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ABSTRACT
Introduction Transparent collaborations between patient 
organisations (POs) and clinical research sponsors (CRS) 
can identify and address the unmet needs of patients 
and caregivers. These insights can improve clinical trial 
participant experience and delivery of medical innovations 
necessary to advance health outcomes and standards of 
care. We share our experiences from such a collaboration 
undertaken surrounding the SENSCIS® clinical trial 
(NCT02597933), and discuss its impact during, and legacy 
beyond, the trial.
Summary We describe the establishment of a 
community advisory board (CAB): a transparent, multiyear 
collaboration between the scleroderma patient community 
and a CRS. We present shared learnings from the 
collaboration, which is split into three main areas: (1) 
the implementation and conduct of the clinical trial; (2) 
analysis and dissemination of the results; and (3) aspects 
of the collaboration not related to the trial.
1. The scleroderma CAB reviewed and provided advice on 
trial conduct and reporting. This led to the improvement 
and optimisation of trial procedures; meaningful, patient- 
focused adaptations were made to address challenges 
relevant to scleroderma- associated interstitial lung disease 
patients.
2. To ensure that results of the trial were accessible 
to lay audiences and patients, written lay summaries 
were developed by the trial sponsor with valuable input 
from the CAB to ensure that language and figures were 
understandable.
3. The CAB and the CRS also collaborated to co- develop 
opening tools for medication blister packs and bottles. In 
addition, to raise disease awareness among physicians, 
patients and caregivers, educational materials to improve 
diagnosis and management of scleroderma were  
co- created and delivered by the CAB and CRS.
Conclusions This collaboration between POs and a CRS, in 
a rare disease condition, led to meaningful improvements 

in patient safety, comfort and self- management and 
addressed information needs. This collaboration may serve 
as a template of best practice for future collaborations 
between POs, research sponsors and other healthcare 
stakeholders.

PATIENT FOCUS IN DRUG DEVELOPMENT
The role of patients and caregivers as key 
stakeholders in clinical research is increas-
ingly recognised by all parties involved 
in healthcare innovation, regulation and 
delivery.1–3 Patient- focused research is an 
increasing priority for regulators,4–6 health 
technology assessment (HTA) bodies, 
payers,7–10 pharmaceutical companies and 
public–private partnerships.11–13 For many 
years, the patient and caregiver community 
has campaigned for companies to embed 
patient involvement into all stages of clin-
ical research and development.14 15 Patient 

Strengths and limitations of this study

 ► Working in collaboration, patient organisations and 
clinical research sponsors can co- create and imple-
ment initiatives tailored to address the unmet needs 
of people living with different disease conditions.

 ► Transparency and recognition of mutual interests 
from the outset are key to establishing and sustain-
ing effective collaborations.

 ► Sustaining these collaborations in the long term 
across the entire medical innovation life cycle—
from inception to clinical trial evaluation and de-
livery—is imperative to achieve patient- focused 
improvements in healthcare outcomes.
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organisations (POs) are also closely collaborating with 
scientific societies, for example the US Cystic Fibrosis 
Foundation, Cystic Fibrosis Therapeutics Development 
Network and European Cystic Fibrosis Society Clinical 
Trials Network. Another example is the Scleroderma 
Patient- centred Intervention Network, which is actively 
collecting real- world evidence.16 There is also a drive 
(via committees within the European Medicines Agency 
(EMA) such as the Pharmacovigilance Risk Assessment 
Committee, the Committee for Orphan Medicinal Prod-
ucts and the Paediatric Committee) to involve patients 
in European Union projects; for example, the Innova-
tive Medicine Initiative (IMI)’s PARADIGM and PREFER 
projects seek to provide a framework for patient engage-
ment.17 18 European Reference Networks on rare and 
complex diseases demonstrate that patients are crucial 
and considered as equal stakeholders in developing clin-
ical practice guidelines and patient pathways.19 Greater 
involvement of patients in the clinical development 
process can lessen some challenges faced by the phar-
maceutical industry and academia in conducting clinical 
trials, especially in rare diseases (box 1).20–23 Moreover, 
they help improve patient satisfaction with clinical trials, 
and aid development of new medicines to meet patient 
needs and expectations.

Different terms are used to describe the focus and collab-
oration of the pharmaceutical industry and academia with 
patients and POs, including patient involvement, patient 
engagement, patient- centricity and patient focus. In this 
article, ‘patient focus’ is used as an all- encompassing 
term, with the understanding that initiatives are designed 
and optimised to meet patient and caregiver needs and 
expectations. Here, we refer to ‘patients’, but recognise 
that many patient communities prefer the term ‘people 
living with [a disease]’.

