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2. Roles and Responsibilities:

Protocol administrator:
Dr Alison Llewellyn.

Name and contact information for study sponsor:

Name: Jane Carter

Job Title: Research Manager Development

Address: Royal National Hospital for Rheumatic Diseases, Royal United Hospitals NHS
Foundation Trust, Upper Borough Walls, Bath BA1 1RL

Tel: 01225 465941 x224

Email: jane.carterl4@nhs.net

Roles, composition and responsibilities of:

° Chief Investigator (Cl)
The Cl will oversee the day-to-day running of the project. The ClI will lead planning and
project management and will organise and lead project management group meetings
as required.

. Study Co-ordinator
The Study Co-ordinator will plan and manage the day-to-day running of the project in
consultation with the Cl. The Study Co-ordinator will be responsible for the data
collection, analysis, write up and dissemination of the study. They will also be a member
of the project management group. The Study Co-ordinator will be supported by the
Study Administrator and members of the study steering group.

. Study Administrator
The Study Administrator will support the Cl and Study Co-ordinator with administrative
tasks in the day-to-day running of the trial and will be responsible for the screening and
input of study data.

° Study project management group
The project management group will consist of all team members (Prof Candy McCabe,
Dr Alison Llewellyn, Sharon Grieve, Lisa Buckle, Prof Frank Birklein, Dr Florian Brunner
and Dr Andreas Goebel), Professors Norman Harden and Stephen Bruehl from the CRPS
International Research Consortium, Robyn Connett, an expert patient representative
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from the COMPACT consortium, and Nicole Vaughan-Spickers representing the ALEA
team.

All members will be expected to contribute to contribute to the successful delivery of
the study and be involved in dissemination of the results.

3. Abbreviations:

CRPS Complex Regional Pain Syndrome

COMPACT | Core Outcome Measurement set for complex regional PAin syndrome
Clinical sTudies

IRC International Research Consortium

RUH Royal United Hospitals Bath NHS Foundation Trust
UWE University of the West of England

IASP International Association for the Study of Pain

IRC CRPS International Research Consortium

SIG Special Interest Group

e-Delphi Electronic Delphi

Keywords
Complex Regional Pain Syndrome, outcome measures, consensus, Delphi.

4. Rationale & background information:

Complex Regional Pain Syndrome (CRPS) is a chronic pain condition usually affecting a single
limb, which manifests in a wide range of sensory, motor, trophic and autonomic
abnormalities. In recent years, revised diagnostic and research criteria have been published
resulting in improved standardisation across study participants®. However, the
multidimensional nature of the condition means CRPS clinical trials currently use a diverse
range of questionnaire outcome measures?. Furthermore, CRPS is categorised as an ’orphan
disease’ due to the small percentage of the population affected by it (incidence rates range
from 5.46 to 26.2 per 100,000 person years>?). This highlights the importance of conducting
multi-centre collaborative projects to help achieve sufficient sample sizes for meaningful
clinical studies.

Synthesis of clinical trial evidence from a number of different centres has been limited due
to the lack of an internationally agreed core set of outcome measurement tools. Historically
this has been a significant limiting factor in the advance of our understanding of the
mechanisms and management of CRPS. The development of a core measurement set will
facilitate the comparison and pooling of data to answer specific research questions agreed
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as internationally important and relevant for the advance of the treatment of CRPS.
Advocating the use of the core measurement set within all clinical studies would enable
these identified research questions to be answered in a timely manner.

A core outcome measurement set can be defined as an agreed, standardised set of
outcomes, which should be measured and reported in all clinical studies in a particular
condition®. In recent years core measurement sets have been increasingly developed in
many health conditions in response to the inconsistency of outcome measures used in
clinical trials investigating the same disease or condition®’. Previous initiatives have
advocated the use of core outcome measurement sets in pain and rheumatology clinical
trials; Initiative on Methods Measurement and Pain Assessment in Clinical Trials®
(IMMPACT) and Outcome Measures in Rheumatology (OMERACT)?. This work provided a
starting point for the COMPACT collaboration due to a degree of overlap between these
disorders and CRPS; a chronic pain condition.

An international consortium was established in 2013, under the auspices of the
International Association for the Study of Pain (IASP) CRPS Special Interest Group (SIG) to
agree a minimum core set of outcome measures advocated for use in all future CRPS clinical
studies. The Core Outcome Measures for complex regional PAin syndrome Clinical Trials
consortium (referred to hereafter as the COMPACT consortium) comprises patients,
clinicians, researchers and representatives from industry from fifteen countries:
Switzerland, Germany, Netherlands, Canada, United States, Denmark, Norway, Israel,
Australia, New Zealand, South Africa, Japan, Argentina, Brazil and United Kingdom.
Members were recruited from the global CRPS community via email and included those with
clinical or research expertise in CRPS from within an academic or clinical setting and/ or an
interest in treatment outcome measures. Patient representatives were recruited via support
groups and were representative of the UK, Netherlands and Switzerland.

