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Abstract

Title: A cluster randomised feasibility trial (cRCT) to test the routine use of the Needs Assessment
Tool Progressive Disease Cancer (NAT:PD-C) in primary care to reduce unmet patient and carer
needs and determine the feasibility of a definitive trial

Introduction: This is a cluster Randomised Controlled feasibility Trial (cRCT) with embedded
qualitative and process mapping studies to test the feasibility of a definitive trial of the Needs
Assessment Tool — Progressive Disease Cancer (NAT: PD-C). The NAT:PD-C is a psychometrically valid
needs assessment tool which has been effective in reducing unmet reported needs in Oncology
clinics but has not been tested in primary care.

Research question: Is a cluster Randomised Controlled Trial (cRCT) to test the routine use of the
NAT:PD-C in primary care to reduce unmet patient and carer needs feasible?

Objectives: 1) To test the feasibility and acceptability in terms of participant recruitment, uptake and
delivery of training tools and electronic NAT:PD-C, completion rates and appropriateness of
participant reported questionnaires at baseline, 1, 3 and 6 months 2)To identify systemic barriers
and enablers of the adoption of the NAT:PD-C in to general practice.

Intervention: 1) Promotion and use of the NAT:PD-C with directed clinical encounter with NAT:PD-C
trained clinician 2) Promotion and use of the NAT:PD-C with clinical encounter a with a clinician in
line with usual practice.

Methods: 40-60 patients (and their carers if appropriate) with a diagnosis of active, incurable cancer
will be recruited for a needs assessment consultation within a six month period from four General
Practices. Participants will be assessed with regard to self-reported unmet supportive and palliative
care needs at baseline, 1, 3 and 6 months. Patients will be identified through the practice cancer
registry. A purposive sample of patients/carers, practice staff and clinicians from relevant referral
services (e.g. specialist palliative care) will take part in interview/focus group to explore views on
study procedures/measures (patients and carers) and issues regarding implementation of the
NAT:PD-C.

Outcomes/analysis: The trial will be reported in accordance with the CONSORT 2010 statement
extension to pilot and feasibly trials.' Descriptive statistics will be reported for the feasibility
outcomes: recruitment rates by practice; intervention uptake, delivery and time from baseline
measures to needs assessment appointments. Descriptive statistics for secondary outcomes will be
reported to inform a potential definitive study in terms of patient/carer self-reported needs:
Supportive Care Needs Survey (SCNS-SF34), Edmonton Symptom Assessment System (ESAS-r),
EORTC QLQ-C15-PAL, Resouce Use Questionnaire (RUQ), Charlson Co-morbidity Index (CCl),
Australian Modified Karnofsky Scale (AMKS), ICECAP Supportive Care Measure (ICECAP-SCM), EQ-5D-
5L [patients]; Carer Support Needs Assessment Tool (CSNAT), Carer Experience Scale (CES) [carers];
Needs Assessment Tool: Progressive Disease Cancer ( NAT:PD-C) [practice clinicians]). Variability in
these measures at both the level of patient and carer and GP practice will be calculated. Using these
results, a sample size for an RCT will be estimated which will include estimation of an intraclass
correlation coefficient.

Interview/focus group data will be analysed using template analysis/hierarchical coding and guided
by normalisation process theory to determine the acceptability and feasibility of a definitive trial.
Recruitment will commence Spring 2017.
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QUALITATIVE PROCESS EVAULATION

Arm 1: Promotion and use
of the NAT:PD-C with
directed clinical
encounter with NAT:PD-C
trained clinician.

Arm 2: Promotion and use
of the NAT:PD-C with
directed clinical
encounter with clinician
in line with usual care.

Study training for GP practice staff

Interviews/focus
groups with
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staff/palliative care
specialists

Eligibility and informed consent (40-60
patients plus carers)

Baseline assessments:

Patient: SCNS-F34, ESASR, EORTC, EQ5D, ICE
CAP, AKPS, RUQ, CCI
Caregiver: CSNAT, CES

20 minute needs assessment consultation
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will undergo
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<

Follow up questionnaires at 1,3 and 6
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End of data collection
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A cluster randomised feasibility trial (cRCT) to test the routine use of the NAT:PD-C in primary care
to reduce unmet patient and carer needs and determine the feasibility of a definitive trial

1.0 Background and rationale

The World Oncology Forum has called for governments and policy makers to ensure that people
with cancer have access to essential diagnostics, curative and palliative care.” However, despite this,
patients still experience significant levels of unmet palliative care need, particularly within the
psychological and physical and daily activity domains, where around half of patients have
continuing concerns."" The 2014 National Cancer Patient Experience Survey showed that many
patients felt their GP practice doctors and nurses could do more to help during their cancer
treatment." In addition, there are extensive needs experienced by family and close friends providing
care at the end of life, ranging from practical help, information and communication, emotional and
psychological support to financial and legal issues." i

There are many needs assessment tools available to assist clinicians to provide palliative care for
people with cancer.” Yet few are designed to identify and triage palliative care needs in cancer
patients in the everyday busy clinical setting. Ideally, a clinician-administered structured need
assessment tool" should prompt discussion of concerns between patients, families and health
professionals, triage according to an individual’s burden of unmet need, and prioritise resources and
identify service areas for improvement *xixiixiv

An assessment tool should help reduce late referrals for palliative care for people with cancer, and
improve referrals where there are physical, psychological, social and spiritual problems.* However,
the tools currently available tend to be too detailed and long for daily clinical use by the non-
palliative care specialist;<""* and indeed, in the United Kingdom [UK], half of the sampled health
organisations did not use any assessment tool whatsoever. ' Furthermore, although needs
assessment tools are advocated, there is no rigorous research evidence to indicate whether they
actually improve practice and patient outcomes.

1.1. The Needs Assessment Tool — Progressive Disease Cancer (NAT: PD-C)

The Needs Assessment Tool — Progressive Disease Cancer (NAT: PD-C) is a generic one-page
psychometrically valid, reliable and clinically acceptable tool for assessment of patients’ and carers’
palliative care needs across a broad range of domains. ™ It differentiates between need that can be
addressed by the usual care team and that which requires referral for specialist palliative care. It has
been shown to reduce patient reported unmet need in oncology clinics.’ If it were found to be
helpful in the primary care assessment of palliative care cancer patients, it could readily be adapted
for all patients on the cancer registry to provide a systematic approach to cancer reviews in primary
care™

1.2 Relevance to Yorkshire

People living in Yorkshire have a higher death rate from cancer than England as a whole, thus
excellent care at the end of life is very important. Over the past decade the number of palliative care
consultant physicians in the region has increased but access to both general and specialist palliative
care is still inconsistent and lags behind other areas in England.™ This makes the NHS Hull Clinical
Commissioning Group (CCG) and surrounding CCGs (e.g. NHS East Riding of Yorkshire CCG) an
appropriate location for a feasibility study to test the NAT:PD-C. Should the proposed study
demonstrate the feasibility of the study design in terms of recruitment, data collection, acceptability
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and patient outcomes, it would be appropriate to proceed to a definitive trial across a wider range of
study sites and regions.