The approach to collaborations between research 
sponsors and the patient community varies widely, yet the 
potential benefits of such collaborations are recognised 
(eg, identification of unmet needs, determining the 
impact of new treatments, facilitating adherence, 
and improving trial design to enhance recruitment/

retention).2 3 21 24–27 In their recent report, The Econo-
mist’s Health Intelligence Unit emphasised the value of 
patient collaboration in expediting enrolment times for 
clinical trials (particularly in rare diseases) and increasing 
the likelihood of launch for new medicines.28 Supple et 
al provide guidance regarding collaboration with patients 
on IMI- funded European Union projects, such as U- BIO-
PRED,29 and there are guidelines for patient engagement 
during the drug development life cycle.27 30 31 However, 
there is a paucity of shared best practices and no practical 
framework to guide collaborations between the patient 
community and research sponsors, nor research evidence 
base evaluating the impact of collaborations.3 21

Here, we describe the establishment of a community 
advisory board (CAB): a transparent, multiyear collabo-
ration between the scleroderma patient community and 
a clinical research sponsor (CRS). Since scleroderma, or 
systemic sclerosis, is a rare disease, the CAB was estab-
lished following signing of the European Organisation 
for Rare Diseases (EURORDIS) charter. We present 
shared learnings from the collaboration and initiatives 
undertaken regarding the SENSCIS phase III clinical 
trial (NCT02597933) in scleroderma- associated intersti-
tial lung disease (SSc- ILD)32 and initiatives not related to 
the trial. It is expected that these learnings will serve as a 
blueprint to guide and encourage future collaborations 
between patient communities, CRSs and other healthcare 
stakeholders, such as hospital- based investigators.

DISEASE AND TRIAL OVERVIEW
Scleroderma is a rare autoimmune disease that is char-
acterised by the thickening and scarring of the skin and 
connective tissue of multiple organs in the body. It affects 
women more often than men and most commonly occurs 
between the ages of 30 and 50. Scleroderma symptoms 
vary, depending on which parts of the body are affected, 
and can change over time. In some people, scleroderma 
affects only the skin. But in many people, scleroderma also 
harms structures beyond the skin, such as blood vessels 
and internal organs. The SENSCIS clinical trial investi-
gated the efficacy and safety of nintedanib in patients with 
SSc- ILD, a common lung manifestation of scleroderma. A 
total of 576 patients with SSc- ILD aged ≥18 years and with 
the onset of active disease ≤7 years before screening were 
included and treated. The mean age of trial participants 
was 54 years and 75% were female.

TRANSPARENCY AND DISCLOSURE
In their publicly available charter, EURORDIS formalises 
the shared expectations of both patients and CRSs as ‘the 
rapid acquisition of quality scientific data and the devel-
opment of effective and safe treatments and the subse-
quent access to them’.20 The EURORDIS charter outlines 
a framework for collaborations between POs and CRSs 
based on 11 key principles (box 2).20 The recognition of 
mutual interests and equal standing as stakeholders in 

Box 1 Challenges conducting clinical trials in rare 
diseases

 ► Poor understanding of disease natural history impedes planning.
 ► Failure to recruit enough patients

 – Small number of patients with disease.
 – Patients misdiagnosed.
 – Restrictive inclusion criteria.
 – Competing trials at few centres.
 – Physicians outside of expert centres not identifying patients.
 – Patients unaware of clinical trials.

 ► Patients dissuaded by inappropriate clinical trial design.
 ► Patients dissuaded by the choice of comparator arm.
 ► Lack of clarity over compassionate use after trial completion.
 ► Excessive burden of clinic visits and tests for multiple endpoints.
 ► Ineffective strategies to support participant retention.
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clinical research provides a solid foundation for collab-
oration. It is also crucial to agree what is meant by terms 
such as ‘patient’, ‘involvement’ and ‘key stakeholders’.21 22

Transparency is fundamental to establishing trust 
between stakeholders and sustaining a meaningful 
collaboration that acts with integrity. Some collaborations 
between POs and research sponsors have been subject to 
criticism and increased scrutiny by the medical commu-
nity in recent years,33 34 due to a lack of transparency about 
these relationships and their funding.33–36 However, since 
2012, members of the European Federation of Pharma-
ceutical Industries and Associations (EFPIA) and the 
Association of the British Pharmaceutical Industry are 
required to disclose all payments to POs.37 38 Compliant 
with these guidelines, all funding and payments- in- kind 
were openly reported and are readily accessible to the 
public (see conflict of interests statement). This transpar-
ency also ensures that HTA bodies, payers and regulatory 
agencies can assess potential conflicts of interest of POs 
who may provide advice to them. For instance, the EMA 
has a policy in place stating patient representatives must 
declare any conflicts of interest; moreover, involvement 
with the EMA may be restricted if one’s activities are felt 
to affect their impartiality.39

