities. Participants
are able to invite a supporter to participate in the group aspect of the intervention during sessions 1,
6 and 12, and in the individual sessions if the participant finds this helpful in achieving their goals.

Facilitating staff

The intervention should be facilitated by a minimum of two NHS staff who are experienced with
working with people with dementia. Facilitators will normally be someone employed on Agenda for
Change Bands 3-5. Facilitators must receive a two-day training course prior to delivering the
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intervention. In some cases, for example they are a reserve facilitator, they may receive a shortened
course supported by online resources created for this purpose. Facilitators will be supervised by a
colleague experienced in supervision who has also attended the facilitator training and is of suitable
seniority and experience. The supervisors themselves will be supervised by a member of the central
study team who is a Clinical Psychologist and is experienced in the ‘train the trainer’ method[28].

Patient and public involvement (PPI)

People living with dementia were involved in developing the content of JtD[29] and in the feasibility
study.[22] The JtD Trial Steering Committee will include a member who is living with dementia.
Additionally, an advisory group (experts by experience) will meet at intervals throughout to provide
input into study materials used by participants such as information sheets and interview guides. We
also plan to involve people living with dementia in some aspects of the qualitative data analysis and
in developing and delivering the study dissemination plans.

OUTCOMES

The primary outcome is the Dementia Related Quality of Life Measure (DEMQOL)[30,31] at 8
months’ post randomisation.

The secondary outcomes are:

— European Quality of Life - 5 Dimensions (EQ-5D-5L)[32,33]

— Patient Health Questionnaire-9 (PHQ-9)[34,35]

— Generalised Anxiety Disorder-7 (GAD-7)[36]

— General Self-Efficacy Scale (GSE)[37]

— Diener’s Flourishing Scale (DFS)[38]

— Self-Management Ability Scale (SMAS)[39]

— Instrumental Activities of Daily Living (IADL)[40]

— Health and Social Care Resource Use Questionnaire (HSCRU)[22]
— Sense of Competency Questionnaire (SCQ)[41,42]

The outcome measures used were selected to measure the following key components of the
intervention: mental wellbeing or mood (DEMQOL, PHQ-9, GAD-7); building relationships and a
sense of connectedness (DFS, SMAS); belief that life is meaningful despite dementia (DEMQOL, GSE,
DFS, SMAS); and Instrumental Activities of Daily Living (IADL) and strategies to maintain cognitive
functioning (IADL). Additionally, they also support analysis of the cost-effectiveness of the
intervention (DEMQOL, EQ-5D-5L, HSCRU) and the participating supporters’ perceptions of
competence (SCQ). Dementia specific outcome measures are those recommended for use across
Europe.[43] Non dementia specific outcome measures were selected if there was no appropriate
dementia specific measure available.

DATA COLLECTION
Quantitative

Data will be collected from all participants living with dementia at eligibility/consent, baseline, 8 and
12 months’ post randomisation and from participating supporters at baseline and 8 months’ post
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randomisation (see Table 1). The outcome measures will be interviewer-administered at face-to-face
visits by blinded outcome assessors who have received training to deliver the measures to people
living with dementia and their supporters. The follow-up outcome measures will be collected 2
weeks pre and 8 weeks post the date they are due. Participant retention will be promoted by regular

communication with the participants and supporters through newsletters and Christmas cards.

Table 1 Outcome measures and time-points for collection. * Denotes the primary outcome measure.

Measure Participant Participating Supporter
Eligibility Baseline 8 Months 12 Months Baseline 8 Months
and Consent | <2 months Due < 2 weeks | Due < 2 weeks Due <2 Due < 2 weeks
visit prior to the preand < 8 preand < 8 months preand< 8
intervention | weeks post weeks post prior to the weeks post
start date randomisation | randomisation | intervention | randomisation
if within study
timelines
Capacity v
assessment
Mini Mental v
State
Examination
Eligibility v v
checklist
Baseline v v
demographics
DEMQOL v v v
EQ-5D-5L v v v v v
PHQ-9 v v v v
GAD-7 v v
GSE v v
DFS v v
SMAS v v
IADL v v v
HSCRU v v
scQ v v

Visits to collect outcome data will be arranged with the participant by a researcher, in some cases a
participating supporter will assist with these arrangements. All visits will be conducted at a time and
location most suitable for the participant. A second visit may be required to complete the outcome
measures if the participant becomes tired, which will be organised as soon as possible after the first.
Participating supporters may not have the time or capacity to receive a face-to-face visit and follow-
up outcome measures may therefore be collected from them over the telephone. Similarly, in the
case that a participant is likely to withdraw, a reduced set of outcome measures may be taken by
telephone (including DEMQOL and telephone versions of HSCRU and EQ-5D-5L).

Intervention attendance
Records will be kept of all attendances for each participant randomised to the intervention.

Intervention dropout and study withdrawal
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If a participant decides to withdraw either from the intervention or the study, this will be recorded.
If the participant solely withdrew from the intervention, they will be followed-up unless they
explicitly also withdraw consent for follow-up of outcomes (data up to this time will be included in
the trial).

Intervention costings

Information on the cost of facilitated group and individual sessions will be collected including hire of
local community venues, facilitator salaries and travel, refreshments, and other costs such as
administration and materials used.

Fidelity assessment

The fidelity of intervention delivery, as well as of the training and supervision received by facilitators
will be assessed according to the intervention protocol and manual. Fidelity checks will adhere to a
framework based on that identified by the Behaviour Change Consortium[23] and NICE guidance on
behaviour change.[24] The fidelity assessment framework (adapted from Bellg et al, 2004[23]) will
assess and monitor for the consistency, facilitator training (in terms of standardised delivery of
training and skills acquisition for facilitators), intervention delivery (in terms of standardised delivery
between intervention groups) and the receipt of the intervention by intervention group participants.

Training delivery and receipt of the facilitator training will be observed and rated by the same two
researchers (the lead for fidelity and one other member of the research team) for inter-rater
reliability using a bespoke Training observation checklist. To assess facilitator adherence to the
manualised intervention and participant receipt of the intervention, a purposive selection of group
meetings across sites will also be observed using a Group observation checklist based on the
contents of the intervention and the training to assess each meeting. Each group selected will be
observed on two occasions to identify facilitator drift or changes in participant behavior.

Frequencies will be used to determine the extent to which the training programme received by
facilitators maintained fidelity to what was intended. Comparison of intervention delivery between
and across sites will also be conducted to check for consistency. Inter-rater reliability between
coders will be determined using the Kappa statistic.[44] Similar methods have been used in previous
studies, for example the Lifestyle Matters Trial.[45]

Qualitative sub study

An embedded qualitative sub-study will explore the mechanisms of the intervention, for example
what elements of the intervention appear to support people to improve their self-management and
well-being and what promotes good facilitation of the intervention.

Individual qualitative semi-structured interviews will be conducted with a purposive sample of
approximately 20 participants (approximately 10%) from the fidelity intervention groups and with
approximately 12 participating supporters, preferably supporters of participants who are also being
interviewed. A participant interview schedule and supporter interview schedule will be developed to
cover the following themes:
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— Range and nature of issues that influence experiences of taking part in the intervention

— Factors that may mediate or moderate the effectiveness of the intervention

— Perceived skills and competencies required to facilitate the intervention

— The barriers and facilitators to uptake and continued use

— The effect of the intervention upon living with dementia

— The effect of the intervention upon the experiences of supporting someone with dementia

Semi-structured interviews will also be conducted with approximately 20% of all facilitators and
supervisors across the sites at the end of their delivery of the intervention. The sample will include a
range of sites and facilitators with different levels of experience of delivering the intervention. A
facilitator interview schedule and supervisor interview schedule will be developed to cover the
following themes:

— What issues promote the effectiveness of intervention facilitation

— The skills and competencies required to facilitate the programme

— The barriers and facilitators to its uptake and continued use

— Factors that may mediate or moderate the effectiveness of the intervention

Researchers undertaking participant and supporter interviews will be trained to use enhanced
methods of communication with people with dementia to ensure that meaningful discussion can
take place. Transcripts of interviews will undergo respondent validation.

SAMPLE SIZE

The primary outcome for the study is the mean DEMQOL score 8 months post randomisation.
Assuming a standard deviation of 11 points for the DEMQOL, a mean difference of 4 or more points
is clinically and practically important.[30] The sample size has been calculated to have a 90% power
of detecting this 4 point difference (equivalent to a standardised effect size of 0.36) in group mean
scores at eight months as being statistically significant at 5% (two sided) level. As the JtD
intervention is a facilitator led intervention with a group component, the outcomes of the
participants in the same group with the same facilitators may be clustered. With no adjustment for
clustering by facilitator the target sample size would be 160 per arm with a total sample size of 320.
We have assumed an average cluster size of 8 people with dementia per facilitated group and an
intra-cluster correlation of 0.03; this will inflate the sample size by a design effect of 1.21; to 194 per
group (388 total sample size) with valid primary outcome data. Assuming at least a 20% loss to
follow-up the target sample size for the trial is to randomise to 243 participants in each arm (n=486).

DATA ANALYSIS
Statistical data analysis

As JtD is a pragmatic parallel group randomised trial, with a usual care (control) arm, data will be
reported and presented according to a revised CONSORT statement.[46] Statistical analysis will be
performed on an intention-to-treat-basis. All exploratory tests will be two-tailed with alpha = 0.05.
Baseline demographics and quality of life data will be described and summarised overall and by
treatment group.
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The primary analysis will compare mean patient reported DEMQOL scores at 8 months post
randomisation between the intervention (JtD) arm and control arms using a mixed effects linear
regression model adjusted for DEMQOL baseline score and site and allowing for the clustering of the
outcome by the JtD intervention.[47—-49] The trial is a partially nested design with comparison of a
group therapy (JtD) with individual therapy with clustering in one (intervention) arm. Each person
with dementia in the control group (unclustered arm) will be treated as a cluster (singleton) of size
one. The cluster indicator will be treated as a random effect. A stratification variable used for
randomisation (site) will be included as a fixed factor.[50] A partially clustered mixed effects linear
regression model with homoscedastic errors as well as a heteroscedasticity mixed effects linear
regression model will also be considered to account for potential differential variability of outcomes
between the two treatment groups. A 95% confidence interval (Cl) for the mean difference in
DEMQOL scores between the intervention and control groups will be calculated together with the
associated P-value. A further adjusted analysis may also be performed depending on the observed
degree of imbalance in baseline covariates (which are of potential prognostic importance) again
using a mixed effects linear regression model. Additional covariates (of potential prognostic
importance) include other baseline variables, such as age, gender, PHQ-9, and GAD-7. In the event
that there are more than 10 couples (20 participants) from the same household the primary and
secondary analyses will be changed to take into account the hierarchical or clustered nature of the
data. A multi level mixed effects model will be used; the random effects will be JtD intervention
groups (top level) and couple/singles (lower level). Individual participants who are not part of a
couple will be treated as clusters of size one.

Participants will be followed up for up to 12 months post randomisation. Mean DEMQOL scores at
12 months follow-up will be compared as described for the primary outcome above.

For the primary outcome, the DEMQOL score at 8 months follow-up, missing data will be imputed
through a variety of methods including: regression and multiple imputation as part of a sensitivity
analysis.

We will complement the intention to treat (ITT) analysis of the primary outcome with a complier
average causal effects analysis (CACE) as a secondary analysis alongside the primary ITT analysis.
Compliance will be defined as a binary variable with participants who attend at least 10 of the 16 JtD
sessions (both individual and group sessions combined) regarded as being compliant.

There are no planned interim statistical analyses or formal stopping rules in relation to efficacy.
Secondary outcome measures

Secondary outcomes at 8 and 12 months post-randomisation will be compared between the
intervention and control groups using a mixed effects linear regression model as for the primary
outcome. A 95% Cl for the mean difference in this parameter between the treatment groups will
also be calculated together with the associated P-value.

Outcome measures for the participating supporters at 8 months will be compared between the
intervention and control groups using a mixed effects linear regression model. The mean difference
in outcome with associated 95% Cl and P-value will be presented for: a) the baseline (specific to the
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secondary outcome) and site adjusted analysis and b) adjusted analysis with additional covariates in
addition to a).

Subgroup analysis

A subgroup analysis using a mixed effect linear regression model, with the primary outcome
(DEMQOL) at 8 months post randomisation as the response will be carried out. We will use an
interaction statistical test between the randomised intervention group and subgroup to directly
examine the strength of evidence for the treatment difference between the treatment groups
varying between subgroups. Supporter involvement (yes or no) will be the only a priori defined sub
groups to be considered for interaction test.