1.3 Preliminary work

As part of a Yorkshire Cancer Research (YCR) funded programme (Programme Principal Investigator
(P1) Una Macleod, Project Chief Investigator Miriam Johnson), the study team has completed a Phase
| study including: adaptation, face and content validation and inter-rater reliability testing of the
NAT:PD-C for use in UK primary care of cancer patients. Agreement was tested using the Fleiss
weighted kappa. Fair to moderate agreement was seen for most domains of the NAT, especially for
patient needs. Agreement was higher for carer wellbeing domains than in the original NAT:PD-C
testing.

Given that there was wide variation in the group of assessors, even fair to moderate level of
represents a useful tool to provide systematic and standard assessment and may be enough to
stimulate enough change in practice to improve outcomes. Indeed, when tested, use of the original
NAT:PD-C was associated with a significant reduction in needs following consultations in terms of:
information, patient care and support.”

1.4 The need for a feasibility study

Prior to embarking on a definitive cluster Randomised Controlled Trial (cRCT) the following
uncertainties need to be addressed in relation to: a) recruitment; b) uptake and delivery and uptake
of the NAT:PD-C; c) data collection and quality; d) which sub-scales on the Supportive Care Needs
Survey (SCNS) are most suitable as the primary outcome for a definitive trial.

The study team has developed a computerised template for the NAT:PD-C which can be embedded
within General Practitioner (GP) computer systems. A paper copy of the NAT:PD-C will also be
present at all NAT-guided consultations to ensure access to the tool in the event of technological
failure, or for consultations undertaken in non-practice settings, e.g. patient homes. This project will
determine the feasibility of a cluster randomised trial to assess whether the use of the primary care
electronic NAT:PD-C results in improved patient care, accounting for variation in the implementation
and use of the tool among primary care clinicians.

2.0 Study aims and objectives
2.1 Aim of the research

To assess the feasibility of a definitive cluster Randomised Controlled Trial (cRCT) to test the routine
use of the NAT:PD-C in primary care to reduce unmet patient and carer needs.

2.2 Study objectives

The objectives of this mixed-methods study relate to the feasibility of implementing a definitive cRCT
and are situated across three domains:

a. Recruitment:
e To test the feasibility of recruiting GP practices to test the NAT:PD-C
e To test the feasibility and acceptability of the proposed participant recruitment methods
to patients, carers and GP practices.
b. Uptake and delivery:
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e To assess methods to conduct the index NAT:PD-C framed consultation with varying
levels of pragmatism; should the patient be directed to make an appointment with a GP
or nurse in line with usual practice, or with one which the study team know has
completed NAT:PD-C training?

e To determine the acceptability and uptake of the training tools and electronic NAT:PD-C
by GP practice staff.

e To explore the views of palliative care specialists regarding how the NAT:PD-C will work
in practice with regard to potential impact on their working practices

e To identify factors influencing the willingness of patients/carers to consent to the trial,
complete study measures

e To identify organisational factors which might influence the willingness or ability of GP
practices to adopt the NAT:PD-C.

c. Data collection and quality:
e To assess the feasibility of methods for collection of clinical data, NAT:PD-C forms,
health service utilisation and referrals
e To identify the patient and carer outcomes most relevant for the primary outcome of a
definitive trial assessed by completion and follow up rates for participant reported
questionnaires at baseline, 1, 3 and 6 months, the level of and patterns of missing
outcome data and participant views.

3.0 Methods

3.1 Study setting

The study will be conducted in primary care. Four GP practices will be recruited from the Hull, East
Ridings, North Lincolnshire and North Yorkshire Clinical Commissioning Groups (CCGs).

These areas were selected as the NAT:PD-C was ‘made in Yorkshire” and the research team has
significant experience in running studies in the Yorkshire region including recruiting from GP
practices. The addition of North Lincolnshire is for pragmatic reasons based upon the advice of the
Clinical Research Network (CRN) to ensure successful recruitment of GP practices.

3.2 Study design

This is a two-arm feasibility cluster Randomised Controlled Trial (cRCT) with a parallel qualitative
evaluation involving four general practices selected and trained to use the NAT:PD-C in routine
consultations for patients with active cancer. Practices will be randomised to different approaches
for arranging NAT:PD-C consultations. Our mixed-methods approach has been designed to answer
our research question:

Is a cluster Randomised Controlled Trial (cRCT) to test the routine use of the NAT:PD-Cin
primary care to reduce unmet patient and carer needs feasible?

Our mixed-methods study comprises two distinct methods in order answer our research question: a
cluster Randomised Controlled feasibility Trial (cRCT) and a qualitative evaluation of training
procedures and the process of implementation of NAT PD-C into general practice. The methods for
each element of this mixed-methods study are presented separately below.
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3.3 Pragmatic cluster Randomised Controlled Trial (cRCT): a Feasibility Study

3.3.1 Eligibility criteria
Inclusion:

Cluster level:
a. General practices expressing a willingness to be trained and to use the NAT:PD-C.
b. Written informed consent provided by practice manager or deputy.

GP practices will be identified and recruited drawing upon existing contacts of the research team
including physicians who contributed to the validation of the NAT:PD-C and with the assistance of
the Clinical Research Network (CRN).

Patient level:
a. Adults (aged 18 and above)

b. Diagnosis of active incurable cancer

c. Willing to have a consultation with a practice clinician

d. Able to complete study measures

e. Written or observed verbal informed consent
Exclusion:

a. Patients in complete remission

b. Patients receiving treatment with intent to cure (patients receiving anti-cancer
treatments with the intention to palliate, OR receiving supportive care only will be
eligible).

c. Patients living in a care home or other institutional setting

d. Patients who do not speak English well enough to provide informed consent and
complete study measures.

e. Known to have a co-morbid condition which means they lack sufficient mental
capacity to provide informed consent in the opinion of the clinician (e.g. dementia)

f.  Within one month of receiving their cancer diagnosis

Potentially eligible patients will be identified from the cancer register by a clinician or
opportunistically during usual care appointments. Patients do not have to nominate a carer in order
to participate in the study.

Carers:
a. Adults (aged 18 and above)
b. Nominated by the patient
c. Able to complete study measures
d. Written or observed verbal informed consent

Exclusion:
a. Carers who do not speak English well enough to provide informed consent and
complete study measures.
b. Paid carers

Participating patients will be invited to nominate their primary carer who will be assessed for

eligibility and invited to participate in the study. ‘Carer’ refers to those who are close to (and have
been nominated by) the patient and provide support even if they are not providing personal care.
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The eligibility of carers will be assessed by a researcher during the initial visit and prior to informed
consent being taken.