ESTABLISHING A COMMUNITY ADVISORY BOARD
The CAB, comprising 10 delegates at initiation (rising 
to 15 over the course of the initiative) representing 
scleroderma POs from 10 countries, was established as 
the basis of the collaboration between the scleroderma 
patient community and the CRS. The first CAB was 
held after finalisation of the trial protocol but before 
training of investigators and initiation of the study. 
The demographics of the trial were generally reflected 
in the make- up of the CAB, although the duration of 
active disease varied (making CAB members living with 
scleroderma not eligible for the trial). A CAB is a group 
of patients who offer their expertise to CRSs to discuss 

overall programme development, a single trial or other 
projects beyond the research programme. Generally, the 
same group of patients advise several sponsors in their 
field. Ethically, it was important that the collaboration 
was based on a mutually accepted framework, allowed 
patients to contribute to an optimised patient- centric 
trial with suggested changes still subject to review board 
approval, and that CAB participants did not participate 
in the trial.

In accordance with the EURORDIS charter and its prin-
ciples, the scope and terms of the collaboration between 
the scleroderma community and the CRS were laid out 
in a co- created, mutually ratified memorandum of under-
standing (MoU) (figure 1)40 prepared in accordance with 
the CRS’s own Guiding Principles in the Collaboration with 
Patient Organisations.41 While the MoU is specific to the 
collaboration between the scleroderma POs and the CRS, 
the scleroderma CAB is open to other trial sponsors.

FOUNDATIONS OF THE COLLABORATION
From the CRS’s perspective, the collaboration was 
founded on respect, trust, empathy and passion, and 
guided by the sponsor’s code of conduct and principles 
for collaboration with POs.41 From the POs’ perspective, 
the Federation of European Scleroderma Associations 
(FESCA), Scleroderma Canada and the Scleroderma 
Foundation share a common mission to represent the 
voice and interests of people living with scleroderma, 
their families and caregivers. POs (and representatives) 
approached the collaboration within their collective (and 
individual) remit to support people with scleroderma 

Box 2 Principles of the European Organisation for Rare 
Diseases Charter for Collaboration in Clinical Research

 ► This Charter is an expression of mutual intentions and aspirations.
 ► The Charter is not legally binding.
 ► The collaboration is based on respect and is not tokenistic.
 ► The CAB is recognised as an independent body and is not structur-
ally dependent on the sponsor.

 ► The work and the structure are transparent.
 ► Agendas are cooperatively designed.
 ► The dialogue is meaningful and of high quality.
 ► 8. Collaboration between the sponsors and the CAB is timely where 
input can make a difference.

 ► Confidentiality is respected by both sides.
 ► The collaboration is based on trust.
 ► All interactions are considered non- promotional.

CAB, community advisory board.

Figure 1 Areas covered by the memorandum of 
understanding between the research sponsor and 
scleroderma patient organisations. 
* Signed by Canadian and European Scleroderma patient 
organisations.
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by promoting the advancement of knowledge, research 
and information in the field and increase awareness of 
the disease. As part of this, they encourage and/or under-
take surveys, research projects and clinical trials related to 
the disease and the publication of the results of any such 
research.

Clear documentation of the CAB’s advice and agree-
ment on action items, agile working approaches, account-
ability and intrapreneurship helped to continuously 
optimise the CRS’s initiatives to meet the needs and 
expectation identified by the CAB. Working methods 
included constant challenging of the status quo and 
optimisation through patient- focused feedback cycles 
(including user experience (UX)). The CAB identi-
fied challenges from the patient perspective; suggested 
and developed approaches to solve these challenges 
(including identification of existing solutions); concepts 
were tested; and existing solutions were adapted or new 
solutions were developed and optimised through testing 
and retesting with the CAB to address the challenges. 
The aim of the feedback cycles was to ensure that patient 
needs and patient satisfaction with trials and services were 
being met.

The following sections will provide an overview and the 
outcomes of the collaboration in three areas described in 
the MoU: the implementation and conduct of the clinical 
trial; analysis and dissemination of the results; and aspects 
of the collaboration not related to the trial.