Qualitative analysis

Framework analysis[51] will be applied to all interviews.[52] For the purposes of reporting,
confidentiality will be maintained by using unique participant identifiers and removing identifiable
information. A thematic framework will be agreed by two researchers and an index developed for
transcript coding. This will follow the five stages of framework analysis.[51] Findings will be used to
identify emergent factors that influence the uptake and impact of the intervention as well as explore
potential explanations for the quantitative findings.[52] Further analysis will also be undertaken to
triangulate the qualitative data (between facilitator/supervisor and participant/supporter
interviews) as well as the fidelity and qualitative data in order to look for between source similarities
and divergences. Analysis workshops will be held with persons living with dementia and their
supporters to respond to and help validate the qualitative analysis. The workshop outcomes will be
used to refine the qualitative analysis.

Health economics evaluation

A trial based economic evaluation will be undertaken of an intention-to-treat comparison of the
costs and outcomes of the two trial arms. A cost-effectiveness analysis will be undertaken of the
incremental cost per Quality Adjusted Life Year (QALYs) of the JtD intervention compared with usual
care provided through NHS memory services. QALYs will be calculated using the EQ-5D-5L
preference-based index administered at baseline, 8 and 12 months. A sensitivity analysis will be
undertaken using utility values from the DEMQOL-U, which can be derived from responses to the
DEMQOL questionnaire.[30] The total cost of the intervention will be estimated at the individual
participant level and will include the costs of providing the intervention and the subsequent
consequences for the use of routine health and social care services. The average cost per attendance
will be calculated and this estimate will be applied to the actual number of group and individual
sessions that each participant attended.

The use of services by trial participants will be collected in detail using a Health and Social Care
Resource Use (HSCRU) questionnaire administered at 8 and 12 months post randomisation. Service
use will be costed using the most recent National Reference Cost Data and Unit Costs of Health and
Social Care.[53,54] Missing data will be dealt with using multiple imputation for EQ-5D-5L, DEMQOL-
U and resource use data.[55] A random effects linear regression model, accounting for clustering,
will be fitted, the model will include baseline scores for EQ-5D-5L and baseline costs. The central
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analysis of mean incremental costs per QALY will be subjected to a full sensitivity analysis of key
parameters including the measure used to estimate QALYs and number of participants at the weekly
sessions. A full probabilistic sensitivity analysis will be performed to examine the probability of cost-
effectiveness of the intervention for the NHS for different levels of costs and QALY gains.[56]

DATA MANAGEMENT, CONFIDENTIALITY AND SHARING

Sheffield Clinical Trials Research Unit (CTRU) will provide data management services. Data will be
entered remotely on to a centralised web-based data capture system (Prospect) by university
researchers and authorised staff at participating NHS sites. The Case Report Form captures trial data
and has been specifically designed for this trial. Access to Prospect is controlled by usernames and
encrypted passwords. Prospect provides a full electronic audit trail, as well as validation features
which will be used to monitor study data quality. The identity of participants will be protected by the
removal of any identifiable data prior to dissemination of information, and no identifiable data will
be transferred to the statistician or health economist. All participating NHS Sites will be subject to
data monitoring reviews to check data entry, consent and eligibility, amongst other items.

Data sharing

JtD trial data will be held and available for five years after the end of the trial (November 2019). JtD
Trial Data will not be archived in a repository, instead data will be released on a case-by-case basis.
We shall make data available to the scientific community with as few restrictions as feasible. Data
access requests will be reviewed and authorised by a sub-committee of the Trial Management Group
(TMG) during the trial and by the Sheffield CTRU after the trial has ended. Access requests will be
considered against pre-determined criteria and data sharing will only take place if this aligns with the
consent provided by JtD participants. Data will be anonymised prior to being shared.

ETHICS, GOVERNANCE AND SAFETY

Ethical issues

There are two key ethical issues to take into account. The first is the potential need to break
confidentiality where there is a risk of harm. We will request consent to contact the participants or
supporter’s GP or other health professional in situations where researchers are concerned that there
might be risk of harm. For example, two outcome measures used on the study may indicate a need
to treat anxiety (GAD-7) or depression (PHQ-9) clinically. Additionally, concerns regarding participant
safety may also be raised at any stage of the study; e.g. observed deterioration in mental or physical
state of participants, safeguarding issues, or of a risk to self or others. We will work alongside local
Trust procedures to report any risks appropriately. Local site investigators with clinical backgrounds
will be asked to provide advice when appropriate. The responsible healthcare professional or Pls will
be able to recommend the withdrawal of the participant if they feel it is appropriate. We will record
all actions taken.

The second is the risk that during the trial, people with dementia may lose the capacity to consent to
continuing participation. As part of the consent process, people living with dementia will be asked to
nominate a person to act as a consultee. If the person with dementia loses capacity during the trial,

the consultee will be contacted to give their independent assessment of whether the person has the
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capacity to continue or not with the study. We will record information about the activation of the
consultee pathway on the trial.

Governance

The trial is coordinated by the Sheffield CTRU on behalf of the Sponsor. The sponsor of the trial is
Sheffield Health and Social Care Foundation Trust, Fulwood House, Old Fulwood Road, Sheffield, S10
3TH. The JtD TMG contains project co-applicants, members of the data management team, the
Sponsor, Trial Manager and other representatives, and oversees the operation of the trial and
enables communication throughout the Trial, for example to disseminate protocol amendments. An
independent Trial Steering Committee (TSC), comprised of an independent statistician, PPI
representative and a Senior Clinical Research Associate, provides overall supervision of the trial,
advises the Cl, oversees protocol modifications, monitors the trial’s progress and if necessary closes
the trial. An independent Data Monitoring and Ethics Committee (DMEC) comprised of two
independent statisticians and an Occupational Therapist Clinical Researcher, reviews the trial
protocol, monitors patient safety and advises the TSC if they feel the trial should be prematurely
closed.

Safety

A Serious Adverse Event (SAE) reporting system will be used on the Trial. Adverse Events are not
anticipated as a consequence of the intervention and will not be monitored. An SAE either:

a) resultsin death,

b) is life-threatening (subject at immediate risk of death),

c) requires hospitalisation or prolongation of existing hospitalisation,
d) results in persistent or significant disability or incapacity, or

e) is otherwise considered medically significant by the investigator.

All SAEs will be assessed to see if they are related to the intervention or other trial procedures, and if
they are the Sponsor and Research Ethics Committee will be immediately informed. SAEs are
periodically reported to the trial’s DMEC.

Additionally, we consider safety of the researchers to be extremely important and have developed a
lone worker policy.

DISSEMINATION

The results of this study will be communicated in relevant academic and professional journals,
conferences and workshops, and via websites and social media, ensuring reach to all stakeholders
(people living with the condition, professionals, commissioners and academics). A short film will be
created to illustrate experiences of participation from the perspectives of people living with the
condition, and those involved in delivery of the intervention. The manualised intervention will be
refined and made available on the website in an open access format.
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FIGURE LEGENDS

Figure 1: Participant flow through the study
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B SPIRITV

STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIALS

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents*

Section/item Item
No

Description

Addressed on
page number

Administrative information
Title 1
Trial registration 2a

2b
Protocol version 3
Funding 4
Roles and 5a
responsibilities 5h

5c

5d

Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym
Trial identifier and registry name. If not yet registered, name of intended registry

All items from the World Health Organization Trial Registration Data Set

Date and version identifier

Sources and types of financial, material, and other support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study design; collection, management, analysis, and
interpretation of data; writing of the report; and the decision to submit the report for publication, including
whether they will have ultimate authority over any of these activities

Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint
adjudication committee, data management team, and other individuals or groups overseeing the trial, if
applicable (see Item 21a for data monitoring committee)
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Background and
rationale

Objectives

Trial design
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6b
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Description of research question and justification for undertaking the trial, including summary of relevant 2-3
studies (published and unpublished) examining benefits and harms for each intervention

Explanation for choice of comparators 2-3

Specific objectives or hypotheses 3

Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority, equivalence, noninferiority, exploratory) 3-4

Methods: Participants, interventions, and outcomes

Study setting

Eligibility criteria

Interventions

Outcomes

Participant timeline

9

10

11a

11b

11c

11d
12

13

Description of study settings (eg, community clinic, academic hospital) and list of countries where data will 5
be collected. Reference to where list of study sites can be obtained

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and 4-5
individuals who will perform the interventions (eg, surgeons, psychotherapists)

Interventions for each group with sufficient detail to allow replication, including how and when they will be 5-6
administered

Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose n/a
change in response to harms, participant request, or improving/worsening disease)

Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence 8-9
(eg, drug tablet return, laboratory tests)

Relevant concomitant care and interventions that are permitted or prohibited during the trial 6

Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood

pressure), analysis metric (eg, change from baseline, final value, time to event), method of aggregation (eg, 6-7__
median, proportion), and time point for each outcome. Explanation of the clinical relevance of chosen

efficacy and harm outcomes is strongly recommended

Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for Table 1 and
participants. A schematic diagram is highly recommended (see Figure) figure 1
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Estimated number of participants needed to achieve study objectives and how it was determined, including 9
clinical and statistical assumptions supporting any sample size calculations

Strategies for achieving adequate participant enrolment to reach target sample size 5

Methods: Assignment of interventions (for controlled trials)

Method of generating the allocation sequence (eg, computer-generated random numbers), and list of any 4

factors for stratification. To reduce predictability of a random sequence, details of any planned restriction
(eg, blocking) should be provided in a separate document that is unavailable to those who enrol participants
or assign interventions

Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, 4

opaque, sealed envelopes), describing any steps to conceal the sequence until interventions are assigned

Who will generate the allocation sequence, who will enrol participants, and who will assign participants to 4

interventions

Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome 4
assessors, data analysts), and how

If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s 4

allocated intervention during the trial

31 Methods: Data collection, management, and analysis

33 Data collection
methods

18a

18b

Plans for assessment and collection of outcome, baseline, and other trial data, including any related 6-8

processes to promote data quality (eg, duplicate measurements, training of assessors) and a description of
study instruments (eg, questionnaires, laboratory tests) along with their reliability and validity, if known.
Reference to where data collection forms can be found, if not in the protocol

Plans to promote participant retention and complete follow-up, including list of any outcome data to be 6-7

collected for participants who discontinue or deviate from intervention protocols
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Statistical methods 20a

20b
20c

Methods: Monitoring

Data monitoring 21a
21b

Harms 22

Auditing 23

Ethics and dissemination

Research ethics 24
approval

Protocol 25
amendments
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Plans for data entry, coding, security, and storage, including any related processes to promote data quality
(eg, double data entry; range checks for data values). Reference to where details of data management
procedures can be found, if not in the protocol

Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the
statistical analysis plan can be found, if not in the protocol

Methods for any additional analyses (eg, subgroup and adjusted analyses)

Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg, multiple imputation)

Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of
whether it is independent from the sponsor and competing interests; and reference to where further details
about its charter can be found, if not in the protocol. Alternatively, an explanation of why a DMC is not
needed

Description of any interim analyses and stopping guidelines, including who will have access to these interim
results and make the final decision to terminate the trial

Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse
events and other unintended effects of trial interventions or trial conduct

Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent
from investigators and the sponsor

Plans for seeking research ethics committee/institutional review board (REC/IRB) approval

Plans for communicating important protocol modifications (eg, changes to eligibility criteria, outcomes,
analyses) to relevant parties (eg, investigators, REC/IRBs, trial participants, trial registries, journals,
regulators)
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26a

26b
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3lc

32

33
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Who will obtain informed consent or assent from potential trial participants or authorised surrogates, and
how (see Item 32)

Additional consent provisions for collection and use of participant data and biological specimens in ancillary

studies, if applicable

How personal information about potential and enrolled participants will be collected, shared, and maintained

in order to protect confidentiality before, during, and after the trial

Financial and other competing interests for principal investigators for the overall trial and each study site

Statement of who will have access to the final trial dataset, and disclosure of contractual agreements that
limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial
participation

Plans for investigators and sponsor to communicate trial results to participants, healthcare professionals,
the public, and other relevant groups (eg, via publication, reporting in results databases, or other data
sharing arrangements), including any publication restrictions

Authorship eligibility guidelines and any intended use of professional writers

Plans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code

Model consent form and other related documentation given to participants and authorised surrogates

Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular
analysis in the current trial and for future use in ancillary studies, if applicable

__See
supplementary

information___
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13
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*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items.
Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons
“Attribution-NonCommercial-NoDerivs 3.0 Unported” license.
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ABSTRACT
Introduction

Services are being encouraged to provide post diagnostic treatment to those with dementia but the
availability of evidence-based interventions following diagnosis has not kept pace with increase in
demand. To address this need, the Journeying through Dementia (JtD) intervention was created. A
randomised controlled trial (RCT), based on a pilot study, is in progress.

Methods and analysis

The RCT is a pragmatic, two-arm, parallel group trial designed to test the clinical and cost-
effectiveness of JtD compared to usual care. Recruitment will be through NHS services, third sector
organisations and Join Dementia Research. The sample size is 486 randomised (243 to usual care and
243 to the intervention usual care). Participants can choose to ask a friend or relative (supporter) to
become involved in the study. The primary outcome measure for participants is Dementia Related
Quality of Life (DEMQOL), collected at baseline and at 8 months’ post randomisation. Secondary
outcome measures will be collected from participants and supporters at those visits. Participants will
also be followed-up at 12 months’ post randomisation with a reduced set of measures. A process
evaluation will be conducted through qualitative and fidelity sub-studies.