3.3.2 Consent procedures

Cluster:

Four practices will be recruited from Hull and surrounding areas to take part in the feasibility study.
GP practices of participants who have already contributed to Phase | of the study will initially be
targeted. Thereafter, GP practice managers in the Hull and surrounding area will be contacted by the
research team, using existing contacts from the Phase | study and from within the Yorkshire and
Humber Clinical Research Network (CRN). Potential study sites will initially be contacted by the
research team with a study invitation, a Schedule of Events and / Statement of Activities.

Consent will be provided by the practice manager or deputy through the agreement of the Schedule
of Events and Statement of Activities, evidenced by a contract between the GP practice and the
University of Hull. Consent is given for practice involvement as stipulated by the HRA schedule of
events and statement of activities. All necessary permissions and governances will be gained prior to
starting research activity.

All participating GP practices will be trained by the SEDA research team in the use of the NAT:PD-C
prior to study participation.

Patients and carers:

Eligible patients will be identified by a clinician by searching the practice cancer register.

Patients’ usual care team will then invite patients to participate in the study by sending a study
invitation and Patient Information Sheet (PIS). A clinician will note instances where a patient usually
has a translated consultation and is not sent a study invitation to inform translation provision in a
full trial. From the pool of potentially eligible patients, Study Invitations will be sent out periodically
to ensure that the research team and GP practices have capacity to follow study procedures. A
screening log will be maintained to ensure that potential participants are not contacted more than
once/twice. The cancer registry will be searched by a clinician regularly to identify new potentially
eligible patients.

Patient eligibility will be confirmed by the study team during monitoring visits by consulting the
patient’s medical record, however, if there are any concerns during the researcher visit regarding
the patient’s eligibility, they will not be recruited.

Eligible patients may nominate a primary carer, if they have one, to be invited to participate in the
study. In this situation, patients’ usual care team, or the patient, will provide the carer with a Carer
Information Sheet (CIS) (if appropriate) and ask them to consider their involvement in the study. It is
recognised that close family member, friends and partners may or may not view themselves as
providing care, and this will be made explicit in the information sheet that this term refers to “those
who are close to the patient but who may not be providing hands on, personal care”.
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Patients expressing an interest will be asked to contact the research team directly, or give
permission for their details to be passed on. Potential participants will then be contacted via
telephone by the research team to arrange an appointment. At this time, patients will be asked
whether they would like to nominate a carer and if so, a Carer Information Sheet (CIS) will be sent by
the study team. Patients/carers will then be visited by the researcher and all participants will be
consented in accordance with Good Clinical Practice (GCP), given the opportunity to ask questions
and assured that their consent is voluntary and may be withdrawn at any time without giving a
reason and without detriment to their care.

Written informed consent will then be taken from patients and carers separately (if appropriate) and
baseline assessments completed. Patients and carers may be seen together by the researcher, or
separately upon request. Patients will have had at least 24 hours to consider their decision,
including time to discuss with family or friends before a researcher visits.

However, if it is only possible to provide a CIS at the researcher visit, carers will be asked to provide
written informed consent at the researcher visit. This is justified as patients will already have study
information, the study is low risk in terms of intervention and it is important not to take up more
time than is necessary on study procedures thus minimising study burden for the patient. However,
if carers would prefer to consider their potential involvement for a longer period, then a follow up
visit (in person or via the phone) by the researcher would be arranged within seven days.

At the end of the baseline assessment visit, patients will then be directed by a researcher either face
to face or via a letter, to arrange a double appointment to be seen either at their GP practice or at
home within two weeks. The study team will also contact the relevant practice so an alert can be
placed to indicate that the patient has consented to the trial and will require a double appointment.
Ongoing assessment of capacity of patients/carers to provide informed consent will take place
during follow-up data collection at 1, 3 and 6 months.

Consent is in relation to the provision of data for the study and agreement to arrange a needs
assessment appointment as directed by a researcher, as distinct from the consent provided by the
practice cluster agreement to take part in the study.

After confirmation of eligibility, informed consent and collection of baseline measures, consented
participants will be allocated a unique study identification reference which will be recorded upon a
consent form. The research team will then add new participants to a centrally held database, with
identifiable and non-identifiable information separate at this point and stored in separate locked
facilities, linked by the unique study ID.

3.3.3 Randomisation

The unit of randomisation will be the GP practice. Participating surgeries will be randomised (1:1) by
the research team to either Arm 1) direct the consenting patient to a GP or nurse to make an
appointment in line with usual practice, or Arm 2) direct the consenting patient to a GP or nurse who
is known to have completed the NAT:PD-C training. A training log on both arms of the trial will be
maintained, the log on Arm 2 will evidence which clinician(s) have received NAT:PD-C training and to
whom patients are directed towards. A pragmatic approach to randomising study sites will be
adopted. If the interest of a diverse range of GP practices cannot be obtained, a stratified permuted
block randomisation will be used to ensure that both arms are balanced according to practice size
(small/large). This approach will allow the most effective method of recruiting patients for a NAT:PD-
C consultation to be determined. However, if only a relatively homogenous sample of GP practices
can be recruited, a simple 1:1 randomisation will be used.
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3.3.4 Interventions

Arm 1: Promotion and use of the NAT:PD-C with directed clinical encounter with NAT:PD-C trained
clinician.

Arm 2: Promotion and use of the NAT:PD-C with directed clinical encounter with a clinician in line
with usual practice

All recruited patients will receive a needs assessment consultation, either as a 20 minute (“double”)
appointment with the GP, or, as a home visit depending on the clinical situation. The purpose of the
study is to determine the most effective way of recruiting patients for a NAT:PD-C consultation to
inform a future definitive trial. Following 20 minute patient needs assessment consultations, clinical
care will continue as usual, with patients followed up for six months post-informed consent.

3.3.5 Study assessment schedule

Assessments and study measures for patients/carers at baseline (all measures and demographics)
are repeated at one, three and six months post recruitment/registration. Baseline participant
questionnaire completion will take place during a face to face interview with the researcher
following consent. Follow up questionnaires at one, three and six months will be collected face to
face with the researchers where possible, or with telephone and postal completion permitted when
not possible with the method of completion recorded.

collection will be undertaken as close to the stated time points as far as possible. However, for
practical reasons data will be collected approximately one week either side of one month post-
baseline, and two weeks either side of three and six months post baseline data collection. Patient
guestionnaires are expected to take 45 minutes to complete. Carer questionnaires are expected to
take 20 minutes to complete.

Completed NAT:PD-C assessments will be retrieved from the practice clinical record (patient consent
forms include consenting for the research team to access data from their electronic clinical record).