The COMPACT consortium agreed that the unique complexity and multifactorial nature of
CRPS necessitates the development of a core measurement set specific to this condition. It
must reflect the bio-psychosocial presentation and impact of CRPS and therefore must
comprise both patient reported outcome data and clinician observed/collected data.

A series of four workshops were convened over a 21 month period at which consortium
members agreed an overarching research question (“‘What is the clinical presentation and
course of CRPS, and what factors influence it?’), and a standardised set of patient reported
outcome measures to answer this. In addition, one clinician reported measure captured the
degree of severity of CRPS.1%11 This work, published in 20172 was endorsed by the IASP SIG
for CRPS and they recommended that the resulting questionnaire set (COMPACT-Q) should
be used in all future CRPS clinical studies.
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The COMPACT consortium recognised at the outset of their work that a later project would
be required to define the clinician observed/collected clinical core data set. For example,
objective measures of limb temperature, oedema, immunology screen etc. Throughout
2017 preparatory discussions have been conducted to draw together a draft set of clinical
outcomes that can be rationalised via consensus methodologies into a clinical core set.
These discussions included a one-day workshop, hosted by Prof Frank Birklein in Mainz,
Germany. The Mainz meeting particularly benefited from the input of invited clinical
academics whose areas of expertise are not directly focused on CRPS, but are closely aligned
to it. These experts (Prof. Hans-Georg Schaible, University of Jena, Germany; Prof. Chris
Eccleston, University of Bath, UK; Prof. Rolf-Detlef Treede, University of Mannheim,
Germany) provided an external perspective on the work of COMPACT and the future
research strategy for the International Research Consortium for CRPS (IRC).

Working in collaboration with the Clinical Informatics Research Unit (CIRU) at the University
of Southampton, UK we have identified an appropriate COMPACT electronic data capture
system and database called ALEA (provided by FormsVision BV). ALEA is widely used in
clinical trials internationally and will facilitate the development of a bespoke COMPACT
database for our current patient reported outcome measures and future clinical core set.
ALEA is designed to allow clinicians/academics to store and view their own data whilst also
contributing to an international dataset. The design and testing of this COMPACT data
capture tool and database is currently being conducted as part of a 2 year COMPACT-Q
feasibility study, which tests the acceptability and feasibility of collecting and storing
COMPACT patient reported outcome data across 8 countries.

5.  Study hypothesis and research questions

Overarching hypothesis:

A minimum core set of clinical outcomes (COMPACT-C) can be defined that will complement
the current COMPACT-Q core outcome measurement set, and together answer the research
guestion: What is the clinical presentation and course of CRPS, and what factors influence
it?

Study research questions to be answered.:
1.  What are the potentially relevant clinical outcomes for use in CRPS?
2. Whatis the minimum number of CRPS clinical outcomes that together best
address the COMPACT consortium’s agreed overarching research question?
3.  What additional data fields and instructions need adding to the existing
COMPACT-Q electronic data management system (ALEA) to collect and manage
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the COMPACT-C clinical data efficiently and effectively across an international
population?

6. Study aims & objectives

Aims:

1. To define a core set of clinical outcomes that complement the current
COMPACT-Q core set to answer the research question that has been agreed as
internationally important and relevant to advance the treatment of Complex
Regional Pain Syndrome.

2. To modify the current electronic data management system (ALEA) to ensure
clinical data are accurately and safely collected and stored.

3. To encourage the use of this core set of outcomes within all clinical studies so
the identified research question is answered in a timely manner.

Objectives:

1. Via aface-to-face workshop and online survey with experts in the field, agree a
list of validated clinical outcomes, which could address the COMPACT
consortium research question.

2. Using an electronic-Delphi survey'*'* with members of the IRC and IASP SIG for
CRPS define a draft clinical outcome measurement set to address the agreed
research question.

3. Via asecond face-to-face workshop with members of COMPACT, agree the final
core set and consider if any of those outcomes not included in the core set
should be included within ALEA as ‘optional’ for specific research groups/sub-
questions.

4. Consider cultural or language barriers to the use of these outcomes and conduct
the work required to address these.

5. Develop inclusive and robust communication systems and data collection
techniques within ALEA.

7. Methodology
Study design:

An electronic-Delphi study, supported by face-to-face workshops.