Analyses will compare the two arms of the trial on an intention to treat as allocated basis. The
primary analyses will compare the mean DEMQOL scores of the participants at 8 months between
the two study arms. A cost-effectiveness analysis will consider the incremental cost per Quality
Adjusted Life Years of the intervention compared with usual care. Qualitative and fidelity sub-studies
will be analysed through framework analysis and fidelity assessment tools respectively.

Ethics and dissemination

REC and HRA approval were obtained. A Data Monitoring and Ethics Committee has been constituted.
Dissemination will be via publications, conferences and social media. Intervention materials will be
made open access.

Trial registration number

ISRCTN17993825

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 4 of 29



Page 5 of 29

oNOYTULT D WN =

BMJ Open

STRENGTHS AND LIMITATIONS OF THE STUDY

e People living with dementia were involved in developing the content of the Journeying
through Dementia (JtD) intervention and are involved in advising the study.

e The JtD intervention includes sessions without supporters present, to help develop
independence and confidence, and is one of the only interventions that people with dementia
can participate in without supporters.

e The JtD study will recruit up to 500 participants and is therefore one of the largest trials of a
psychosocial intervention for people with dementia in the UK.

e The potential for unblinding of researchers when arranging or attending follow-up visits is a
limitation but this will be monitored and minimized by not sending unblind researchers to
visits.

e Recruitmentis known to be challenging in this population but we plan to try multiple pathways
for recruitment including through services, the Join Dementia Research database, promotion
and the third sector.

INTRODUCTION

The impact on the economy, for services and for individuals living with dementia and their family
carers is larger for dementia than for all other long-term ilinesses in people aged 60 and over.[1]
Two thirds of people with dementia live in the community, and half of these require some form of
support.[2] As a result, dementia research (both for cure and for care) in the NHS and social care is
important, and this is reflected in UK health policy.[3] In 2009, the UK Government announced a
National Dementia Strategy, which mandated the establishment of memory services and aimed to
increase the rates of early diagnosis and improve support for people in the early stages of
dementia.[4]

The National Audit of Memory Services (2013) found there had been a fourfold increase in numbers
presenting since 2010/11, and in 2013 49.3% were in the early stages of the condition.[5] Earlier
diagnosis allows individuals to receive treatment earlier and enables the individual and memory
services to plan more effectively for the future.[6] Memory services have been strongly encouraged
to provide post diagnostic treatment and support,[7,8] but the availability of appropriate evidence-
based interventions has not kept pace with the increase in demand, in particular for those with early
stages of dementia. The lack of appropriate interventions has led to inconsistency between Trusts
regarding what is being offered to people post diagnosis.

The potential value of psychosocial interventions for people in the early stages of dementia is
recognised[9-12] and is also driven by the knowledge that a cure for dementia is unlikely in the near
future. Psychosocial interventions are diverse but a common theme is that they do not involve the
use of medication and instead focus on supporting people to overcome challenges and maintain
independence and well-being. However, whilst there has been some shift, the use of psychosocial
interventions within dementia care has been a neglected area for both research and practice.[11]

There is a growing body of evidence to demonstrate how individuals with dementia can be
supported to use self-management based techniques (sometimes in combination with other
interventions such as cognitive rehabilitation and occupational therapy).[13-18] A qualitative study
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of people with dementia who attended a self-management programme reported that participants
identified the opportunity for peer support as being beneficial and considered that the programme
could be improved by greater emphasis being placed upon maintaining activities and relationships
and improving positive wellbeing.[19] The Healthbridge evaluation[20] and the Mental Health
Foundation evaluation[21] found evidence that people with dementia and their carers can benefit
from receiving group based peer support.

The Journeying through Dementia (JtD) intervention was developed from the Lifestyle Matters
programme and a pilot study was conducted to examine the feasibility of a future population-based
larger trial of this intervention.[22] The intervention was found to be acceptable to both people with
dementia and their carers. Reported benefits included increased confidence and self-efficacy,
engagement in activities and re-engagement with fun and friendships.[22] The intervention is
manualised, based on occupational therapy principles, and is designed to support independence and
well-being. The intervention incorporates elements of self-management and group-based peer
support and has been designed to improve the quality of life for people in the early stages of
dementia.

The JtD randomised controlled trial (RCT) will test the clinical and cost effectiveness of the JtD
intervention. Funding was obtained through the National Institute of Health Research (NIHR) Health
Technology Assessment (HTA) theme to conduct the RCT. This paper describes the research protocol
for undertaking the RCT which started recruitment in November 2016.

AIMS AND OBJECTIVES

The primary aim of the JtD trial is to determine the clinical and cost-effectiveness of the JtD
intervention for people in the early stages of dementia. To meet this aim, the objectives are to:

1. Conduct an internal pilot RCT of the intervention to check the feasibility of rates of
recruitment at scale.

2. Proceed to a full a pragmatic RCT evaluating the clinical and cost-effectiveness of the JtD
intervention.

3. Conduct fidelity checks regarding the delivery of the JtD intervention.

4. Undertake an embedded qualitative sub-study to explore issues concerned with intervention
delivery.

5. Identify how the intervention might be realistically delivered through services.

METHODS
Trial design

The JtD trial is a pragmatic, two-arm, parallel group, individually randomised RCT. It uses a
superiority framework to deliver an intention-to-treat comparison of the JtD intervention with usual
care.

The trial includes three sub-studies. The first is a health economics evaluation using a cost-

effectiveness analysis of the incremental cost per Quality Adjusted Life Year (QALY) of the JtD
intervention compared with usual care.
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The second sub-study is a fidelity assessment as part of the process evaluation, using an intervention
fidelity framework based on that identified by the Behaviour Change Consortium and National
Institute for Health and Care Excellence (NICE).[23,24]

The third sub-study is a qualitative study, part of the process evaluation, in line with Medical
Research Council (MRC) guidance on developing and evaluating complex interventions.[25] The
gualitative sub-study will involve semi-structured interviews with participants, supporters,
facilitators and supervisors.

Randomisation, blinding and bias

To minimise bias, allocation will be concealed through the use of a centralised web-based
randomisation service. The randomisation sequence will be stratified by delivery site and
constrained by a fixed block size to ensure participants are allocated evenly to each arm of the trial
at each delivery site. Participants will be randomised in equal numbers to intervention and control
arms. An unblind member of the research team who will not be conducting outcome assessments
will enter the participants’ details into the randomisation system and inform the relevant parties of
the outcome.

Members of the Trial Steering Committee (TSC), study statisticians, health economists and outcome
assessors will be blinded to treatment allocation whilst the trial is ongoing. For practical reasons linked
to the provision of a centralised web-based randomisation service and the set-up and delivery of the
intervention groups, some members of the research team will not be blinded, including the Trial
Manager and Chief Investigator. Due to the nature of the intervention, participants will not be blinded.
If the outcome assessors know (or suspect) they have been unblinded this will be recorded on an
unblinding form.

We protect against facilitator bias where the same facilitators also provide usual care in three ways:
(a) usual care is limited and often restricted to cognitive stimulation therapy which would not be
readily influenced by training in JtD principles, as it follows a manual with a session-by-session plan
already laid out; (b) where usual care was also delivered by intervention facilitators, they were
instructed not to deliver JtD wholly or partly as part of usual care; (c) many of the facilitators recruited
are not those who would deliver usual care, for example approximately 25% of facilitators are trained
research staff. A further form of bias, that caused by cross-contamination of participants between the
two study armes, is considered as unlikely as post diagnostic services for people living with dementia
are limited and often only involves cognitive stimulation therapy which is unlikely to be concurrent.
Extended post diagnostic follow-up is not common so it is unlikely participants would meet at routine
appointments.

Participants

Persons with early-stage dementia will be approached to take part in the trial. A family member,
friend or neighbour that provides support to the study participant (referred to as the ‘supporter’)
can be approached to take part in the trial, but only if invited to do so by the person with dementia.
The study participant can also choose not to invite a supporter to take part in the trial and still take
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part. Participating supporters will automatically be randomised to the same arm as the participant.
See Figure 1 for participant flow through the study.

(Insert Figure 1 here)
Eligibility criteria
Participants will be eligible for the study if they:

have a diagnosis of any form of dementia,
have a Mini Mental State Examination (MMSE) score of 18 or more, measured less than 2
months’ pre-consent,

3. have capacity to make informed decisions,

4. are living in the community in their own or sheltered accommodation (those living in
residential or nursing care are not eligible),

5. are willing to attend the JtD intervention,

6. are able to converse and communicate in English, and

7. are not taking part in any other pharmacological or psychosocial intervention studies at the
time of enrolment.

Supporters will be eligible to participate if they are aged 18 years or over, are named by the person
with dementia as their supporter, the person with dementia wishes them to take part, they can
converse and communicate in English, and have the ability to give informed consent.

Site selection and participant recruitment

The JtD trial will operate in England within 13 NHS trusts with specialist dementia services. The sites
will be selected based on a convenience sample of locations clustered geographically around the
north and midlands (for a list of sites, see study ISRCTN webpage[26]).

Previous studies involving persons with dementia have shown that recruiting participants to such
studies can be challenging.[27] To ensure sufficient numbers are recruited to the study a number of
recruitment pathways will be used: referral from clinical teams; mail-outs to eligible patients via
primary or secondary care clinical teams; study promotion via posters etc.; third sector
organisations; and the Join Dementia Research database. The research team will contact interested
participants and send further information about the study. Clinical teams will check with the
potential participants that they are willing to be approached by the research team before an
approach is made.

To enable potential participants to make a direct approach to the research team, a reply card will be
designed which can be completed, sealed and returned to the central research team who will then
pass the information on to relevant local site researchers. These reply cards will be distributed with
information sheets at events including dementia cafes or posted as part of mail-outs to GPs. Local
promotions, for example via posters in clinics or GPs, will include the telephone and email details of
local researchers for direct contact to take place.

A consent and eligibility visit will be arranged if an individual would like to take part where trained
researchers will assess eligibility and request written informed consent.
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Intervention

JtD is a manualised intervention consisting of twelve weekly facilitated groups with 8-12 participants
with dementia, which take place over successive weeks. Each participant also receives four one-to-
one sessions with one of the intervention facilitators, to pursue individual goals. The first one-to-one
session takes place before the start of the group intervention, with the remaining three being
scheduled during, the 12 weeks and at locations and times agreed with the participant. The group
aspect of intervention should be delivered in a community venue.

The content of the JtD intervention involves:

a. Ways of thinking about dementia (what is dementia, effects on everyday life, challenging
stereotypes, sharing coping strategies).

b. Keeping physically well (relationship between physical and mental wellbeing, embedding
health activity in everyday life, diet).

c. Memory (strategies to aid memory, impact on everyday life and learning and practicing new
techniques).

d. Keeping mentally well (relationships between anxiety and memory, and dementia and
stress).

e. Endings (celebration of achievements and how to move forward).

Participants are encouraged to select different topics from the manualised intervention and explore
them with guidance and suggestions from facilitators. Participants are also able to suggest topics not
within the manual. One essential component of the intervention is the enactment of activities,
particularly in the community; three of the twelve group meetings should be ‘out of venue’
activities. Participants are able to invite a supporter to participate in the group aspect of the
intervention during sessions 1, 6 and 12, and in the individual sessions if the participant finds this
helpful in achieving their goals.

The intervention should be facilitated by a minimum of two NHS staff who are experienced with
working with people with dementia. Facilitators will normally be someone employed on Agenda for
Change Bands 3-5. Facilitators must receive a two-day training course prior to delivering the
intervention. In some cases, for example if they are a reserve facilitator, they may receive a
shortened course supported by online resources created for this purpose. Facilitators will be
supervised by a colleague experienced in supervision who has also attended the facilitator training
and is of suitable seniority and experience. The supervisors themselves will be supervised by a
member of the central study team who is a Clinical Psychologist and is experienced in the ‘train the
trainer’ method[28].

Patient and public involvement (PPI)

People living with dementia were involved in developing the content of JtD[29] and in the feasibility
study.[22] The JtD Trial Steering Committee will include a member who is living with dementia.
Additionally, an advisory group of people living with dementia (experts by experience) will meet at
intervals throughout to provide input into study materials. We also plan to involve people living with
dementia in some aspects of the qualitative data analysis and in creating and delivering the study
dissemination plans.
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OUTCOMES

Outcomes were identified through a feasibility study which identified appropriate measures and
tested their application.[22] The burden of questionnaires was found to be acceptable.

The primary outcome is the Dementia Related Quality of Life (DEMQOL)[30,31] measure at 8 months
post randomisation.