Schedule of assessments

Patients
Baseline 1 month +/-1 3 month +/- 6 month +/-2
week 2weeks weeks
Visit Visit / Visit / Visit /
phonecall / phonecall / phonecall /
postal return postal return postal return
Demographic
Age, sex, ethnicity, X
relationship status
Relationship status, living
arrangement: X X X X
accommodation and
postcode
Cancer type and stage X
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Date of cancer diagnosis,
current cancer
treatments, palliative care
input

Charlson Co-morbidity
index

Needs assessment
consultation

Attendance for needs
assessment consultation

Length of consultation

NAT:PD-C use (yes/no)

Unmet needs

Supportive Care Needs
Survey (SCNS-SF34)

Symptoms

Revised Edmonton
Symptom Assessment
System (ESAS-r)

Mood and quality of life

EORTC QLQ-C15-PAL

Performance status

Australian modified
Karnofsky Scale (AKPS)

Health care service
utilisation and referral
patterns

Resource Use
Questionnaire

EQ-5D-5L

ICECAP Supportive Care
Measure (ICECAP-SCM)

Carers

Baseline

Visit

1 month +/-1
week

Visit / phonecall
/ postal return

3 month +/-
2weeks

Visit / phonecall
/ postal return

6 month +/-2
weeks

Visit / phonecall
/ postal return

Demographic

Age, sex, ethnicity,
relationship status

Relationship status, living
arrangement,
accommodation and
postcode

Palliative care input
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Needs and ability to
provide care
Carer Support Needs
X X X
Assessment Tool (CSNAT)
Wellbeing
Carer Experience Scale X X X
Clinicians/practice staff
Pre- 2 weeks 1 month 3 month 6 month
recruitment | post-
patient
recruitment
Screening
Eligibility assessment X
(cancer registry)
Needs assessment
consultation
NAT:PD-C completion X
Length of consultation X
Ongoing study
procedures
Assessment of X X X X
patient/carer status
(living or dead)
Patient/carer place of X X X X
death

3.3.6 Assessment instruments

1. Unmet needs. The Supportive Care Needs Survey (SCNS-SF34)*% will be used to be consistent
with the initial testing of the NAT:PD-C. The SCNS-SF34 is a valid and reliable 34-item
measure assessing cancer patients unmet needs across the following five domains:
psychological, health system information, physical and daily activity, patient care and
support, and sexuality. Each item is rated on a 5-point scale: 1=not applicable, 2=satisfied,
3=low need, 4= moderate need, and 5=severe need; and unmet need for each domain is
defined as a score of ‘4= moderate need’ or ‘5=severe need’ on any item within each
domain, with no need defined as a score of “1=not applicable’, ‘2=satisfied’, ‘3=low need’.

2. Severity of symptoms. The revised Edmonton Symptom Assessment System (ESAS-r) will be

used to measure the severity of nine symptoms common in cancer patients.

3. In addition to the SCNS, mood and quality of life (QoL) will be measured using the EORTC
QLQ-C15-PALXV* The EORTC QLQ-C15-PAL is a questionnaire developed to assess the
quality of life of palliative cancer care patients. The Australian study used the EORTC-QLC-
C30, but this is shorter and designed for palliative care.” The EQ-5D-5L (Five level) is a
generic, five-item, health-related quality of life measure that provides the utility values
necessary for quality-adjusting survival in economic analyses.™ The ICECAP Supportive Care
Measure (ICECAP-SCM) is a seven-item utility measure which is designed for use at end of
life and also enables quality-adjusted life year calculation.™ Although the EQ-5D-5L is a
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well-established tool, the ICECAP is potentially better tailored to this patient population. The
best “fit” for the definitive study will be assessed by the study team.

Performance status. The Australian modified Karnofsky Scale (AKPS) which has been adapted
and validated for use in a palliative care population

Demographic measures: age, sex, cancer type and stage, treatment history, ethnicity,
relationship status, living arrangement and accommodation, household income, post code
as well as the Charlson Co-morbidity index.

Place of death

Health care service utilisation and referral patterns. A bespoke questionnaire (Resource Use
Questionnaire) for capturing patient healthcare resource use will be used. Open questions
will be incorporated to aid further development of this tool for a definitive trial.

The Carer Support Needs Assessment Tool (CSNAT) will be employed to assess both carer
ability to care and wellbeing:*™* Thjs is a one page 15 item questionnaire which matches
the carer domains on the NAT:PD-C. In addition, the Carer Experience Scale (CES) will also be
used as this will provide utilities i

3.3.7 Study feasibility outcomes

a) Recruitment
The feasibility and success of the recruitment strategy will be evaluated by summarising the
numbers of:

GP practices invited to take part and practices recruited

Patients identified per practice

Patients invited to take part by the usual care team

Patients contacting the research team or GP to allow consent for contact by the researcher
Patients completing a researcher visit

Consenting and recruited patients

Consenting carers

Patients not recruited due to language issues

b) Uptake and delivery

Number and timing of participants first completed NAT:PD-C

Number and timing of consultations in which the NAT:PD-C was used or not
Clinician present in the consultation

Length of appointments when completing the NAT:PD-C

Completion rates of items within the NAT:PD-C.

Total participants with completed baseline demographic measures

Clinical data including place of death, health service utilisation and referral patterns
Self-reported outcomes by time-point drawn from study questionnaires

Missing data for self-reported outcomes (at the individual item level and for entire
outcomes).

Proportion of participants successfully followed up through different modes of
administration (postal, online, telephone).

Patient retention including the number of participants withdrawing, and the timing and
reasons for withdrawal.

c) Data collection and quality

Questionnaire completion rates
Amount/pattern of missing data in proposed definitive study primary outcome, the SCNS
Withdrawals
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e Patient/carer outcomes e.g. unmet needs, ability to care, quality of life, performance status,
demographics, place of death, health service utilisation and referral patterns.

A traffic light system will be utilised to determine the outcome and criteria for progression of the
feasibility trial to the Phase lll trial, with respect to: Recruitment; Uptake and delivery; and Data
collection and quality. A trial steering committee will be convened to provide external scrutiny of
these criteria, whether they are met at the end of the feasibility phase, and whether the trial should
progress to Phase lll.

Red Cannot proceed to Phase I

Amber Proceed to Phase Ill with adaptations to study design, i.e. in terms of the:
e Number of practices
e Implementation and training in the intervention
e Methods of data collection

Green Proceed as planned without adaptation

The criteria are applied to each of our feasibility domains: Recruitment, Uptake and Delivery and
Data Collection and Quality.

Recruitment

It is anticipated that a minimum of 10-15 patients should be recruited from each general practice
over 6 months to demonstrate an acceptable recruitment rate to progress to the recruitment of 62
GP practices for a definitive trial.

Red: <7 patients recruited - Insufficient numbers per practice to proceed without
increasing the number of GP practices to 272 (more than an extra 3 practices per
hub would be required for a revised definitive trial.