Study population:

We recognise the importance of getting a multi-disciplinary perspective on this work. The
COMPACT consortium, IRC and the IASP CRPS SIG, all have a multi-disciplinary membership.
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Patient and industry representatives are also key members of COMPACT. The population for
each stage of the study will be as follows:

e Project Preparation Workshop 1: Clinicians, academics and Industry representatives
who are members of the COMPACT consortium.

e Workshop 2: The COMPACT consortium including patient representatives.

e E-Delphi survey: Clinicians and academics who are able to communicate in written
English and are members of the IASP SIG for CRPS and/or members of the IRC for
CRPS at the time that the invitation to participate in this study is circulated to both
organisations.

Sample size:

Delphi surveys can range from quite small sample sizes (n=15-50) up to much larger samples
(n>300)*°. It is common to have some attrition at each stage so that the final number of
participants completing all stages of the process is considerably smaller than the total
potential sample at the outset. The study team have experience of successfully conducting a
Delphi survey in a large study population (n=> 300)°. We are aware that within our ‘expert’
groups of the IASP CRPS SIG (current membership n=270) and IRC (currently n=70) there is
some overlap in membership so we anticipate the total potential sample will be <300 but
above the desirable minimum of 50.

Recruitment and consent:

Email notification of the COMPACT-C workshops will be circulated to clinicians and
academics within the COMPACT consortium. Prior to recruitment into this study, all
participants will have the nature and scope of the study explained to them via the email
invitation and/or at the start of each workshop. Consent to participate in the study will be
assumed by attendance at the workshops

Potential e-Delphi survey participants will be contacted via a personal email invitation sent
by the IASP SIG for CRPS, and the IRC administrator, Debra Nelson-Hogan, to the members
of their respective organisations. Permissions have already been agreed by the Chair of the
IASP SIG for CRPS (Dr Goebel) and Amy Kirsling (previous administrator) IRC, to use this
recruitment approach. We will also approach the chair of the IASP Neuropathic SIG
(NeuPSIG) to request that its members are also invited. This method of recruitment has
been successfully used in the past by members of the study team. The email invitation will
include an overview of the study and a link to access further information and the first round
of the e-Delphi survey. This invitation will be circulated again two weeks after the first email
in an attempt to optimise recruitment.
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The two rounds of the e-Delphi study will be presented to participants as “Survey 1” and
“Survey 2” for ease of understanding.

On accessing the Round 1 survey, potential participants will be reminded of the study aims
and why they have been invited to take part on the first screen. A link to a private You-Tube
video-scribe will be given. The video-scribe will include an explanation of the sequential
process of the study and the aims of each round of questionnaires. A full participant
information sheet will also be provided via a link on the first page of the electronic survey,
and before the respondent decides whether to participate. Providing this type of
information to potential participants has been shown to increase commitment to the study
and improve response rates in subsequent rounds!”18, Consent to participate in the study
will be received by the respondent clicking the appropriate option to access the Round 1
survey questions. Respondents who choose not to participate will be asked to explain why
and no further data will be captured.

Participants who continue to the Round 1 survey will be asked to proved their email address
so they can be contacted directly, without the need to go back through the IASP SIG, IRC or
NeuPSIG for the conduct of the subsequent round. Participant email addresses will only be
seen by the research team. All data presented within the second round of the e-Delphi
survey, and in future publications will be presented in an anonymised manner. The survey
rounds will be hosted on the Qualtrics Insight Platform as provided and licensed via the
University of the West of England, UK.

A study specific email address will be made available for participants, to address any
guestions relating to the study.

Method:

Project Preparation Workshop 1

A single workshop will be convened which ideally will run alongside an international
meeting (e.g. IASP World Congress 2018, Boston). Email notification of this workshop will be
circulated to clinicians and academics within the COMPACT consortium. A representative
from ALEA will also be in attendance. This COMPACT-C workshop will review the data
arising from the Mainz 2017 meeting and from a literature search, in order to compile a list
of validated clinical outcomes that have relevance to the COMPACT research question. The
resulting list will comprise the first round of the Delphi survey, that study participants will be
invited to consider.