The secondary outcomes are:

— European Quality of Life - 5 Dimensions (EQ-5D-5L)[32,33]

— Patient Health Questionnaire-9 (PHQ-9)[34,35]

— Generalised Anxiety Disorder-7 (GAD-7)[36]

— General Self-Efficacy Scale (GSE)[37]

— Diener’s Flourishing Scale (DFS)[38]

— Self-Management Ability Scale (SMAS)[39]

— Instrumental Activities of Daily Living (IADL)[40]

— Health and Social Care Resource Use Questionnaire (HSCRU)[22]
— Sense of Competency Questionnaire (SCQ)[41],[42]

See Table 1 (below) for further information on who completes which measures in the study. The
outcome measures used were selected to measure the following key components of the
intervention: mental wellbeing or mood (DEMQOL, PHQ-9, GAD-7); building relationships and a
sense of connectedness (DFS, SMAS); self-management (SMAS); belief that life is meaningful despite
dementia (DEMQOL, GSE, DFS, SMAS); and Instrumental Activities of Daily Living (IADL) and
strategies to maintain cognitive functioning (IADL). Additionally, they also support analysis of the
cost-effectiveness of the intervention (DEMQOL, EQ-5D-5L, HSCRU) and the participating supporters’
perceptions of competence (SCQ). Dementia specific outcome measures are those recommended
for use across Europe and are selected for self rather than proxy completion.[43] Non dementia
specific outcome measures were selected if there was no appropriate dementia specific measure
available.

DATA COLLECTION
Quantitative

Data will be collected from all participants living with dementia at eligibility/consent, baseline, 8 and
12 months post randomisation and from consented participating supporters at baseline and 8
months’ post randomisation (see Table 1). There is a reduced set of measures linked to the 12
month visit as we require limited further information on quality of life and health and social care
resource use at that time-point; the key outcome point is at 8 months. The outcome measures will
be interviewer-administered at face-to-face visits by blinded outcome assessors who have received
training to deliver the measures to people living with dementia and their supporters. The follow-up
outcome measures will be collected 2 weeks pre and 8 weeks post the date they are due. Participant
retention will be promoted by regular communication with the participants and supporters through
communication including newsletters and Christmas cards.

Table 1 Outcome measures and time-points for collection. * Denotes the primary outcome measure.
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1

2

3 Measure Participant Participating Supporter

4 Eligibility Baseline 8 Months 12 Months Baseline 8 Months

> and Consent | <2 months Due < 2 weeks | Due < 2 weeks Due <2 Due < 2 weeks

? visit prior to the preand <8 preand <8 months preand <8

8 intervention | weeks post weeks post prior to the weeks post

9 start date randomisation | randomisation | intervention | randomisation

10 if within study

11 timelines

12 Capacity v

13 assessment

14 Mini Mental v

15 State

16 Examination

17 Eligibility v v

18 checklist

19 Baseline v 4

20 demographics

21 DEMQOL v v+ v

;g EQ-5D-5L v v v v v

2 PHQ-9 v v v v

25 GAD-7 v v

26 GSE v v

27 DFS 4 v

28 SMAS v v

29 IADL v v v

30 HSCRU v v

31 scQ v v

32

33

34 .. . . .. .

35 Visits to collect outcome data will be arranged with the participant by a researcher, in some cases a
36 participating supporter will assist with these arrangements. All visits will be conducted at a time and
37 location most suitable for the participant. When we conduct the follow-ups we will prioritise the

;g importance of the measures in case the participant tires. We will offer a second visit if the

40 participant is tired or otherwise unable to complete the assessments, which will be organised as

41 soon as possible after the first. Participating supporters may not have the time or capacity to receive
:g a face-to-face visit and follow-up outcome measures may therefore be collected from them over the
44 telephone. Similarly, if a participant does not want a visit, a reduced set of outcome measures may
45 be taken by telephone (prioritising collection of DEMQOL and telephone versions of HSCRU and EQ-
46 5D-5L).

47

48 Intervention attendance

49

?1) Records will be kept of all attendances for each participant randomised to the intervention.

52 . .

53 Intervention dropout and study withdrawal

54 - . . . . . -

55 If a participant decides to withdraw either from the intervention or the study, this will be recorded.
56 If the participant just withdraws from the intervention, they will be followed-up unless they explicitly
57 also withdraw consent for follow-up meetings for collection of outcomes (data up to this time will be
gg included in the trial). If the participant fully withdraws from the study no further data will be

60 collected.
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Intervention costings

Information on the cost of facilitated group and individual sessions will be collected including hire of
local community venues, facilitator salaries and travel, refreshments, and other costs such as
administration and materials used.

SAMPLE SIZE

The primary outcome for the study is the mean DEMQOL score 8 months post randomisation.
Assuming a standard deviation of 11 points for the DEMQOL, a mean difference of 4 or more points
is clinically and practically important.[30] The sample size has been calculated to have a 90% power
of detecting this 4 point difference (equivalent to a standardised effect size of 0.36) in group mean
scores at eight months as being statistically significant at 5% (two sided) level. As the JtD
intervention is a facilitator led intervention with a group component, the outcomes of the
participants in the same group with the same facilitators may be clustered. With no adjustment for
clustering by facilitator the target sample size would be 160 per arm with a total sample size of 320.
We have assumed an average cluster size of 8 people with dementia per facilitated group and an
intra-cluster correlation of 0.03; this will inflate the sample size by a design effect of 1.21; to 194 per
group (388 total sample size) with valid primary outcome data. Assuming at least a 20% loss to
follow-up the target sample size for the trial is to randomise to 243 participants in each arm (n=486).

DATA ANALYSIS
Statistical data analysis

As JtD is a pragmatic parallel group randomised trial, with a usual care (control) arm, data will be
reported and presented according to a revised CONSORT statement.[44] Statistical analysis will be
performed on an intention-to-treat-basis. All exploratory tests will be two-tailed with alpha = 0.05.
Baseline demographics and quality of life data will be described and summarised overall and by
treatment group.

The primary analysis will compare mean patient reported DEMQOL scores at 8 months post
randomisation between the intervention (JtD) arm and control arms using a mixed effects linear
regression model adjusted for DEMQOL baseline score and site and allowing for the clustering of the
outcome by the JtD intervention.[45—-47] The trial is a partially nested design with comparison of a
group therapy (JtD) with individual therapy with clustering in one (intervention) arm. Each person
with dementia in the control group (unclustered arm) will be treated as a cluster (singleton) of size
one. The cluster indicator will be treated as a random effect. A stratification variable used for
randomisation (site) will be included as a fixed factor.[48] A partially clustered mixed effects linear
regression model with homoscedastic errors as well as a heteroscedasticity mixed effects linear
regression model will also be considered to account for potential differential variability of outcomes
between the two treatment groups. A 95% confidence interval (Cl) for the mean difference in
DEMQOL scores between the intervention and control groups will be calculated together with the
associated P-value. A further adjusted analysis may also be performed depending on the observed
degree of imbalance in baseline covariates (which are of potential prognostic importance) again
using a mixed effects linear regression model. Additional covariates (of potential prognostic
importance) include other baseline variables, such as age, gender, PHQ-9, and GAD-7. In the event
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that there are more than 10 couples (20 participants) living under the same roof from different
households in the study, then the primary and secondary analyses will be changed to take into
account the hierarchical or clustered nature of the data. A multi level mixed effects model will be
used; the random effects will be JtD intervention groups (top level) and couple/singles (lower level).
Individual participants who are not part of a couple will be treated as clusters of size one.

Participants will be followed up for up to 12 months post randomisation. Mean DEMQOL scores at
12 months follow-up will be compared as described for the primary outcome above.

For the primary outcome, the DEMQOL score at 8 months follow-up, missing data will be imputed
through a variety of methods including: regression and multiple imputation as part of a sensitivity
analysis.

We will complement the intention to treat (ITT) analysis of the primary outcome with a complier
average causal effects analysis (CACE) as a secondary analysis alongside the primary ITT analysis.
Compliance will be defined as a binary variable with participants who attend at least 10 of the 16 JtD
sessions (both individual and group sessions combined) regarded as being compliant.

There are no planned interim statistical analyses or formal stopping rules in relation to efficacy.

In terms of missing data, the primary analysis will be performed based on participants with available
8 month primary outcome data. Sensitivity analysis on the primary outcome will include multiple
imputation using chained equations and regression imputation.

Secondary outcome measures

Secondary outcomes at 8 and 12 months post-randomisation will be compared between the
intervention and control groups using a mixed effects linear regression model as for the primary
outcome. A 95% Cl for the mean difference in this parameter between the treatment groups will
also be calculated together with the associated P-value.

Outcome measures for the participating supporters at 8 months will be compared between the
intervention and control groups using a mixed effects linear regression model. The mean difference
in outcome with associated 95% Cl and P-value will be presented for: a) the baseline (specific to the
secondary outcome) and site adjusted analysis and b) adjusted analysis with additional covariates in
addition to a).

Subgroup analysis

A subgroup analysis using a mixed effect linear regression model, with the primary outcome
(DEMQOL) at 8 months post randomisation as the response will be carried out. We will use an
interaction statistical test between the randomised intervention group and subgroup to directly
examine the strength of evidence for the treatment difference between the treatment groups
varying between subgroups. Supporter involvement (yes or no) will be the only a priori defined sub
groups to be considered for interaction test.

HEALTH ECONOMICS EVALUATION
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A trial based economic evaluation will be undertaken of an intention-to-treat comparison of the
costs and outcomes of the two trial arms. A cost-effectiveness analysis will be undertaken of the
incremental cost per Quality Adjusted Life Year (QALYs) of the JtD intervention compared with usual
care provided through NHS memory services. QALYs will be calculated using the EQ-5D-5L
preference-based index administered at baseline, 8 and 12 months. A sensitivity analysis will be
undertaken using utility values from the DEMQOL-U, which can be derived from responses to the
DEMQOL questionnaire.[30] The total cost of the intervention will be estimated at the individual
participant level and will include the costs of providing the intervention and the subsequent
consequences for the use of routine health and social care services. The average cost per attendance
will be calculated and this estimate will be applied to the actual number of group and individual
sessions that each participant attended.

The use of services by trial participants will be collected in detail using a Health and Social Care
Resource Use (HSCRU) questionnaire administered at 8 and 12 months post randomisation. Service
use will be costed using the most recent National Reference Cost Data and Unit Costs of Health and
Social Care.[49,50] Missing data will be dealt with using multiple imputation for EQ-5D-5L, DEMQOL-
U and resource use data.[51] A random effects linear regression model, accounting for clustering,
will be fitted, the model will include baseline scores for EQ-5D-5L and baseline costs. The central
analysis of mean incremental costs per QALY will be subjected to a full sensitivity analysis of key
parameters including the measure used to estimate QALYs and number of participants at the weekly
sessions. A full probabilistic sensitivity analysis will be performed to examine the probability of cost-
effectiveness of the intervention for the NHS for different levels of costs and QALY gains.[52]

PROCESS EVALUATION

The process evaluation has been designed to: 1) examine the factors that may influence the fidelity
of intervention delivery and 2) explore its perceived impact and acceptability from user and provider
perspectives. There are two strands to this, the fidelity assessment and qualitative interviews,
explained below.

Fidelity assessment

The fidelity of intervention delivery, as well as of the training and supervision received by facilitators
will be assessed on the basis of criteria derived from the intervention protocol and manual. Fidelity
checks will adhere to a framework based on that identified by the Behaviour Change Consortium[23]
and NICE guidance on behaviour change.[24] The fidelity assessment framework (adapted from Bellg
et al, 2004[23]) will assess and monitor for the consistency, facilitator training (in terms of
standardised delivery of training and skills acquisition for facilitators), intervention delivery (in terms
of standardised delivery between intervention groups) and the receipt of the intervention by
intervention group participants.

Training delivery and receipt of the facilitator training will be observed and rated by the same two
researchers (the lead for fidelity and one other member of the research team) for inter-rater
reliability using a bespoke Training observation checklist. To assess facilitator adherence to the
manualised intervention and participant receipt of the intervention, a purposive selection of group
meetings across sites will also be observed using a Group observation checklist which is based on the
contents of the intervention and the training. Each selected groupwill be observed on two occasions
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to identify facilitator drift or changes in participant behavior.

Frequencies will be used to determine the extent to which the training programme received by
facilitators maintained fidelity to what was intended. Data will also be analysed to compare
intervention delivery between and across sites to check for consistency. Inter-rater reliability
between coders will be determined using the Kappa statistic.[53] Similar methods have been used in
previous studies.[54]

Qualitative interviews

An embedded qualitative sub-study will explore the mechanisms of the intervention, for example
what elements of the intervention appear to support people to improve their self-management and
well-being and what promotes good facilitation of the intervention.