Amber: 7 — 10 patients recruited - Sufficient numbers per practice to proceed with changes,
increasing the number of GP practices to <72 (an extra 3 practices per hub)
Green: 10 - 15 patients recruited - continue to recruit 62 practices in the Phase Ill trial

Uptake and delivery
Attendance at the initial NAT:PD-C GP appointment within one month post registration
(baseline/consent):

Red: <50%
Amber: 50-80%
Green: >80%

Data collection and quality
Proposed primary outcome measure, the SCNS, follow up completion rate at 3 months (completed:
face to face, via telephone or postal return):

Red: <65%
Amber: 65— 80%
Green: >80%

3.3.8 Sample size (cRCT)

Since this is feasibility, a formal sample size calculation has not been performed. The aim is to
recruit four GP practices from within the NHS Hull Clinical Commissioning Group (CCG) and/or
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surrounding CCGs (e.g. NHS East Riding of Yorkshire CCG). Fifteen participants per practice will be
recruited; 60 across 4 practices over a 6 month recruitment period. It is felt that this will be a large
enough sample to inform the practicalities of delivering the intervention in patients, recruitment,
uptake, and attrition. This should provide sufficient patient outcome data with which to estimate
sample size of a definitive trial **V

The patient-nominated primary carer of all consented patients will be invited to take part in the
study. Patients may nominate one primary carer for invitation/inclusion into the study. There is no
target sample size for carers and total number of carers consented to the study will be reported as
an outcome. In the event that sufficient carers were not recruited in order to obtain rich data for
qualitative analysis, this finding would inform the study design of any future definitive trial. Although
the high prevalence and value of carers who are children is acknowledged, this population has been
excluded as outside the scope of this study. This is due to the different range of needs,
commissioned services and social support mechanisms which are in place to support them as
carers. >

3.4 Qualitative Evaluation methods

In order to achieve the aims and objectives of the study, an embedded qualitative study will run
alongside the cRCT to determine the acceptability of: recruitment methods, training tools, the
NAT:PD-C and to identify organisational factors which might influence the willingness or ability of GP
practices to adopt the NAT:PD-C.

3.4.1 Eligibility Criteria

Inclusion:

e Patients: all patients who have participated in CANAssess:PC who are willing to provide
informed consent and able to undergo interview

e Carers: all carers who have participated CANAssess:PC who are willing to provide informed
consent and able to undergo interview

eGP Practice staff: GPs, practices nurses and administrative staff in participating practices
who are willing to provide informed consent and able to undergo interview/focus group

e Specialist palliative care health professionals: health care professionals who accept referrals
from primary care services who are willing to provide informed consent and able to undergo
interview/focus group

Exclusion:
e Withdrawn participants who have stated they do not wish to participate further in study
procedures

3.4.2 Sample size

e A purposive sample of patient participants (and their carers) will be interviewed to explore
their views of the trial and factors which affect willingness to remain in the trial and complete
study measures. The aim is to include a diversity of experience by including patients (and
carers), completers and non-completers of the feasibility follow-up, age, sex and according to
higher and lower levels of baseline need across the recruiting sites. Participants will be
invited for interview after completion of study procedures or withdrawal. The sample size will
be determined by data saturation, willingness of patients/carers to participate and total
patients/carers eligible to participate.

e A purposive sample of study site: GPs, practice managers, reception staff, practice nurses and
others suggested by the practice will be invited to take part in interview/focus group to
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explore their views on the acceptability and usefulness of the NAT:PD-C, training materials as
well as issues relating to implementation of the tool into general practice. An aim is to
conduct a focus group in each participating GP practice with interviews offered to staff
members unable to take part in a focus group or who would otherwise prefer to take partin
an interview. The sample size will be determined by data saturation, willingness of staff to
participate and total staff numbers. Participants will only be able to take part in either a
focus group or an interview.

e A purposive sample of palliative care specialists (community, hospice and hospital) will be
interviewed to explore their views of how the NAT:PD-C would work in practice. The sample
size will be determined by willingness of specialists to take part and data saturation.

3.4.3 Recruitment and consent

Patients and carers: Patients and carers will be informed in the relevant feasibility trial information
sheets that they will potentially be invited to participate in an interview. Those indicating consent
will be drawn from the pool from which a purposive sample of patients (and their carers), will be
invited to a short semi-structured interview to explore their views of the trial and factors which
affect willingness to remain in the trial and complete study measures. Consent for the qualitative
element will be taken separately in order to not raise expectations that all participants will undergo
interview. Patients/carers will be given the option that interviews are conducted by the same
researcher who undertook data collection during the cRCT or may request that a different
researcher conducts the interview.

Participants will be interviewed after completion or withdrawal, therefore a separate Patient/Carer
Information Sheet (PCIS) will be provided to potential participants at the conclusion of their
involvement in the cRCT. If final questionnaires are completed face to face with participants, then
the researcher will provide patients/carers with a study invitation and PCIS, give potential
participants the chance to ask questions about the study and invite them to consider their
participation. If patients/carers are willing to undergo interview, then informed consent may be
taken by the researcher and an interview commenced. This is justified as the researcher will have
established a relationship with participants over a period of months and would only take consent
and proceed to interview if it was felt to voluntary and the least demanding method of conducting
the interview for the patient. Should participants express they would prefer to undergo interview at
a different time then this would be arranged. Equally, should the researcher judge that
patients/carers were too tired or otherwise unable to undergo interview immediately, then a
separate appointment would be made.

If final questionnaires are completed over the phone or returned by post, patients/carers will be
invited over to take part over the telephone and/or sent a letter with a PCIS inviting them to contact
the research team if they are willing to participate. Patients/carers willing to take part in the study
will be contacted by the research team and invited to specify a location for interview. A researcher
will then meet the patient/carer at a place of their choosing and all participants will asked to provide
written informed consented in accordance with GCP. Oral informed consent will also be taken at the
commencement of audio-recorded interview.

GP practice staff: A purposive sample of GPs, practice managers, reception staff and practice nurses
from practices participating in the feasibility study will be invited to undergo a short semi-structured
interview and/or focus group discussion. Interviews/focus groups will explore participants’ views of
the acceptability and usefulness of study training procedures and the NAT:PD-C itself as well as
issues relating to implementation. Potential participants will be provided with a PCIS and invited to
consider their involvement. A Consent Form will have the options of consenting to interview and/or
focus group. However, participants will only be able to participate in terms of either an interview or
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a focus group to prevent duplication of data collected. Potential participants will be given the
opportunity to ask questions regarding the nature of their involvement in the study. However, as
this sample group are to be asked about their professional, rather than personal views and there is
low risk of any harm from their involvement, for pragmatic reasons there will be no formal ‘cooling
off period’ and potential participants will be free to designate the timing of any interview following
consent. Written informed consent will then be taken from willing participants and a) an interview
time and date will be designated by the participant, or b) participants will be invited to a focus group
session. All recruitment and data collection will be conducted in line with GCP. Interviews/focus
groups will take place during implementation of the NAT:PD-C after practices have recruited at least
3 patients and at the conclusion of the study.