The e-Delphi Survey
The Delphi technique comprises a series of sequential questionnaires (usually 2-3), which
are interspersed by controlled feedback that seeks to combine opinion into a group
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consensus®. Consensus methods are useful for situations where there is incomplete
knowledge or a requirement to set an agreed set of priorities.!>° A particular strength of a
consensus approach is that each participant has an equal say so that no one voice is
dominant®. As there is no published data on the minimum core set of clinical outcomes for
CRPS then this is an appropriate technique to use to explore this topic and to set a priority
list. The Delphi Technique has been used successfully before by members of the research
team to answer other questions in relation to the care and treatment of those with CRPS.1®
20

e e-Delphi Round 1

Participants will be reminded of the overarching COMPACT research question: What

is the clinical presentation and course of CRPS, and what factors influence it? They

will be asked to review the list of clinical outcomes arising from Workshop 1 and to
rate the relevance of each outcome to the research question on a 9-point Likert scale
where 1=not relevant and 9 =highly relevant. There will be space beneath each
response for free text to be added so participants can justify their selected response
or add a comment if they choose.

The responses to this questionnaire will be collated so as to create Round 2.

e e-Delphi Round 2

Those respondents who completed Round 1 will be presented with an individualised
guestionnaire. This will comprise the full list of outcomes from Round 1; their
individual score of relevance for each outcome; and the group median score for each
outcome. Any comments added in Round 1 will also be displayed in an anonymised
manner. After considering the group median and free-text comments, study
participants will be invited to re-rate each outcome.

Those outcomes that have a final group median score of > 7 as agreed by 75% of the
study group® will be considered the draft ‘core clinical outcome measurement set’.

Workshop 2

It is anticipated the second COMPACT-C workshop will coincide with the IASP CRPS SIG
meeting scheduled for September 2019 in Valencia, Spain prior to the 2019 EFIC meeting. A
representative from the ALEA team will also be invited to ensure the final core clinical set
can be appropriately presented and supported on the data management system. The draft
core clinical measurement set will be presented to, and discussed by members of the
COMPACT consortium to determine the final core set. The rationale for this stage is to
consider any practical limitations to the final selected outcomes (financial or time
restrictions), and consider which measures should be included in the core set, and which
measures should be included within the ALEA data set as ‘optional for research purposes’.
Where/if problems arise in achieving group consensus within this workshop then Nominal
Group techniques,®?! such as ranking and voting will be used to achieve the goals of the

HAS-NAM-17-029 Version 1
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workshop. These discussions will be audio recorded to allow post-event validation of
confirmation of the core clinical outcomes and optional research outcomes. The final agreed
‘core’ and ‘research optional’ outcomes will inform the design and content of the ALEA data
collection forms and database.

8. Data Analysis:
All data will be exported from the e-Delphi survey tool (Qualtrics) and entered on to an
Excel spreadsheet.

e Round 1: Participants’ demographic data will be reported using descriptive
statistics.. Free text comments for each item will be collated.

e Round 2: Median scores and level of dispersion (standard deviation and the
interquartile range) of each questionnaire item will be calculated!> Measures
that have a final group median score of > 7 as agreed by 75% of the study group?®
will be identified.

9. Safety considerations

As this is an electronic-Delphi study supported by face-to-face workshops involving
Clinicians, academics, industry representatives, and only patients who are members of the
COMPACT consortium, the risk to participants is very low.

10. Data collection and management

The Chief Investigator will ensure that the confidentiality of participants taking part in the
study (as per General Data Protection Regulation and Data Protection Act 2018). Self-
reported questionnaires, non-anonymous data regarding subjects (including identity and
contact details) and the study Master File will be physically kept in a digitally locked office
on secure premises (at the RUH).

Data generated will be stored on the RUH password protected computer system. The data
will be anonymised and managed by the research team. Research data and all appropriate
documentation will be stored for a minimum of 5 years after the completion of the study, in
accordance with the General Data Protection Regulation and Data Protection Act 2018.
Personal identifiable data will be kept for 2 years after the close of the study in order to
address any queries that may arise during the dissemination of the work.

11. Project management

HAS-NAM-17-029 Version 1
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Day to day responsibility for the trial will be held by the CI (CM) and the Study Co-ordinator
(AL). The overall responsibility for the project will be held by the Chief Investigator (CM). The
project management group will convene approximately every 4-6 months via teleconference
to review study progress including recruitment, protocol adherence, data quality, milestones,
deliverables and budget. These meetings will be chaired by the ClI (CM). Monthly research
meetings with members of the core research team (the Cl, Study Co-ordinator and Study
Administrator) will be also be held.

12. Quality assurance

All members of the core research team (the Cl, Study Co-ordinator and Study Administrator)
will be trained to the appropriate level of Good Clinical Practice (GCP) standards. To ensure
the collection of good quality data the following data collection processes will be followed.
The collected data will be inputted by the Study Administrator (LB) and double checked by
the Study Co-ordinator (AL). A sample of data will be further checked by the CI (CM). The
Study Co-ordinator will contact research participants for any missing data. However, to
ensure that participants are not overburdened they will be contacted a maximum of three
times.