Individual qualitative semi-structured interviews will be conducted with a purposive sample of 20
participants (approximately 10%) from the intervention groups observed in the fidelity sub-study
and with approximately 12 participating supporters, preferably supporters of participants who are
also being interviewed. A participant interview schedule and supporter interview schedule will be
developed to cover the following themes:

— Range and nature of issues that influence experiences of taking part in the intervention

— Factors that may influence the effectiveness, adoption and diffusion of this innovation in the
future

— Perceived skills and competencies required to facilitate the intervention

— The barriers and facilitators to uptake and continued use

— The effect of the intervention upon living with dementia

— The effect of the intervention upon the experiences of supporting someone with dementia

Semi-structured interviews will also be conducted with approximately 20% of all facilitators and
supervisors across the sites upon completion of their delivery of the intervention. The sample will
include a range of sites and facilitators with different levels of experience of delivering the
intervention. A facilitator interview schedule and supervisor interview schedule will be created to
cover the following themes:

— What issues promote the effectiveness of intervention facilitation

— The skills and competencies required to facilitate the programme

— The barriers and facilitators to its uptake and continued use

— Factors that may mediate or moderate the effectiveness of the intervention

Researchers undertaking participant interviews will be trained to use enhanced methods of
communication with people with dementia to try to ensure that meaningful discussion takes place.
Transcripts of interviews will undergo respondent validation.

Qualitative analysis

Framework analysis[55] will be applied to all interview data.[56] For the purposes of reporting,
confidentiality will be maintained by using unique participant identifiers and removing identifiable
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information. A thematic framework will be agreed by two researchers and an index developed for
transcript coding. This will follow the five stages of framework analysis.[55] Findings will be used to
identify emergent factors that influence the uptake and impact of the intervention as well as explore
potential explanations for the quantitative findings.[56] Further analysis will also be undertaken to
triangulate the qualitative data (between facilitator/supervisor and participant/supporter
interviews) as well as the fidelity and qualitative data in order to look for between source similarities
and divergences. Analysis workshops will be held with people living with dementia and their
supporters to respond to and help validate the initial qualitative analysis. The workshop outcomes
will be used to refine the qualitative analysis.

DATA MANAGEMENT, CONFIDENTIALITY AND SHARING

Sheffield Clinical Trials Research Unit (CTRU) will provide data management services. Data will be
entered remotely on to a centralised web-based data capture system (Prospect) by university
researchers and authorised staff at participating NHS sites. The Case Report Form captures trial data
and has been specifically designed for this trial. Access to Prospect is controlled by usernames and
encrypted passwords. Prospect provides a full electronic audit trail, as well as validation features
which will be used to monitor study data quality. The identity of participants will be protected by the
removal of any identifiable data prior to dissemination of information, and no identifiable data will
be transferred to the statistician or health economist. All participating NHS Sites will be subject to
data monitoring reviews to check data entry, consent and eligibility, amongst other items. The trial
follows the UK Health Research Authority guidance on the General Data Protection Regulation[57]
and has implemented a privacy policy and transparency information appropriate to people living
with dementia.

Data sharing

JtD trial data will be held and available for five years after the end of the trial (November 2019). JtD
Trial Data will not be archived in a repository, instead data will be released on a case-by-case basis.
We shall make data available to the scientific community with as few restrictions as feasible. Data
access requests will be reviewed and authorised by a sub-committee of the Trial Management Group
(TMG) during the trial and by the Sheffield CTRU after the trial has ended. Access requests will be
considered against pre-determined criteria and data sharing will only take place if this aligns with the
consent provided by JtD participants. Data will be anonymised prior to being shared.

ETHICS, GOVERNANCE AND SAFETY

Ethical issues

There are two key ethical issues to take into account. The first is the potential need to break
confidentiality where there is a risk of harm. We will request consent to contact the participants or
supporter’s GP or other health professional in situations where researchers are concerned that there
might be risk of harm. For example, two outcome measures used on the study may indicate a need
to clinically treat anxiety (GAD-7) or depression (PHQ-9). Additionally, concerns regarding participant
safety may also be raised at any stage of the study; e.g. observed deterioration in mental or physical
state of participants, safeguarding issues, or of a risk to self or others. We will work alongside local
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Trust procedures to report any risks appropriately. Local site investigators with clinical backgrounds
will be asked to provide advice when appropriate. The responsible healthcare professional or
relevant Pl will be able to recommend the withdrawal of the participant if they feel it is appropriate.
We will record all actions taken.

The second is the risk that during the trial, people with dementia may lose the capacity to consent to
continuing participation. As part of the consent process, people with dementia will be asked to
nominate a person to act as a consultee we may contact in the event that they lose capacity during
the trial. The consultee will be independent from the study and can be a relative, friend or medical
professional. All researchers will be provided with guidance and local training on identifying and
dealing with capacity issues identified before or during 8 and 12 month follow-up visits. If at any
point the participant indicates they do not wish to continue to take part in the trial, they will be
withdrawn. If the person with dementia loses capacity during the trial, but indicates they wish to
remain in the study, the consultee will be asked to make a judgement, based on their existing and
pre-existing knowledge of the person with dementia, about whether they would want to continue
participation or not. If the consultee advises that the participant would wish to be withdrawn, the
researchers will withdraw them from the study. If the consultee advises that the participant would
wish to stay taking part, even though they lack capacity, every effort will be made to accommodate
this, for example by reducing the number of outcome measures, using prompts or other means to
help the participant complete the measures. We will record information about the activation of the
consultee pathway on the trial.

Governance

The trial is coordinated by the Sheffield CTRU on behalf of the Sponsor. The sponsor of the trial is
Sheffield Health and Social Care Foundation Trust, Fulwood House, Old Fulwood Road, Sheffield, S10
3TH. The JtD TMG contains project co-applicants, members of the data management team, the
Sponsor, Trial Manager and other representatives, and oversees the operation of the trial and
enables communication throughout the Trial, for example to disseminate protocol amendments. An
independent Trial Steering Committee (TSC), comprised of an independent statistician, PPI
representative and a Senior Clinical Research Associate, provides overall supervision of the trial,
advises the Cl, oversees protocol modifications, monitors the trial’s progress and if necessary closes
the trial. An independent Data Monitoring and Ethics Committee (DMEC) comprised of two
independent statisticians and an Occupational Therapist Clinical Researcher, reviews the trial
protocol, monitors patient safety and advises the TSC if they feel the trial should be prematurely
closed.

Safety

A Serious Adverse Event (SAE) reporting system will be used on the Trial. Adverse Events are not
anticipated as a consequence of the intervention and will not be monitored. An SAE either:

a) resultsin death,

b) is life-threatening (subject at immediate risk of death),

c) requires hospitalisation or prolongation of existing hospitalisation,
d) results in persistent or significant disability or incapacity, or
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e) is otherwise considered medically significant by the investigator.

All SAEs will be assessed to see if they are related to the intervention or other trial procedures, and if
they are the Sponsor and Research Ethics Committee will be immediately informed. SAEs are
periodically reported to the trial’s DMEC.

Additionally, we consider safety of the researchers to be extremely important and have developed a
lone worker policy. The researcher must complete a form detailing information about any
participant visits and their contact information and provide this to a ‘buddy’ who will ensure the
safety of the researcher. The researcher must check in with the buddy before a visit and after a visit
finishes or the buddy will follow escalation procedures. Check-lists provide guidance on what to do
before and during the visits, for example ensuring phones are fully charged and being prepared to
leave in an emergency if there are concerns about safety. A phrase is provided to enable the
researcher to report an emergency during the visit. Guidance is provided for general safe travelling,
for example to keep to well-lit paths and driveways.

DISSEMINATION

The results of this study will be communicated in relevant academic and professional journals,
conferences and workshops, and via websites and social media, ensuring reach to all stakeholders
(people living with the condition, professionals, commissioners and academics). A short film will be
created to illustrate experiences of participation from the perspectives of people living with the
condition, and those involved in delivery of the intervention. The manualised intervention will be
refined and made available on the website in an open access format and it is anticipated that this
may be of interest to both primary care and memory services.
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STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIALS

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents*

Section/item Item
No
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Addressed on
page number

Administrative information
Title 1
Trial registration 2a

2b
Protocol version 3
Funding 4
Roles and 5a
responsibilities 5h

5c

5d

Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym
Trial identifier and registry name. If not yet registered, name of intended registry

All items from the World Health Organization Trial Registration Data Set

Date and version identifier

Sources and types of financial, material, and other support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study design; collection, management, analysis, and
interpretation of data; writing of the report; and the decision to submit the report for publication, including
whether they will have ultimate authority over any of these activities

Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint
adjudication committee, data management team, and other individuals or groups overseeing the trial, if
applicable (see Item 21a for data monitoring committee)
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Description of research question and justification for undertaking the trial, including summary of relevant 2-3
studies (published and unpublished) examining benefits and harms for each intervention

Explanation for choice of comparators 2-3

Specific objectives or hypotheses 3

Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority, equivalence, noninferiority, exploratory) 3-4

Methods: Participants, interventions, and outcomes

Study setting

Eligibility criteria

Interventions

Outcomes

Participant timeline

9

10

11a

11b

11c

11d
12

13

Description of study settings (eg, community clinic, academic hospital) and list of countries where data will 5
be collected. Reference to where list of study sites can be obtained

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and 4-5
individuals who will perform the interventions (eg, surgeons, psychotherapists)

Interventions for each group with sufficient detail to allow replication, including how and when they will be 5-6
administered

Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose n/a
change in response to harms, participant request, or improving/worsening disease)

Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence 8-9
(eg, drug tablet return, laboratory tests)

Relevant concomitant care and interventions that are permitted or prohibited during the trial 6

Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood

pressure), analysis metric (eg, change from baseline, final value, time to event), method of aggregation (eg, 6-7__
median, proportion), and time point for each outcome. Explanation of the clinical relevance of chosen

efficacy and harm outcomes is strongly recommended

Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for Table 1 and
participants. A schematic diagram is highly recommended (see Figure) figure 1
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Estimated number of participants needed to achieve study objectives and how it was determined, including 9
clinical and statistical assumptions supporting any sample size calculations

Strategies for achieving adequate participant enrolment to reach target sample size 5

Methods: Assignment of interventions (for controlled trials)

Method of generating the allocation sequence (eg, computer-generated random numbers), and list of any 4

factors for stratification. To reduce predictability of a random sequence, details of any planned restriction
(eg, blocking) should be provided in a separate document that is unavailable to those who enrol participants
or assign interventions

Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, 4

opaque, sealed envelopes), describing any steps to conceal the sequence until interventions are assigned

Who will generate the allocation sequence, who will enrol participants, and who will assign participants to 4

interventions

Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome 4
assessors, data analysts), and how

If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s 4

allocated intervention during the trial

31 Methods: Data collection, management, and analysis

33 Data collection
methods

18a

18b

Plans for assessment and collection of outcome, baseline, and other trial data, including any related 6-8

processes to promote data quality (eg, duplicate measurements, training of assessors) and a description of
study instruments (eg, questionnaires, laboratory tests) along with their reliability and validity, if known.
Reference to where data collection forms can be found, if not in the protocol

Plans to promote participant retention and complete follow-up, including list of any outcome data to be 6-7

collected for participants who discontinue or deviate from intervention protocols
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Plans for data entry, coding, security, and storage, including any related processes to promote data quality
(eg, double data entry; range checks for data values). Reference to where details of data management
procedures can be found, if not in the protocol

Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the
statistical analysis plan can be found, if not in the protocol

Methods for any additional analyses (eg, subgroup and adjusted analyses)

Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg, multiple imputation)

Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of
whether it is independent from the sponsor and competing interests; and reference to where further details
about its charter can be found, if not in the protocol. Alternatively, an explanation of why a DMC is not
needed

Description of any interim analyses and stopping guidelines, including who will have access to these interim
results and make the final decision to terminate the trial
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ABSTRACT
Introduction

Services are being encouraged to provide post diagnostic treatment to those with dementia but the
availability of evidence-based interventions following diagnosis has not kept pace with increase in
demand. To address this need, the Journeying through Dementia (JtD) intervention was created. A
randomised controlled trial (RCT), based on a pilot study, is in progress.

Methods and analysis

The RCT is a pragmatic, two-arm, parallel group trial designed to test the clinical and cost-
effectiveness of JtD compared to usual care. Recruitment will be through NHS services, third sector
organisations and Join Dementia Research. The sample size is 486 randomised (243 to usual care and
243 to the intervention usual care). Participants can choose to ask a friend or relative (supporter) to
become involved in the study. The primary outcome measure for participants is Dementia Related
Quality of Life (DEMQOL), collected at baseline and at 8 months’ post randomisation. Secondary
outcome measures will be collected from participants and supporters at those visits. Participants will
also be followed-up at 12 months’ post randomisation with a reduced set of measures. A process
evaluation will be conducted through qualitative and fidelity sub-studies.

Analyses will compare the two arms of the trial on an intention to treat as allocated basis. The
primary analyses will compare the mean DEMQOL scores of the participants at 8 months between
the two study arms. A cost-effectiveness analysis will consider the incremental cost per Quality
Adjusted Life Years of the intervention compared with usual care. Qualitative and fidelity sub-studies
will be analysed through framework analysis and fidelity assessment tools respectively.

Ethics and dissemination

REC and HRA approval were obtained. A Data Monitoring and Ethics Committee has been constituted.
Dissemination will be via publications, conferences and social media. Intervention materials will be
made open access.