Palliative Care Specialists: A purposive sample of palliative care specialists will be interviewed to
explore their views of how the NAT:PD-C would work in practice. Potential participants will be
identified by sending a study invitation and Specialist Palliative Care Information Sheet (SPCIS) to
specialist palliative care services known to receive referrals from primary care practices to a short
interview or focus. Potential participants will be invited to contact the study team if they are willing
to discuss their involvement in the study. A researcher will then make contact to discuss the study,
make arrangements for interview and/or focus group. Written informed consent will be taken prior
to commencement of any interview or focus group, with GCP adopted at all stages of study
procedures. Interviews/focus groups will take place during implementation of the NAT:PD-C and at
the conclusion of the study.

At the conclusion of the study, researchers will check with the GP practice that each study
participant is still alive, then all patient/carer participants will be sent a thank you letter. Healthcare
professionals will be provided with a certificate of contribution which can be used to demonstrate
their Continuous Professional Development (CPD) and will also be sent a Participant Thank You
Letter.

3.4.4 Qualitative data collection

Researcher training and piloting

All researchers will be GCP trained and will undergo training conducted by a palliative care physician
(MJ) regarding palliative care issues of patients and carers. This will include guidance on how to
appropriately and sensitively aid patients/carers in completing study documents questionnaires.
Internal pilot testing will be conducted for all interviews/focus groups to be conducted using an
interview schedule/focus group prompt tool.

Interview procedures

All interviews will be conducted at a place of the participants’ choice by a researcher who has
received DBS certification and GCP training and compliant with the lone worker policy at the
University of Hull. Semi-structured interviews will be conducted using an appropriate topic guide
developed from relevant literature, team experience and patient/carer representatives to probe
areas of interest from different participant groups (patients/carers, GP practice staff, palliative care
specialists). Interviews will last approximately 30 minutes and will be audio-recorded, verbatim
transcribed and analysed using template analysis and hierarchical coding.

GP Staff focus groups

All focus groups will be facilitated by two researchers using a topic guide developed from relevant
literature and team experience (including GP input) to probe areas of interest. Focus groups will
have a maximum of 10 participants and will be conducted within study sites. Sessions will focus upon
two key issues:
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a) Appropriateness and usefulness of study training
b) Barriers and facilitators to the implementation of the NAT:PD-C

The aim is to complete one focus group per practice, to explore how the practice team has worked
together to implement study procedures and the NAT:PD-C. All practice staff will be invited to focus
groups, with those willing but unable to attend a group, but wishing to contribute invited to an
individual interview lasting approximately 30 minutes to be invited to interview. Focus groups will
last approximately one hour and will be audio-recorded, verbatim transcribed and analysed using
template analysis and hierarchical coding.

4.0 Data analysis
4.1 Cluster Randomised Controlled Feasibility Trial: Statistical Analysis Plan (SAP)

General considerations

Statistical analysis will be undertaken by the trial statistician. The analysis plan in this section will be
reviewed and a final more detailed analysis plan written, finalised and agreed by wider team prior to
analysis.

Statistical analysis will be conducted once the trial is closed to recruitment and six month follow up
has been achieved. As this is a feasibility trial of short duration, no interim analysis is warranted.

The flow of individual participants through each stage of the trial will be reported in accordance with
the CONSORT 2010 statement extension to pilot and feasibility trials;Error! Bookmark not defined.
this will include the number of persons evaluated for potential enrolment, randomly assigned to
each group, who received treatment as allocated, who completed treatment as allocated, who
completed follow-up as planned and included in the main analyses in each group.

The feasibility criteria will be recruitment rate and duration, retention rate, compliance, completion
rates and acceptability of the intervention. The recruitment rate, consisting of the eligibility and
consent rate will be calculated with 95 % confidence interval (Cl).

A table showing baseline demographic and clinical characteristics for each group will be presented to
indicate any differences between groups. Patient characteristics will be summarised using
appropriate statistics. Medians (range) will be reported for ordinal data, mean (95 % Cl) for
continuous data and raw count (number, %) will be reported for nominal data.

For the patient and carer outcome data, due to the nature of this feasibility study, no formal
statistical tests will be undertaken. Descriptive statistics, mean (standard deviation) for continuous
outcomes and raw count (%) for categorical outcomes, will be reported. This will be presented for
each group at each time point: baseline, 1 month, 2 month and 3 months. The variability in these
measures at both the level of patient and carer and GP practice will be calculated. This will be used
to inform the power calculation for the definitive RCT, which will include estimation of an intraclass
correlation coefficient.

4.2 Qualitative process evaluation

Qualitative analysis of interview and focus group data will be conducted to assess: factors which
affect patient/carer willingness to remain in the trial and complete study measures, stakeholder
views of views of the acceptability, usefulness of study measures and training, and issues relating to
implementation of NAT:PD-C.
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All interviews/focus groups will be verbatim transcribed by a study researcher or research
administrator or authorised transcriber. All identifiable data will be anonymised. In the event that
any digital data was transferred to an external transcriber, data would be anonymised and
transferred securely from an encrypted network and a Confidentiality Agreement established
between the university of Hull and the external transcribing agency! All transcripts will then be
checked for accuracy by a single researcher, with initial emergent areas of interest noted. Transcripts
will then be analysed using template analysis. " The process starts through initial reading of the
transcripts. Transcripts will be coded line by line. Some a priori codes may have been identified for
themes expected to be relevant by the research team. Where segments of text correspond to a priori
themes, they are coded as such, however a priori codes may be modified or discarded or added to
during analysis of the actual data.

Hierarchical coding will begin with broad themes, then encompass successively narrower, more
specific ones. Some a priori codes may have been identified for themes expected to be relevant by
the research team. Where segments of text correspond to a priori themes, they are coded as such,
however a priori codes may be modified or discarded or added to during analysis of the actual data.
Hierarchical coding will begin with broad themes, then encompass successively narrower, more
specific ones. At least five interview transcripts and two focus groups will be coded by two
researchers, but cross-checking for agreement, with emerging themes discussed amongst the study
team. Themes will be organised and summarised following analysis of the first few transcripts and a
coding ‘template’ will then be developed through comparison of coded transcripts and discussion
which will then be applied to the whole dataset and modified in the light of careful consideration of
each transcript. Once a final version is defined, and all transcripts have been coded to it, the template
serves as the basis for the researchers’ interpretation of the data set and the presentation of findings.
This analytical approach will be used ensuring attention to: clarification and justification; procedural
rigor; representativeness; interpretive rigour; reflexivity and evaluation rigor; and transferability.

Analysis will be informed by normalisation process theory.*i This is an analytical approach which
focusses upon what participants do as opposed to their attitudes or belief and therefore how
behavioural change can most readily be affected. This approach will inform interview and focus group
schedules and allow us to appropriately answer questions regarding the practicality and
appropriateness of study training, as well has how the NAT:PD-C could work in practice for all
stakeholder groups.

5.0 Data management and confidentiality

5.1 Confidentiality

All participants consented to the study (e.g. patients, carers, GPs etc.) will be assigned a unique
anonymised study identification number. All physical copies of identifiable data (e.g. consent forms)
will be stored in a locked filing cabinet and kept separately from non-identifiable data (e.g.EQ5D-5L).
Identifiable and non-identifiable electronic data will be stored on separate password protected
devices.