13. Dissemination of results and publication policy

A final report of the study outcomes, in addition to a peer-reviewed publication, will be
circulated to members of the IRC and IASP CRPS Special Interest group. Publications arising
from this study will have all project management group members as co-authors.

We plan to present at appropriate national and international conferences and will provide
links to the findings from our research across the RUH and UWE social media platforms.

14. Duration of the project & time schedule
The project will run for 20 months. We anticipate this will be from the 15t September 2018
until 30t" April 2020.
The anticipated time schedule is as follows:
e 1 mth project preparation workshop 1 (Boston, September 2018)
e 2-5 mths Creation of e-Delphi content
e 5-6 mths University ethical approval
e 7-8 mths and recruitment and conduct of Delphi Round 1, analysis of data
e 9-10 mths preparation and conduct of Delphi Round 2
e 11 mths analysis of Round 2 data and preparation of documents for workshop 2
e 12 mths Conduct of workshop 2 (Valencia, September 2019),
e 12-14 mths Preparation of publication and other dissemination activities.

HAS-NAM-17-029 Version 1
12


http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwidz_SU_8XaAhUMKsAKHatmBS4QjRx6BAgAEAU&url=http://designability.org.uk/our-organisation/our-partners/royal-united-hospitals-bath/&psig=AOvVaw1JnabDgTiQm7V8btcwWw4F&ust=1524215313586295

UWE | oo

ot the
Bristol | ¥, NHS
Royal United Hospitals Bath

NHS Foundation Trust

e 15-20 mths Modification of ALEA to accommodate core clinical set and feasibility
testing using ‘mock data’ by applicants. Translation of online/paper data collection
tools as required*

* As COMPACT is an international collaborative initiative then data collection and data
storage systems need to be accessible to the global community. Where translation is
required for use of the clinical core set within ALEA, then this will be undertaken by the
research partners within the COMPACT consortium under strict adherence to the ‘best
practice’ translation standards established in a protocol for the CRPS Recovery Study.'® This
uses a forwards and backwards translation approach to ensure the meaning of text is the
same across each of the countries. Permissions will be sought for translation as required for
any clinical outcome measure included in the core set that may have publication or protocol
author restrictions.

15. Ethical and legal considerations

Participation will be voluntary. Consent to participate, and on-going engagement in the
study, is via return of completed e-documents at each stage of the Delphi survey and/or
attendance at the workshops. It will be made clear in the online study information that
research participants may withdraw from the study at any time but data that has already
been collected will be included in the study. There will be no requests for any further data
when a study participant has asked to withdraw from the study or when no response has
been received from the preceding round in the Delphi survey. Where possible, the reason
for withdrawal from the study will be elicited and documented.

Prior to commencement of the study, the study protocol and all other relevant
documentation will be submitted for approval to the University of the West of England’s
ethics committee. A record of this approval will be stored within the Master File at the lead
site (RUH). The Chief Investigator will be responsible for adhering to research governance
and good clinical practice as required locally, including data protection and storage of data.

Permissions for use will be sought as required for any clinical outcome included in the core
set that has publication or protocol author restrictions.

The protection of human subjects in research is of great importance. This study will adhere
to the principles defined in the declaration of Helsinki 2008.

16. Confidentiality
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Personal data collected will be in the form of the names and email addresses of workshop
attendees and e-Delphi respondents. A unique study participant identifier will be allocated
to participants, linking them to their email address. This information will be stored
separately from the study data and will only be accessed by the Bath administrative team
for the purposes of conducting the e-Delphi survey. All study data will be stored using the
study participants’ unique identifier. No participant identifiable data will be shared outside
of the Bath administrative team at any time. In Round 2 of the Delphi survey each
participant will only see their own Round 1 responses, anonymised free text comments, and
the group median score. Direct access to the source data and documents will be permitted
for local monitoring, audits, Research Ethics Committees and review.

For the purposes of this study, no patient data will be stored on ALEA. Any work related to
ALEA will be in terms of formatting the data collection tools and database design in order to
accommodate future data from the core clinical set. Work is being conducted as part of the
current COMPACT-Q feasibility study to define and complete the necessary ethical and
governance approval processes for the future use of ALEA. It is anticipated that this work
will be nearing completion at the same time as the study within this protocol comes to an
end. Information gained in this study can then easily be added in to the ALEA ethical and
governance approval processes for the whole COMPACT data set (patient reported outcome
measurements and clinical data).

After the e-Delphi data set has been closed, the RUH will have access to this and the entire

dataset.
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