Trial registration number

ISRCTN17993825
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STRENGTHS AND LIMITATIONS OF THE STUDY

e People living with dementia were involved in developing the content of the Journeying
through Dementia (JtD) intervention and are involved in advising the study.

e The JtD intervention includes sessions without supporters present, to help develop
independence and confidence, and is one of the only interventions that people with dementia
can participate in without supporters.

e The JtD study will recruit up to 500 participants and is therefore one of the largest trials of a
psychosocial intervention for people with dementia in the UK.

e The potential for unblinding of researchers when arranging or attending follow-up visits is a
limitation but this will be monitored and minimized by not sending unblind researchers to
visits.

e Recruitmentis known to be challenging in this population but we plan to try multiple pathways
for recruitment including through services, the Join Dementia Research database, promotion
and the third sector.

INTRODUCTION

The impact on the economy, for services and for individuals living with dementia and their family
carers is larger for dementia than for all other long-term ilinesses in people aged 60 and over.[1]
Two thirds of people with dementia live in the community, and half of these require some form of
support.[2] As a result, dementia research (both for cure and for care) in the NHS and social care is
important, and this is reflected in UK health policy.[3] In 2009, the UK Government announced a
National Dementia Strategy, which mandated the establishment of memory services and aimed to
increase the rates of early diagnosis and improve support for people in the early stages of
dementia.[4]

The National Audit of Memory Services (2013) found there had been a fourfold increase in numbers
presenting since 2010/11, and in 2013 49.3% were in the early stages of the condition.[5] Earlier
diagnosis allows individuals to receive treatment earlier and enables the individual and memory
services to plan more effectively for the future.[6] Memory services have been strongly encouraged
to provide post diagnostic treatment and support,[7,8] but the availability of appropriate evidence-
based interventions has not kept pace with the increase in demand, in particular for those with early
stages of dementia. The lack of appropriate interventions has led to inconsistency between Trusts
regarding what is being offered to people post diagnosis.

The potential value of psychosocial interventions for people in the early stages of dementia is
recognised[9-12] and is also driven by the knowledge that a cure for dementia is unlikely in the near
future. Psychosocial interventions are diverse but a common theme is that they do not involve the
use of medication and instead focus on supporting people to overcome challenges and maintain
independence and well-being. However, whilst there has been some shift, the use of psychosocial
interventions within dementia care has been a neglected area for both research and practice.[11]

There is a growing body of evidence to demonstrate how individuals with dementia can be
supported to use self-management based techniques (sometimes in combination with other
interventions such as cognitive rehabilitation and occupational therapy).[13-18] A qualitative study

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open Page 6 of 29

of people with dementia who attended a self-management programme reported that participants
identified the opportunity for peer support as being beneficial and considered that the programme
could be improved by greater emphasis being placed upon maintaining activities and relationships
and improving positive wellbeing.[19] The Healthbridge evaluation[20] and the Mental Health
Foundation evaluation[21] found evidence that people with dementia and their carers can benefit
from receiving group based peer support.

The Journeying through Dementia (JtD) intervention was developed from the Lifestyle Matters
programme and a pilot study was conducted to examine the feasibility of a future population-based
larger trial of this intervention.[22] The intervention was found to be acceptable to both people with
dementia and their carers. Reported benefits included increased confidence and self-efficacy,
engagement in activities and re-engagement with fun and friendships.[22] The intervention is
manualised, based on occupational therapy principles, and is designed to support independence and
well-being. The intervention incorporates elements of self-management and group-based peer
support and has been designed to improve the quality of life for people in the early stages of
dementia.

The JtD randomised controlled trial (RCT) will test the clinical and cost effectiveness of the JtD
intervention. Funding was obtained through the National Institute of Health Research (NIHR) Health
Technology Assessment (HTA) theme to conduct the RCT. This paper describes the research protocol
for undertaking the RCT which started recruitment in November 2016.

AIMS AND OBJECTIVES

The primary aim of the JtD trial is to determine the clinical and cost-effectiveness of the JtD
intervention for people in the early stages of dementia. To meet this aim, the objectives are to:

1. Conduct an internal pilot RCT of the intervention to check the feasibility of rates of
recruitment at scale.

2. Proceed to a full a pragmatic RCT evaluating the clinical and cost-effectiveness of the JtD
intervention.

3. Conduct fidelity checks regarding the delivery of the JtD intervention.

4. Undertake an embedded qualitative sub-study to explore issues concerned with intervention
delivery.

5. Identify how the intervention might be realistically delivered through services.

METHODS
Trial design

The JtD trial is a pragmatic, two-arm, parallel group, individually randomised RCT. It uses a
superiority framework to deliver an intention-to-treat comparison of the JtD intervention with usual
care.

The trial includes three sub-studies. The first is a health economics evaluation using a cost-

effectiveness analysis of the incremental cost per Quality Adjusted Life Year (QALY) of the JtD
intervention compared with usual care.
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The second sub-study is a fidelity assessment as part of the process evaluation, using an intervention
fidelity framework based on that identified by the Behaviour Change Consortium and National
Institute for Health and Care Excellence (NICE).[23,24]

The third sub-study is a qualitative study, part of the process evaluation, in line with Medical
Research Council (MRC) guidance on developing and evaluating complex interventions.[25] The
gualitative sub-study will involve semi-structured interviews with participants, supporters,
facilitators and supervisors.

Randomisation, blinding and bias

To minimise bias, allocation will be concealed through the use of a centralised web-based
randomisation service. The randomisation sequence will be stratified by delivery site and
constrained by a fixed block size to ensure participants are allocated evenly to each arm of the trial
at each delivery site. Participants will be randomised in equal numbers to intervention and control
arms. An unblind member of the research team who will not be conducting outcome assessments
will enter the participants’ details into the randomisation system and inform the relevant parties of
the outcome.

Members of the Trial Steering Committee (TSC), study statisticians, health economists and outcome
assessors will be blinded to treatment allocation whilst the trial is ongoing. For practical reasons linked
to the provision of a centralised web-based randomisation service and the set-up and delivery of the
intervention groups, some members of the research team will not be blinded, including the Trial
Manager and Chief Investigator. Due to the nature of the intervention, participants will not be blinded.
If the outcome assessors know (or suspect) they have been unblinded this will be recorded on an
unblinding form.

We protect against facilitator bias where the same facilitators also provide usual care in two ways.
The first is that usual care is limited and often restricted to NICE recommended cognitive stimulation
therapy which would not be readily influenced by training in delivery of JtD, as it follows a detailed
and prescriptive session-by-session plan of group exercises which are facilitator-led. Other less
common post-diagnostic services include Living Well with Dementia or memory groups, which do
contain some features of JtD, but not enactment of learnt skills in the community or the mix of
individual and group sessions JtD incorporates. The second way is that a proportion of the facilitators
recruited will not deliver usual care, as approximately 25% of facilitators are trained research staff. A
further form of bias, that caused by cross-contamination of participants between the two study arms,
is considered as unlikely as post diagnostic services for people living with dementia are limited and
cognitive stimulation therapy is more likely to be offered later in the dementia trajectory. Extended
post diagnostic follow-up is not common so it is unlikely participants from different study arms would
meet at routine appointments and discuss involvement.

Participants

Persons with early-stage dementia will be approached to take part in the trial. A family member,
friend or neighbour that provides support to the study participant (referred to as the ‘supporter’)
can be approached to take part in the trial, but only if invited to do so by the person with dementia.
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The study participant can also choose not to invite a supporter to take part in the trial and still take
part. Participating supporters will automatically be randomised to the same arm as the participant.
See Figure 1 for participant flow through the study.

(Insert Figure 1 here)
Eligibility criteria
Participants will be eligible for the study if they:

have a diagnosis of any form of dementia,
have a Mini Mental State Examination (MMSE) score of 18 or more, measured less than 2
months’ pre-consent,

3. have capacity to make informed decisions,
are living in the community in their own or sheltered accommodation (those living in
residential or nursing care are not eligible),

5. are willing to attend the JtD intervention,

6. are able to converse and communicate in English, and

7. are not taking part in any other pharmacological or psychosocial intervention studies at the
time of enrolment.

Supporters will be eligible to participate if they are aged 18 years or over, are named by the person
with dementia as their supporter, the person with dementia wishes them to take part, they can
converse and communicate in English, and have the ability to give informed consent.

Site selection and participant recruitment

The JtD trial will operate in England within 13 NHS trusts with specialist dementia services. The sites
will be selected based on a convenience sample of locations clustered geographically around the
north and midlands (for a list of sites, see study ISRCTN webpage[26]).

Previous studies involving persons with dementia have shown that recruiting participants to such
studies can be challenging.[27] To ensure sufficient numbers are recruited to the study a number of
recruitment pathways will be used: referral from clinical teams; mail-outs to eligible patients via
primary or secondary care clinical teams; study promotion via posters etc.; third sector
organisations; and the Join Dementia Research database. The research team will contact interested
participants and send further information about the study. Clinical teams will check with the
potential participants that they are willing to be approached by the research team before an
approach is made.

To enable potential participants to make a direct approach to the research team, a reply card will be
designed which can be completed, sealed and returned to the central research team who will then
pass the information on to relevant local site researchers. These reply cards will be distributed with
information sheets at events including dementia cafes or posted as part of mail-outs to GPs. Local
promotions, for example via posters in clinics or GPs, will include the telephone and email details of
local researchers for direct contact to take place.
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A consent and eligibility visit will be arranged if an individual would like to take part where trained
researchers will assess eligibility and request written informed consent.

Intervention

JtD is a manualised intervention consisting of twelve weekly facilitated groups with 8-12 participants
with dementia, which take place over successive weeks. Each participant also receives four one-to-
one sessions with one of the intervention facilitators, to pursue individual goals. The first one-to-one
session takes place before the start of the group intervention, with the remaining three being
scheduled during the 12 weeks and at locations and times agreed with the participant. The group
aspect of intervention should be delivered in a community venue.

The content of the JtD intervention involves:

a. Ways of thinking about dementia (what is dementia, effects on everyday life, challenging
stereotypes, sharing coping strategies).

b. Keeping physically well (relationship between physical and mental wellbeing, embedding
health activity in everyday life, diet).

c. Memory (strategies to aid memory, impact on everyday life and learning and practicing new
techniques).

d. Keeping mentally well (relationships between anxiety and memory, and dementia and
stress).

e. Endings (celebration of achievements and how to move forward).

Participants are encouraged to select different topics from the manualised intervention and explore
them with guidance and suggestions from facilitators. Participants are also able to suggest topics not
within the manual. One essential component of the intervention is the enactment of activities,
particularly in the community; three of the twelve group meetings should be ‘out of venue’
activities. Participants are able to invite a supporter to participate in the group aspect of the
intervention during sessions 1, 6 and 12, and in the individual sessions if the participant finds this
helpful in achieving their goals.

The intervention should be facilitated by a minimum of two NHS staff who are experienced with
working with people with dementia. Facilitators will normally be someone employed on Agenda for
Change Bands 3-5. Facilitators must receive a two-day training course prior to delivering the
intervention. In some cases, for example if they are a reserve facilitator, they may receive a
shortened course supported by online resources created for this purpose. Facilitators will be
supervised by a colleague experienced in supervision who has also attended the facilitator training
and is of suitable seniority and experience. The supervisors themselves will be supervised by a
member of the central study team who is a Clinical Psychologist and is experienced in the ‘train the
trainer’ method[28].

Patient and public involvement (PPI)
People living with dementia were involved in developing the content of JtD[29] and in the feasibility

study.[22] The JtD Trial Steering Committee will include a member who is living with dementia.
Additionally, an advisory group of people living with dementia (experts by experience) will meet at
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intervals throughout to provide input into study materials. We also plan to involve people living with
dementia in some aspects of the qualitative data analysis and in creating and delivering the study
dissemination plans.

OUTCOMES

Outcomes were identified through a feasibility study which identified appropriate measures and
tested their application.[22] The burden of questionnaires was found to be acceptable.

The primary outcome is the Dementia Related Quality of Life (DEMQOL)[30,31] measure at 8 months
post randomisation.

The secondary outcomes are:

— European Quality of Life - 5 Dimensions (EQ-5D-5L)[32,33]

— Patient Health Questionnaire-9 (PHQ-9)[34,35]

— Generalised Anxiety Disorder-7 (GAD-7)[36]

— General Self-Efficacy Scale (GSE)[37]

— Diener’s Flourishing Scale (DFS)[38]

— Self-Management Ability Scale (SMAS)[39]

— Instrumental Activities of Daily Living (IADL)[40]

— Health and Social Care Resource Use Questionnaire (HSCRU)[22]
— Sense of Competency Questionnaire (SCQ)[41],[42]

See Table 1 (below) for further information on who completes which measures in the study. The
outcome measures used were selected to measure the following key components of the
intervention: mental wellbeing or mood (DEMQOL, PHQ-9, GAD-7); building relationships and a
sense of connectedness (DFS, SMAS); self-management (SMAS); belief that life is meaningful despite
dementia (DEMQOL, GSE, DFS, SMAS); and Instrumental Activities of Daily Living (IADL) and
strategies to maintain cognitive functioning (IADL). Additionally, they also support analysis of the
cost-effectiveness of the intervention (DEMQOL, EQ-5D-5L, HSCRU) and the participating supporters’
perceptions of competence (SCQ). Dementia specific outcome measures are those recommended
for use across Europe and are selected for self rather than proxy completion.[43] Non dementia
specific outcome measures were selected if there was no appropriate dementia specific measure
available.