Consenting participants will be assured of the anonymity of their participation. Following data
collection, digital recordings will be transferred to an encrypted device at SEDA as soon as is feasible,
with patient identifiable data (e.g. consent form) and non-identifiable data (e.g. questionnaires)
stored in separate locked facilities at SEDA. Interviews/focus groups will be transcribed and
anonymised as soon as is feasible. Audio recordings will then be destroyed. All participant data will
be stored in accordance with the Data Protection Act, 1998 Vi

5.2 Data Management
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The Core Project Team (CPT) will provide set-up and monitoring and oversee: study conduct
including randomisation design and implementation, database development and provision, data
collection and ongoing data management, study monitoring and statistical analysis and reporting.
Each recruiting GP practice will have a dedicated researcher and administrator who will be
responsible for site identification, training, recruitment, data collection from local GP records and
ongoing promotion of the feasibility study. There will be clear lines of responsibility for project
management, monitoring timescales, recruitment, compliance, analysis, ethical issues, and safety.

Patient/carer self-reported questionnaires will be entered on to a password protected database
(Microsoft Access) and checked for accuracy by a second person. Original copies of data collection
forms will be stored for the duration of the study within SEDA office premises.

Data will be monitored for quality and completeness by the study team, using established
verification, validation and checking processes. Missing data, except individual data items collected
via the patient reported questionnaires, will be queried until they are received, confirmed as not
available, or when the trial is at analysis.

5.3 Data monitoring and quality assurance

Data monitoring and quality assurance reports will be overseen by the Trial Steering Committee
(TSC). The TSC will oversee the ethical and GCP conduct of the study as well as study analytical
methods. Data cleaning, quality and monitoring will be undertaken by study researchers.

Study monitoring procedures

Site set-up training and initiation will be conducted by GCP-trained researchers from the SEDA
research group. Sites will be monitored after the first two patients have been recruited and
thereafter, triggered by concerns of the research team, or by site request and at the end of the
study. Study sites may request additional monitoring and training support throughout the study.
Monitoring will focus upon checking whether site study procedures are in accordance with the
protocol. For example, data will be retrieved from GP computer systems/patient medical records to
confirm the eligibility of participants based upon their clinical data.

The research team will provide set-up and monitoring of study conduct including randomisation
design and implementation, database development and provision, protocol development and ethics
submissions, data collection and ongoing data management, monitoring schedule and statistical
analysis and reporting.

6.0 Ethical considerations

Good Clinical Practice (GCP) will be exercised throughout the study. No participant will be
approached or recruited prior to the necessary ethical and governance permissions being in place. In
the following sections, the ethical considerations of this study are discussed.

Informed consent

The overall purpose of this feasibility study is to determine the feasibility of conducting a definitive
trial of the NAT:PD-C. The nature of this feasibility study will be made clear to study participants in
study information as well as during informed consent in line with guidance

Good practice will be put in place in terms of participants’ capacity to provide informed consent. A
Disclosure and Barring Service (DBS) certified, GCP-trained researcher will take informed consent
face-to-face only if they are confident that participants have a good understanding of the study
purpose and requirements, can weigh up the information and make, and communicate a decision to
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participate. For patients and carers, if during follow up any information becomes available, either
during face to face consultations or by other means (e.g. family member/carer/clinician/patient
raises concern), that a participant no longer has the capacity to provide ongoing informed consent
then they will be withdrawn from the study by the study team. All data collected up until such a
point would be retained.

Although this is a mixed methods study, patients will be consented for the cRCT and qualitative
interviews separately. This is because we will not interview every consented patient and therefore
wish to avoid raising patient expectations that they will definitely be interviewed.

Randomisation

It is feasible that some patient participants may have an existing relationship with a preferred
clinician. We acknowledge that through randomisation, patients may be directed towards a clinician
whom they do not have an existing relationship with and the potential this raises for unease
amongst patients. This possibility will have been made clear to patients prior to taking informed
consent. We are attempting to define the best way of recruitment for all patients to receive a
NAT:PD-C needs assessment however, all patients will receive a needs assessment whether or not
their clinician uses the NAT:PD-C to guide the consultation. Patients will be aware that they are free
to withdraw from the study at any point without giving a reason and with no detriment to the level
of care they receive.

Interviews:

It is noted that because of the nature of palliative care discussions as part of usual clinical care, some
patients/carer may become upset during interviews. During interviews, if the researcher has any
concerns in this regard then they will offer to pause the interview to allow the patient/carer time,
and continue if and when they are happy to do so. If the researcher has serious concerns, then a
judgement decision would be exercised to end the interview. The researcher would pass any clinical
concerns to the clinical team if necessary.

6.1 Safety issues

By entering patient/carer homes, the researcher will be entering into participants’ personal space
and lives. This raises a number of issues. Firstly, although it is deemed minimal, there is a risk in
terms of the safety of the researcher when entering other peoples’ homes. The researcher will
comply with the University of Hull Lone Worker Policy. Secondly, by entering participants’ homes,
there is a possibility that the researcher may be witness to inappropriate, illegal or abusive
behaviours and activities. In any such circumstances, the researcher will either: seek guidance from
the participants’ GP regarding any social issues or call relevant authorities.

6.2 Potential benefits for participants

The study may improve identified and managed needs for participating patients by triggering an
holistic assessment that they might otherwise not have had. However, this is not proven (hence the
need for this study) and the anticipated benefit is to improve the care of people with cancer in the
future.

6.3 Potential risks and burdens to participants

Completion of study measures has the potential to place a time and emotional burden upon
participants. To reduce this potential burden, participants will be given the option of assistance with
completing study measures: with a researcher visit, with telephone support for questionnaire
completion or in their own time via postal return. Participants will always be allowed to designate
the venue of any contact with a researcher (e.g. patient home).
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Additionally, some people may be upset when talking about their cancer, care needs, and concerns
related to living with cancer. The researcher will be at hand to address any immediate concerns, and
will be able to pass these onto the patient’s usual clinical team if required, with the patient’s
permission.

Carers:

Caring for a loved one with advanced cancer can be a positive and rewarding experience. However,
the act of caring can also be extremely challenging. Carers are known to have higher risk factors than
non-carers for psychological, physical, social and financial problems.X Moreover, it is recognised that
people close to cancer patients may or may not view themselves as providing care and may object to
the label of ‘carer’ X" Although carers will be invited to participate in the study, there is some risk
that carers — and particularly those who do not wish to take part in the study - may not welcome the
presence of researchers in their homes/place of caring. The autonomy of patients with the capacity
to consent to take part in the study will always be respected. However, so too will the wishes of a
carer in circumstances where the researcher believes that the continuation of study procedures may
place themselves or the patient at risk. In such circumstances the patient would be withdrawn from
the study.