IMPLEMENTATION AND CONDUCT OF THE CLINICAL TRIAL
The scleroderma CAB reviewed and provided advice on 
trial conduct and reporting to improve participant expe-
rience and trial retention. Figure 2 outlines the process 
by which the CAB provided advice, and how this was 
implemented in an iterative fashion, from initial advice 
to advice during conception and final advice. Each led 

to the improvement and optimisation of trial procedures, 
and meaningful, patient- focused adaptations were made 
to the trial to address disease- specific challenges relevant 
to SSc- ILD patients (figure 3). All advised actions were 
clearly documented by the CRS and agreed with members 
of the CAB.

Initial input in the trial protocol from the sclero-
derma CAB facilitated revision of trial exclusion criteria. 
In response to insights on ulcerative manifestations, 
the exclusion criteria were revised so that patients with 
severe ulcers at anatomical sites other than their digits 
could also be excluded (at the discretion of the investi-
gator) to ensure patient safety. Reviewing the protocol 
flowchart also led to practical adaptations to trial proce-
dures and materials. Patients had reported discomfort 
and difficulties in forming a seal around the rigid, adult 
spirometry mouthpieces provided. In response to this 
feedback, paediatric silicone mouthpieces were provided 
to improve patient comfort and accuracy of pulmonary 
function tests. Patients also reported difficulties with 
blood- draw using conventional needles, so butterfly/
paediatric needles were provided to reduce discomfort.

Another area in which the CAB provided meaningful 
advice was regarding the modified Rodnan’s skin score 
test, which was used as a secondary endpoint in the 
trial to assess skin thickening. Training in this outcome 
measure was provided to trial investigators, and the CAB 
suggested volunteers and provided advice on training- 
session conduct based on their experiences, notably the 
importance of room temperature and available dressing 
facilities. Due to skin fibrosis and reduced blood flow 
to the skin surface associated with Raynaud’s phenom-
enon, people living with scleroderma are prone to the 

Figure 2 Process for receiving and implementing CAB 
advice. CAB, community advisory board.

Figure 3 Patient- focused adaptations to the scleroderma- 
associated interstitial lung disease trial based on the 
community advisory board's advice.
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debilitating effects of cold temperatures42 43; therefore, 
warmer room temperatures were provided to ensure 
the comfort of patients volunteering in expert training 
sessions. Anecdotal feedback from patients who volun-
teered for these sessions was positive, as their well- being 
had been sensitively accommodated, with many volun-
teers to participate in further training sessions as new 
investigator sites and countries onboarded. No patients 
discontinued participation of the sessions.

To keep trial participants informed and engaged 
throughout the trial, patient newsletters, birthday cards 
and thank- you letters were suggested and co- developed by 
CAB members and provided to trial participants through 
trial sites (approved by relevant ethics committees). News-
letters provided information about the status of the trial 
and regarding management of adverse events and chal-
lenges associated with scleroderma, such as digital ulcers 
and cold weather. The CAB felt that this information may 
have helped overcome ‘participant burnout’, and the 
trial had retention rates of more than 90%.32 Evidently, 
many factors feed into patient retention in trials that may 
be independent of the CAB input, such as those driven 
by investigator and hospital staff. It is impossible to be 
certain if this high retention rate is directly related to the 
CAB activities, but we would suspect some of it is. The 
CRS also sought the advice and feedback of the CAB on 
the wording and content of a post- trial survey, and itera-
tively incorporated changes where relevant.

ANALYSIS AND DISSEMINATION OF RESULTS
The contribution of CAB members to the clinical trial was 
acknowledged in the publication of the findings.32 CAB 
advice regarding potential benefit/risk was sought prior 
to and after the results of the trial became available, and 
were included in the regulatory submission dossier of the 
trial sponsor.

To ensure that results of the trial were accessible to lay 
audiences and patients as per European Union clinical 
trial regulation,44 written lay summaries were developed 
by the trial sponsor with valuable input from the CAB to 
ensure that language and figures were understandable.45 
In addition, and following CAB advice, the lay summary 
was developed in video format with input from the sclero-
derma CAB.46

ASPECTS OF THE COLLABORATION NOT RELATED TO THE TRIAL
In parallel to the trial, the CAB and the CRS collaborated 
to co- develop opening tools for medication blister packs 
and bottles. This was because people living with sclero-
derma may find it difficult and painful to open their 
required medication blister packs and bottles, as sclero-
derma affects patients’ hands, causing contractures of 
the fingers, shortening of the digits and digital ulcers. 
The co- development followed an interactive and iterative 
process over multiple meetings. The 3D- print design files 
of the blister- pack opening aid are publicly accessible47 48 

in order to allow production and modification for blister 
packs of different sizes (figure 4). It is intended that the 
medication- opening tools and accompanying informa-
tion leaflets will be made available to patients living with 
scleroderma to facilitate self- management of care.