DATA COLLECTION
Quantitative

Data will be collected from all participants living with dementia at eligibility/consent, baseline, 8 and
12 months post randomisation and from consented participating supporters at baseline and 8
months’ post randomisation (see Table 1). There is a reduced set of measures linked to the 12
month visit as we require limited further information on quality of life and health and social care
resource use at that time-point; the key outcome point is at 8 months. The outcome measures will
be interviewer-administered at face-to-face visits by blinded outcome assessors who have received
training to deliver the measures to people living with dementia and their supporters. The follow-up
outcome measures will be collected 2 weeks pre and 8 weeks post the date they are due. Participant
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retention will be promoted by regular communication with the participants and supporters through
communication including newsletters and Christmas cards.

Table 1 Outcome measures and time-points for collection. * Denotes the primary outcome measure.

Measure Participant Participating Supporter
Eligibility Baseline 8 Months 12 Months Baseline 8 Months
and Consent | <2 months Due < 2 weeks | Due < 2 weeks Due <2 Due < 2 weeks
visit prior to the pre and < 8 pre and < 8 months pre and < 8
intervention | weeks post weeks post prior to the weeks post
start date randomisation | randomisation | intervention | randomisation
if within study
timelines
Capacity v
assessment
Mini Mental v
State
Examination
Eligibility v v
checklist
Baseline v v
demographics
DEMQOL v v'* v
EQ-5D-5L v v v v v
PHQ-9 v v v v
GAD-7 v v
GSE 4 v
DFS v v
SMAS v v
IADL v v v
HSCRU v v
scQ v v

Visits to collect outcome data will be arranged with the participant by a researcher, in some cases a
participating supporter will assist with these arrangements. All visits will be conducted at a time and
location most suitable for the participant. When we conduct the follow-ups we will prioritise the
importance of the measures in case the participant tires. We will offer a second visit if the
participant is tired or otherwise unable to complete the assessments, which will be organised as
soon as possible after the first. Participating supporters may not have the time or capacity to receive
a face-to-face visit and follow-up outcome measures may therefore be collected from them over the
telephone. Similarly, if a participant does not want a visit, a reduced set of outcome measures may
be taken by telephone (prioritising collection of DEMQOL and telephone versions of HSCRU and EQ-
5D-5L).

Intervention attendance
Records will be kept of all attendances for each participant randomised to the intervention.

Intervention dropout and study withdrawal
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If a participant decides to withdraw either from the intervention or the study, this will be recorded.
If the participant just withdraws from the intervention, they will be followed-up unless they explicitly
also withdraw consent for follow-up meetings for collection of outcomes (data up to this time will be
included in the trial). If the participant fully withdraws from the study no further data will be
collected.

Intervention costings

Information on the cost of facilitated group and individual sessions will be collected including hire of
local community venues, facilitator salaries and travel, refreshments, and other costs such as
administration and materials used.

SAMPLE SIZE

The primary outcome for the study is the mean DEMQOL score 8 months post randomisation.
Assuming a standard deviation of 11 points for the DEMQOL, a mean difference of 4 or more points
is clinically and practically important.[30] The sample size has been calculated to have a 90% power
of detecting this 4 point difference (equivalent to a standardised effect size of 0.36) in group mean
scores at eight months as being statistically significant at 5% (two sided) level. As the JtD
intervention is a facilitator led intervention with a group component, the outcomes of the
participants in the same group with the same facilitators may be clustered. With no adjustment for
clustering by facilitator the target sample size would be 160 per arm with a total sample size of 320.
We have assumed an average cluster size of 8 people with dementia per facilitated group and an
intra-cluster correlation of 0.03; this will inflate the sample size by a design effect of 1.21; to 194 per
group (388 total sample size) with valid primary outcome data. Assuming at least a 20% loss to
follow-up the target sample size for the trial is to randomise to 243 participants in each arm (n=486).

DATA ANALYSIS
Statistical data analysis

As JtD is a pragmatic parallel group randomised trial, with a usual care (control) arm, data will be
reported and presented according to a revised CONSORT statement.[44] Statistical analysis will be
performed on an intention-to-treat-basis. All exploratory tests will be two-tailed with alpha = 0.05.
Baseline demographics and quality of life data will be described and summarised overall and by
treatment group.

The primary analysis will compare mean patient reported DEMQOL scores at 8 months post
randomisation between the intervention (JtD) arm and control arms using a mixed effects linear
regression model adjusted for DEMQOL baseline score and site and allowing for the clustering of the
outcome by the JtD intervention.[45-47] The trial is a partially nested design with comparison of a
group therapy (JtD) with individual therapy with clustering in one (intervention) arm. Each person
with dementia in the control group (unclustered arm) will be treated as a cluster (singleton) of size
one. The cluster indicator will be treated as a random effect. A stratification variable used for
randomisation (site) will be included as a fixed factor.[48] A partially clustered mixed effects linear
regression model with homoscedastic errors as well as a heteroscedasticity mixed effects linear
regression model will also be considered to account for potential differential variability of outcomes
between the two treatment groups. A 95% confidence interval (Cl) for the mean difference in
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DEMQOL scores between the intervention and control groups will be calculated together with the
associated P-value. A further adjusted analysis may also be performed depending on the observed
degree of imbalance in baseline covariates (which are of potential prognostic importance) again
using a mixed effects linear regression model. Additional covariates (of potential prognostic
importance) include other baseline variables, such as age, gender, PHQ-9, and GAD-7. In the event
that there are more than 10 couples (20 participants) living under the same roof from different
households in the study, then the primary and secondary analyses will be changed to take into
account the hierarchical or clustered nature of the data. A multi level mixed effects model will be
used; the random effects will be JtD intervention groups (top level) and couple/singles (lower level).
Individual participants who are not part of a couple will be treated as clusters of size one.

Participants will be followed up for up to 12 months post randomisation. Mean DEMQOL scores at
12 months follow-up will be compared as described for the primary outcome above.

For the primary outcome, the DEMQOL score at 8 months follow-up, missing data will be imputed
through a variety of methods including: regression and multiple imputation as part of a sensitivity
analysis.

We will complement the intention to treat (ITT) analysis of the primary outcome with a complier
average causal effects analysis (CACE) as a secondary analysis alongside the primary ITT analysis.
Compliance will be defined as a binary variable with participants who attend at least 10 of the 16 JtD
sessions (both individual and group sessions combined) regarded as being compliant.

There are no planned interim statistical analyses or formal stopping rules in relation to efficacy.

In terms of missing data, the primary analysis will be performed based on participants with available
8 month primary outcome data. Sensitivity analysis on the primary outcome will include multiple
imputation using chained equations and regression imputation.

Secondary outcome measures

Secondary outcomes at 8 and 12 months post-randomisation will be compared between the
intervention and control groups using a mixed effects linear regression model as for the primary
outcome. A 95% Cl for the mean difference in this parameter between the treatment groups will
also be calculated together with the associated P-value.

Outcome measures for the participating supporters at 8 months will be compared between the
intervention and control groups using a mixed effects linear regression model. The mean difference
in outcome with associated 95% Cl and P-value will be presented for: a) the baseline (specific to the
secondary outcome) and site adjusted analysis and b) adjusted analysis with additional covariates in
addition to a).

Subgroup analysis

A subgroup analysis using a mixed effect linear regression model, with the primary outcome
(DEMQOL) at 8 months post randomisation as the response will be carried out. We will use an
interaction statistical test between the randomised intervention group and subgroup to directly
examine the strength of evidence for the treatment difference between the treatment groups
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varying between subgroups. Supporter involvement (yes or no) will be the only a priori defined sub
groups to be considered for interaction test.

HEALTH ECONOMICS EVALUATION

A trial based economic evaluation will be undertaken of an intention-to-treat comparison of the
costs and outcomes of the two trial arms. A cost-effectiveness analysis will be undertaken of the
incremental cost per Quality Adjusted Life Year (QALYs) of the JtD intervention compared with usual
care provided through NHS memory services. QALYs will be calculated using the EQ-5D-5L
preference-based index administered at baseline, 8 and 12 months. A sensitivity analysis will be
undertaken using utility values from the DEMQOL-U, which can be derived from responses to the
DEMQOL questionnaire.[30] The total cost of the intervention will be estimated at the individual
participant level and will include the costs of providing the intervention and the subsequent
consequences for the use of routine health and social care services. The average cost per attendance
will be calculated and this estimate will be applied to the actual number of group and individual
sessions that each participant attended.

The use of services by trial participants will be collected in detail using a Health and Social Care
Resource Use (HSCRU) questionnaire administered at 8 and 12 months post randomisation. Service
use will be costed using the most recent National Reference Cost Data and Unit Costs of Health and
Social Care.[49,50] Missing data will be dealt with using multiple imputation for EQ-5D-5L, DEMQOL-
U and resource use data.[51] A random effects linear regression model, accounting for clustering,
will be fitted, the model will include baseline scores for EQ-5D-5L and baseline costs. The central
analysis of mean incremental costs per QALY will be subjected to a full sensitivity analysis of key
parameters including the measure used to estimate QALYs and number of participants at the weekly
sessions. A full probabilistic sensitivity analysis will be performed to examine the probability of cost-
effectiveness of the intervention for the NHS for different levels of costs and QALY gains.[52]

PROCESS EVALUATION

The process evaluation has been designed to: 1) examine the factors that may influence the fidelity
of intervention delivery and 2) explore its perceived impact and acceptability from user and provider
perspectives. There are two strands to this, the fidelity assessment and qualitative interviews,
explained below.

Fidelity assessment

The fidelity of intervention delivery, as well as of the training and supervision received by facilitators
will be assessed on the basis of criteria derived from the intervention protocol and manual. Fidelity
checks will adhere to a framework based on that identified by the Behaviour Change Consortium([23]
and NICE guidance on behaviour change.[24] The fidelity assessment framework (adapted from Bellg
et al, 2004[23]) will assess and monitor for the consistency, facilitator training (in terms of
standardised delivery of training and skills acquisition for facilitators), intervention delivery (in terms
of standardised delivery between intervention groups) and the receipt of the intervention by
intervention group participants.
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Training delivery and receipt of the facilitator training will be observed and rated by the same two
researchers (the lead for fidelity and one other member of the research team) for inter-rater
reliability using a bespoke Training observation checklist. To assess facilitator adherence to the
manualised intervention and participant receipt of the intervention, a purposive selection of group
meetings across sites will also be observed using a Group observation checklist which is based on the
contents of the intervention and the training. Each selected group will be observed on two occasions
to identify facilitator drift or changes in participant behavior.

Frequencies will be used to determine the extent to which the training programme received by
facilitators maintained fidelity to what was intended. Data will also be analysed to compare
intervention delivery between and across sites to check for consistency. Inter-rater reliability
between coders will be determined using the Kappa statistic.[53] Similar methods have been used in
previous studies.[54]

Qualitative interviews

An embedded qualitative sub-study will explore the mechanisms of the intervention, for example
what elements of the intervention appear to support people to improve their self-management and
well-being and what promotes good facilitation of the intervention.

Individual qualitative semi-structured interviews will be conducted with a purposive sample of 20
participants (approximately 10%) from the intervention groups observed in the fidelity sub-study
and with approximately 12 participating supporters, preferably supporters of participants who are
also being interviewed. A participant interview schedule and supporter interview schedule will be
developed to cover the following themes:

— Range and nature of issues that influence experiences of taking part in the intervention

— Factors that may influence the effectiveness, adoption and diffusion of this innovation in the
future

— Perceived skills and competencies required to facilitate the intervention

— The barriers and facilitators to uptake and continued use

— The effect of the intervention upon living with dementia

— The effect of the intervention upon the experiences of supporting someone with dementia

Semi-structured interviews will also be conducted with approximately 20% of all facilitators and
supervisors across the sites upon completion of their delivery of the intervention. The sample will
include a range of sites and facilitators with different levels of experience of delivering the
intervention. A facilitator interview schedule and supervisor interview schedule will be created to
cover the following themes:

— What issues promote the effectiveness of intervention facilitation

— The skills and competencies required to facilitate the programme

— The barriers and facilitators to its uptake and continued use

— Factors that may mediate or moderate the effectiveness of the intervention

Researchers undertaking participant interviews will be trained to use enhanced methods of
communication with people with dementia to try to ensure that meaningful discussion takes place.
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Transcripts of interviews will undergo respondent validation.