6.4 Potential risks for the study team and health professionals

This is a low risk study, although any research has the potential to generate risks, with regard to the
physical safety and emotional wellbeing of the researcher. Most interactions will be in GP surgery,
but here may be some situations where the researcher remains in the patient’s home alone, after
the clinician has gone, and for those situations the SEDA (Supportive care, Early Diagnosis and
Advanced disease) Lone Researcher Policy will apply. Researchers working on the project will receive
regular debriefing sessions. The study will at all times adhere to principles of the Research
Governance Framework and Good Clinical Practice X Researchers will be in possession of a research
passport for all relevant Clinical Commissioning Groups (CCGs).

In recognition that this study may provoke emotional reactions for the person conducting the
research, meetings between the researcher and the Pl will include discussion of any distress that the
researcher might have experienced during the course of the study. The SEDA Research Group also
has an informal ‘buddy system’ for researchers, which offers peer-support if/when needed. If
deemed necessary, the University has a counselling service that staff can access free of charge.

6.5 Risks and benefits of the study

The study poses minimal risk in addition to usual care to all participant groups. Conducting the study
in the manner set out in this protocol is justified for the immediate aim of determining the feasibility
of a definitive study to test the validated NAT:PD-C tool. Conducting the study will ensure that any
future definitive trial will be financially justified and acceptable to all participant stakeholders, with
the potential for the NAT:PD-C to better assist clinicians to identify and distinguish between needs
that can be addressed by the usual care team and those which require referral for specialist
palliative care.

6.6 Reimbursements

Participants will be reimbursed for any reasonable out of pocket expenses (e.g. travel expenses).
Patients and carers will be formally thanked for their contribution in a letter upon the conclusion of
their involvement in the study. Once our findings are available, key results will be fed back to
participants if they wish this. GP practices will be consulted to check that any patient/carer who took
part is still alive prior to sending out any correspondence. GP practices will be refunded at NIHR
rates for staff time spent implementing study procedures and taking part in focus groups/interviews.
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7.0 Study Management

Trial supervision will be in line with Medical Research Council (MRC) Good Clinical Practice (GCP)
guidelines and include a Core Project Team (CPT), Trial Management Group (TMG), and a Trial
Steering Committee (TSC). The trial will be conducted in accordance with Medical Research Council
(MRC) guidance on Good Clinical Practice (GCP)* and in line with a combination of Leeds Clinical
Trials Research Unit and Humber and East Yorkshire Standard Operating Procedures (SOPs), in
accordance with CONSORT standards, and the NHS Research Governance Framework. X

7.1 Trial Management Group (TMG)

The Trial Management Group (TMG) has been appointed to be responsible for overseeing the
progress of the study. The TMG will consist of: study investigators, research fellow, research
associate, PPl representative(s) and a research administrator. The TMG will meet monthly, either
face to face or via teleconference.

7.2 Core Project Team (CPT)

The day to day work will be carried out by the research associate under the supervision of the
research fellow who will be the project manager. Both researchers will be line managed by and
report to MJ. Meetings between the CPT will occur weekly or as often as is deemed necessary to
respond to the particular requirements of the study. The project manager will contact each study
centre monthly, or as often is as needed, to discuss progress. The CPT will be available for study sites
to answer queries and provide guidance at all times during working hours for the duration of the
study.

7.3 Trial Steering Committee (TSC)

A Trial Steering Committee (TSC) will be appointed including a patient representative and will meet
every three to six months or in response to unforeseen events. The TSC will oversee and ensure that
the study is being conducted in accordance with GCP and relevant regulations. Thereafter, the TSC
will consider study progress including recruitment, adherence to the protocol, participant safety and
any other relevant issues arising. The TSC will meet every 6 months.

7.4 Public Patient Involvement (PPI)

This protocol has been developed and amended with the involvement of public-patient
representatives. The protocol and other study documents have been approved by members of the
SEDA PPI group. PPI representatives (patient/carer) will sit on the TSC and the TMG during the trial
and encouraged to raise any concerns or suggestions regarding the welfare of participants during
the study.

8.0 Safety reporting

8.1 Stopping rules

As this is a feasibility, low-risk study of short duration, there will be no interim analysis and no
stopping rules. The TSC will monitor any emerging issues but no events are anticipated which would
cause the study to be stopped.

8.2 Definitions
For all sites, adverse and serious adverse events will be recorded and reported in accordance with

the ICH GCP and the Research Governance Framework 2005.

This is a low risk study in which data will be collected from patients who have had a needs
assessment from a clinician. No drugs or medical devices will be implemented to study participants,
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other than those used as part of clinical care and the likelihood of harm to study participants due to
their involvement in the study is extremely low.

Expected adverse events

In this population it is expected that episodes of acute illness, infection, new medical problems
and deterioration of existing medical problems will occur and could result in prolonged
hospitalisation, hospital re-admission, significant or permanent disability or incapacity, or
death. In recognition of this, events fulfilling the definition of a serious adverse event will not be
reported in this study unless the event resulted from administration of any research procedure
and fulfils the definition of a Related and Unexpected Serious Adverse Event (RUSAE).

Expected SAEs— Standard Reporting

If research staff become aware that a study participant has died, the clinical research staff will
inform the research team using a standard reporting form. Alternatively, the research team may
identify that a patient has died during study monitoring or procedures. As this is expected within
the study population, it will not be reported to the main REC and will be recorded as a study
outcome.

Related and Unexpected SAEs — Expedited Reporting

All Related and Unexpected SAEs occurring from the date of consent until end of research

contact (after completion of all research procedures) will be recorded on the

Related/Unexpected Serious Adverse Event Form. Related and Unexpected SAEs will be identified by
the research team during study monitoring and participant contacts.

The study team will be responsible for reporting SAEs in accordance with local HREC requirements to
the Research Ethics Committee that gave a favourable opinion of the study and the sponsor
(University of Hull) within 15 days of the chief investigator becoming aware of the event using the
NRES safety report form available from.

Expedited reporting of events to REC and the Sponsor will be subject to current NRES guidance and
Sponsor requirements.

For each Related/Unexpected SAE the following information will be collected:
[] date of SAE;

L] full details in medical terms with a diagnosis, if possible;

[ its duration (start and end dates, and times, if applicable);

L] action taken;

L] outcome.

8.3 Progress Reports

An annual summary report will be submitted to the main REC (UK) which gave the favourable
opinion 12 months after the date on which the favourable opinion was given at the end of the study
according to the current NRES guidance.

9.0 Dissemination and archiving

9.1 Dissemination plan

We will seek to publish trial findings in high impact medical journals as well as presenting results at

conferences in the UK and internationally. Study findings will also be shared with all participants who
indicate during consent that they would like to receive the results of the study.
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9.2 Archiving

At the conclusion of the study, all study documentation, site files and the trial master file will be
stored at the University of Hull for a period of five years. Identifiable and non-identifiable data will
be stored in separate locked facilities in appropriate conditions. All digital data will be stored on the
secure password protected university server, accessible only by authorised members of the research
team.
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10.0 Gantt Chart

Version 2.0
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