To raise disease awareness amongst physicians, 
patients and their caregivers, educational materials to 
improve diagnosis and management of scleroderma were  
co- created and delivered by the scleroderma CAB and 
CRS, including comprehensive UX testing. Importantly, 
the research sponsor consulted with the CAB to deter-
mine what materials were already available regarding 
disease awareness and then adapted some materials for 
reuse. These included the SO RARE information cards 
(figure 5) intended for physicians and the general public, 
based on a disease awareness card originally designed by 
FESCA. Strategies to raise disease awareness culminated 
in the More than scleroderma health- literacy campaign, 
providing brochures and a publicly available online repos-
itory of information for people living with scleroderma 
and their caregivers. Three of the brochures from this 
campaign were recognised at the 2019 British Medical 
Association Patient Information Awards. The More than 
scleroderma online and printed materials aimed to widen 
access to high- quality, patient- focused and medically accu-
rate information to raise disease awareness and improve 
health literacy among scleroderma patients, their physi-
cians and caregivers.21 22

LEARNINGS FOR THE FUTURE
Many of the patient involvement initiatives undertaken 
within the collaboration are hoped to deliver a long- 
term legacy beyond trial completion, for the broader 
benefit of people living with scleroderma. In a changing 
digital and social environment, in which patients are 
more involved in their own medical care, collaboration 

Figure 4 3D design images of the medication opening tools 
for bottles and blister packs.
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between patients, investigators and research sponsors is 
increasingly important.

Although the above modifications to trial design and 
conduct were hugely effective, the CAB and the research 
sponsor acknowledge that earlier CAB input during 
protocol design may have enabled inclusion of addi-
tional patient- focused measures to further improve trial 
participant experience. Although exploration for patient 
representation involvement was before the submission 
of the protocol, the first CAB was held after finalisation 
of the trial protocol but before training of the investiga-
tors and initiation of the study. Feedback on the protocol 
was, therefore, implemented through an amendment. 
Patient involvement for a dedicated study should start 
early in protocol development, and early enough to 
have their input during feasibility to allow for advice on 
patient materials as part of primary submission packages. 
Notably, earlier collaboration would have enabled access 
to the medication opening tool at the start of the trial. 
In future, it may be preferable to design medicine pack-
aging that would not require such tools. Furthermore, it 
is difficult to assess the exact impact that patient advocacy 
can have on clinical research as we cannot always directly 
compare trials with and without patient input. Adequate 
methods to evaluate the impact of patients’ advocacy are 
still needed.

Collaborations between POs and CRSs are necessary to 
confirm the unmet needs of patients and their caregivers, 
particularly in the field of rare diseases where specific 
needs can be overlooked. The collaboration benefited 
from already established POs. Initiatives such as OrphaNet 
and EURORDIS have large databanks that allow identifi-
cation of existing POs in rare disease fields. Centres of 
expertise can be an alternative source to help identify 
and establish collaborations with rare disease patients 
in disease areas where established POs do not exist. The 
timing of patient involvement activities is critical to their 
success and impact.21 Although sometimes challenging 
to incorporate, initiatives should be timed for maximum 
effect across the entire life cycle of healthcare innovations. 
As the primacy of the patient voice becomes a key driving 
force for CRSs (and the wider pharmaceutical industry), 
it is imperative that long- term collaborations with POs are 
established and sustained beyond the confines of the clin-
ical trial landscape alone. Through ongoing, transparent 
collaborations, POs and CRSs can collaborate to deliver 
meaningful, patient- focused outcomes encompassing the 
broader context of health and care provision needs.

CONCLUSIONS
This collaboration between POs and a CRS, facili-
tated through a CAB in a rare disease condition, led to 

Figure 5 SO RARE disease awareness cards designed for physicians and patients. The image of hands used in the SO RARE 
cards is an Alamy Stock Photo, licensed for use until November 2022 (reference OY20206909)).
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meaningful improvements in patient safety, comfort, 
administration and self- management of care and 
addressed information needs (online supplemental 
file 1). Collaborations between the patient community 
and research sponsors must be guided by transparency, 
mutual interest, shared values, agreed codes of conduct, 
and ratified terms of engagement for PO and industry 
collaborations. The collaboration must be underpinned 
by the willingness of research sponsors to learn and opti-
mise initiatives to meet patient and caregiver needs and 
expectations. The collaboration outlined here may serve 
as a template of best practice for future collaborations 
between POs, research sponsors and other healthcare 
stakeholders.
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