Qualitative analysis

Framework analysis[55] will be applied to all interview data.[56] For the purposes of reporting,
confidentiality will be maintained by using unique participant identifiers and removing identifiable
information. A thematic framework will be agreed by two researchers and an index developed for
transcript coding. This will follow the five stages of framework analysis.[55] Findings will be used to
identify emergent factors that influence the uptake and impact of the intervention as well as explore
potential explanations for the quantitative findings.[56] Further analysis will also be undertaken to
triangulate the qualitative data (between facilitator/supervisor and participant/supporter
interviews) as well as the fidelity and qualitative data in order to look for between source similarities
and divergences. Analysis workshops will be held with people living with dementia and their
supporters to respond to and help validate the initial qualitative analysis. The workshop outcomes
will be used to refine the qualitative analysis.

DATA MANAGEMENT, CONFIDENTIALITY AND SHARING

Sheffield Clinical Trials Research Unit (CTRU) will provide data management services. Data will be
entered remotely on to a centralised web-based data capture system (Prospect) by university
researchers and authorised staff at participating NHS sites. The Case Report Form captures trial data
and has been specifically designed for this trial. Access to Prospect is controlled by usernames and
encrypted passwords. Prospect provides a full electronic audit trail, as well as validation features
which will be used to monitor study data quality. The identity of participants will be protected by the
removal of any identifiable data prior to dissemination of information, and no identifiable data will
be transferred to the statistician or health economist. All participating NHS Sites will be subject to
data monitoring reviews to check data entry, consent and eligibility, amongst other items. The trial
follows the UK Health Research Authority guidance on the General Data Protection Regulation[57]
and has implemented a privacy policy and transparency information appropriate to people living
with dementia.

Data sharing

JtD trial data will be held and available for five years after the end of the trial (November 2019). JtD
Trial Data will not be archived in a repository, instead data will be released on a case-by-case basis.
We shall make data available to the scientific community with as few restrictions as feasible. Data
access requests will be reviewed and authorised by a sub-committee of the Trial Management Group
(TMG) during the trial and by the Sheffield CTRU after the trial has ended. Access requests will be
considered against pre-determined criteria and data sharing will only take place if this aligns with the
consent provided by JtD participants. Data will be anonymised prior to being shared.

ETHICS, GOVERNANCE AND SAFETY

Ethical issues
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There are two key ethical issues to take into account. The first is the potential need to break
confidentiality where there is a risk of harm. We will request consent to contact the participant’s or
supporter’s GP, or other health professional, in situations where researchers are concerned that
there might be risk of harm. For example, two outcome measures used on the study may indicate a
need to clinically treat anxiety (GAD-7) or depression (PHQ-9). Additionally, concerns regarding
participant safety may also be raised at any stage of the study; e.g. observed deterioration in mental
or physical state of participants, safeguarding issues, or of a risk to self or others. We will work
alongside local Trust procedures to report any risks appropriately. Local site investigators with
clinical backgrounds will be asked to provide advice when appropriate. The responsible healthcare
professional or relevant Pl will be able to recommend the withdrawal of the participant if they feel it
is appropriate. We will record all actions taken.

The second is the risk that during the trial, people with dementia may lose the capacity to consent to
continuing participation. As part of the consent process, people with dementia will be asked to
nominate a person to act as a consultee we may contact in the event that they lose capacity during
the trial. The consultee will be independent from the study and can be a relative, friend or medical
professional. All researchers will be provided with guidance and local training on identifying and
dealing with capacity issues identified before or during 8 and 12 month follow-up visits. If at any
point the participant indicates they do not wish to continue to take part in the trial, they will be
withdrawn. If the person with dementia loses capacity during the trial, but indicates they wish to
remain in the study, the consultee will be asked to make a judgement, based on their existing and
pre-existing knowledge of the person with dementia, about whether they would want to continue
participation or not. If the consultee advises that the participant would wish to be withdrawn, the
researchers will withdraw them from the study. If the consultee advises that the participant would
wish to stay taking part, even though they lack capacity, every effort will be made to accommodate
this, for example by reducing the number of outcome measures, or using prompts or other means to
help the participant complete the measures. We will record information about the activation of the
consultee pathway on the trial.

Governance

The trial is coordinated by the Sheffield CTRU on behalf of the Sponsor. The sponsor of the trial is
Sheffield Health and Social Care Foundation Trust, Fulwood House, Old Fulwood Road, Sheffield, S10
3TH. The JtD TMG contains project co-applicants, members of the data management team, the
Sponsor, Trial Manager and other representatives, and oversees the operation of the trial and
enables communication throughout the Trial, for example to disseminate protocol amendments. An
independent Trial Steering Committee (TSC), comprised of an independent statistician, PPI
representative and a Senior Clinical Research Associate, provides overall supervision of the trial,
advises the Cl, oversees protocol modifications, monitors the trial’s progress and if necessary closes
the trial. An independent Data Monitoring and Ethics Committee (DMEC) comprised of two
independent statisticians and an Occupational Therapist Clinical Researcher, reviews the trial
protocol, monitors patient safety and advises the TSC if they feel the trial should be prematurely
closed.

Safety
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A Serious Adverse Event (SAE) reporting system will be used on the Trial. Non-serious adverse Events
are not anticipated as a consequence of the intervention and will not be monitored. An SAE either:

a) resultsin death,

b) is life-threatening (subject at immediate risk of death),

c) requires hospitalisation or prolongation of existing hospitalisation,
d) results in persistent or significant disability or incapacity, or

e) is otherwise considered medically significant by the investigator.

All SAEs will be assessed to see if they are related to the intervention or other trial procedures, and if
they are the Sponsor and Research Ethics Committee will be immediately informed. SAEs are
periodically reported to the trial’s DMEC.

Additionally, we consider safety of the researchers to be extremely important and have developed a
lone worker policy. The researcher must complete a form detailing information about any
participant visits and their contact information and provide this to a ‘buddy’ who will ensure the
safety of the researcher. The researcher must check in with the buddy before and after a visit
finishes or the buddy will follow escalation procedures. Check-lists provide guidance on what to do
before and during the visits, for example ensuring phones are fully charged and being prepared to
leave in an emergency if there are concerns about safety. A phrase is provided to enable the
researcher to report an emergency during the visit. Guidance is provided for general safe travelling,
for example to keep to well-lit paths and driveways.

DISSEMINATION

The results of this study will be communicated in relevant academic and professional journals,
conferences and workshops, and via websites and social media, ensuring reach to all stakeholders
(people living with the condition, professionals, commissioners and academics). A short film will be
created to illustrate experiences of participation from the perspectives of people living with the
condition, and those involved in delivery of the intervention. The manualised intervention will be
refined and made available on the website in an open access format and it is anticipated that this
may be of interest to both primary care and memory services.

STUDY STATUS

At the time of submitting for publication the study was collecting data. At the time of publication the
study is approaching database lock.
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FIGURE LEGENDS

Figure 1: Participant flow through the study
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B SPIRITV

STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIALS

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents*

Section/item Item
No

Description

Addressed on
page number

Administrative information
Title 1
Trial registration 2a

2b
Protocol version 3
Funding 4
Roles and 5a
responsibilities 5h

5c

5d

Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym
Trial identifier and registry name. If not yet registered, name of intended registry

All items from the World Health Organization Trial Registration Data Set

Date and version identifier

Sources and types of financial, material, and other support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study design; collection, management, analysis, and
interpretation of data; writing of the report; and the decision to submit the report for publication, including
whether they will have ultimate authority over any of these activities

Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint
adjudication committee, data management team, and other individuals or groups overseeing the trial, if
applicable (see Item 21a for data monitoring committee)
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Introduction

Background and
rationale

Objectives

Trial design

6a

6b
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Description of research question and justification for undertaking the trial, including summary of relevant 2-3
studies (published and unpublished) examining benefits and harms for each intervention

Explanation for choice of comparators 2-3

Specific objectives or hypotheses 3

Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority, equivalence, noninferiority, exploratory) 3-4

Methods: Participants, interventions, and outcomes

Study setting

Eligibility criteria

Interventions

Outcomes

Participant timeline

9

10

11a

11b

11c

11d
12

13

Description of study settings (eg, community clinic, academic hospital) and list of countries where data will 5
be collected. Reference to where list of study sites can be obtained

Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and 4-5
individuals who will perform the interventions (eg, surgeons, psychotherapists)

Interventions for each group with sufficient detail to allow replication, including how and when they will be 5-6
administered

Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose n/a
change in response to harms, participant request, or improving/worsening disease)

Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence 8-9
(eg, drug tablet return, laboratory tests)

Relevant concomitant care and interventions that are permitted or prohibited during the trial 6

Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood

pressure), analysis metric (eg, change from baseline, final value, time to event), method of aggregation (eg, 6-7__
median, proportion), and time point for each outcome. Explanation of the clinical relevance of chosen

efficacy and harm outcomes is strongly recommended

Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for Table 1 and
participants. A schematic diagram is highly recommended (see Figure) figure 1
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1 Sample size

2
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4 Recruitment

5

6

7

8 .

9 Allocation:

10

11 Sequence

12 generation
13

14
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1? Allocation

18 concealment
19 mechanism
20 _
21 Implementation
22

23

24 Blinding (masking)

14

15

16a

16b

16¢c

17a

17b
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Estimated number of participants needed to achieve study objectives and how it was determined, including 9
clinical and statistical assumptions supporting any sample size calculations

Strategies for achieving adequate participant enrolment to reach target sample size 5

Methods: Assignment of interventions (for controlled trials)

Method of generating the allocation sequence (eg, computer-generated random numbers), and list of any 4

factors for stratification. To reduce predictability of a random sequence, details of any planned restriction
(eg, blocking) should be provided in a separate document that is unavailable to those who enrol participants
or assign interventions

Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, 4

opaque, sealed envelopes), describing any steps to conceal the sequence until interventions are assigned

Who will generate the allocation sequence, who will enrol participants, and who will assign participants to 4

interventions

Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome 4
assessors, data analysts), and how

If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s 4

allocated intervention during the trial

31 Methods: Data collection, management, and analysis

33 Data collection
methods

18a

18b

Plans for assessment and collection of outcome, baseline, and other trial data, including any related 6-8

processes to promote data quality (eg, duplicate measurements, training of assessors) and a description of
study instruments (eg, questionnaires, laboratory tests) along with their reliability and validity, if known.
Reference to where data collection forms can be found, if not in the protocol

Plans to promote participant retention and complete follow-up, including list of any outcome data to be 6-7

collected for participants who discontinue or deviate from intervention protocols
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Data management 19

Statistical methods 20a

20b
20c

Methods: Monitoring

Data monitoring 21a
21b

Harms 22

Auditing 23

Ethics and dissemination

Research ethics 24
approval

Protocol 25
amendments
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Plans for data entry, coding, security, and storage, including any related processes to promote data quality
(eg, double data entry; range checks for data values). Reference to where details of data management
procedures can be found, if not in the protocol

Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the
statistical analysis plan can be found, if not in the protocol

Methods for any additional analyses (eg, subgroup and adjusted analyses)

Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any
statistical methods to handle missing data (eg, multiple imputation)

Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of
whether it is independent from the sponsor and competing interests; and reference to where further details
about its charter can be found, if not in the protocol. Alternatively, an explanation of why a DMC is not
needed

Description of any interim analyses and stopping guidelines, including who will have access to these interim
results and make the final decision to terminate the trial

Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse
events and other unintended effects of trial interventions or trial conduct

Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent
from investigators and the sponsor

Plans for seeking research ethics committee/institutional review board (REC/IRB) approval

Plans for communicating important protocol modifications (eg, changes to eligibility criteria, outcomes,
analyses) to relevant parties (eg, investigators, REC/IRBs, trial participants, trial registries, journals,
regulators)
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Confidentiality

Declaration of
interests

Access to data
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Dissemination policy

Appendices
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materials
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26a

26b

27

3la

31b
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32

33
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Who will obtain informed consent or assent from potential trial participants or authorised surrogates, and
how (see Item 32)

Additional consent provisions for collection and use of participant data and biological specimens in ancillary

studies, if applicable

How personal information about potential and enrolled participants will be collected, shared, and maintained

in order to protect confidentiality before, during, and after the trial

Financial and other competing interests for principal investigators for the overall trial and each study site

Statement of who will have access to the final trial dataset, and disclosure of contractual agreements that
limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial
participation

Plans for investigators and sponsor to communicate trial results to participants, healthcare professionals,
the public, and other relevant groups (eg, via publication, reporting in results databases, or other data
sharing arrangements), including any publication restrictions

Authorship eligibility guidelines and any intended use of professional writers

Plans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code

Model consent form and other related documentation given to participants and authorised surrogates

Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular
analysis in the current trial and for future use in ancillary studies, if applicable

__See
supplementary

information___

12-13

14

12
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13
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See
supplementary
materials

n/a
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*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items.
Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons
“Attribution-NonCommercial-NoDerivs 3.0 Unported” license.
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