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Redefining the Art of Patient and Stakeholder 
Engagement in Rare Disease Clinical Research

According to the US Orphan Drug Act, 
a rare disease is one that affects fewer 
than 200,000 people1. In EU countries, 
any disease affecting fewer than five 
people in 10,000 is considered rare2.  
Currently, there are an estimated 
5000 to 8000 diseases affecting 
400 million people worldwide with 
conditions including cystic fibrosis, 
Duchenne muscular dystrophy, sickle 
cell disease and haemophilia B3. An 
array of therapeutic interventions are 
being evaluated across the spectrum 
of these disorders.

Because of the rarity, heterogeneity 
and the  complex pat ient 
management associated with rare 
conditions, creating a pharmaceutical 
development programme for the 
treatment of one of these diseases 
is challenging. It almost goes without 
saying that the industry cannot 
approach trials in the same manner 
as studies for drugs in other disease 
areas, which have well-established 
and highly-codified development 
pathways. From patient recruitment 
and retention to protocol design 
and regulatory approach, careful, 
strategic planning is critical to a 
study’s success. 

Here, Worldwide Clinical Trials 
Executive Director of Project 
Management and Rare Disease 
Franchise Lead, Leslie Wetherell, 
explores the importance of patient 
and stakeholder engagement in 
rare disease clinical research, 
including the crucial role patients 
and their care network should have 
in supporting protocol development 
as well as the part stakeholders can 
play in ensuring positive outcomes. 

Understanding Unique Patient 
Populations
When embarking on a rare disease 
clinical trial, it is crucial for 
researchers to truly understand the 
patients and their unique situation 
before the protocol is designed. In 
essence, the task requires developing 

an appreciation for the experience 
of the disease (the illness) from the 
perspective of family and patients.

Patients with a rare disease are 
likely to have waited a considerable 
time for a diagnosis. In a survey 
collaboration with 70 European 
rare d isease organisat ions 
(EurordisCare2), several aspects 
concerning diagnosis were compared 
for eight rare diseases in 16 European 
countries (5980 patients). Important 
findings were that 25% of patients 
had to wait between five and 30 years 
from early symptoms to confirmatory 
diagnosis of their disease. Moreover, 
before receiving a confirmatory 
diagnosis, 40% of patients first 
received an erroneous diagnosis 
that subsequently led to medical 
interventions (surgery, medicinal 
treatment or psychological care).

Those with a confirmed diagnosis 
are, in the majority of cases and 
at the very least, facing a reduced 
quality of life either immediately 
or later in life, and in many cases 
a reduced life expectancy. Despite 
being faced with such challenges 
due to the rarity of these conditions, 
patients often confront a lack of 
available information or resources. 
This means that patients and those in 
their family and social network often 
have to act as their own researcher 
and to advocate for their own care. 
Depending on where they live and the 
rarity of their condition, patients can 
sometimes find it difficult to receive 
appropriate medical care. In some 
cases, there are no treatment options 
available to them, with the exception 
of supportive therapy.

All of these challenges mean that 
rare disease sufferers are typically 
under a great deal of emotional 
pressure, not to mention financial 
burden in terms of finding and 
funding treatment, and therefore may 
be wary – or equally very passionate 
– about participating in interventional 
clinical research. Because of this, 

patient recruitment into prospective 
studies and retention following 
enrolment are two of the most 
daunting challenges in rare disease 
drug development. 

Patient-focused Engagement 
Patient populations for rare drug 
trials are naturally much smaller 
than other drug trials, meaning 
every single patient's participation 
is vitally important. Once patients 
are recruited, sponsors must make 
the study experience as smooth 
as possible and, where practical, 
reduce the burden on the patient and 
caregiver throughout the trial, from 
initial design through to completion, 
in order to retain them for the 
duration of the study. 

As previously mentioned, sufferers 
of rare diseases and their caregivers 
are typically well-informed about 
their condition and know the disease 
and the latest research on it better 
than anyone else. If they do not 
buy in to what the team is trying 
to achieve with the study, or the 
suggested approach, then there is 
little hope of recruiting the patient. 

With that in mind, researchers 
should view potential patients and 
their caregivers as valuable assets 
from the initial stages of protocol 
development and utilise the crucial 
insights they have to offer. They can 
provide an unrivalled perspective 
and understanding on what it is 
like to actually live with a particular 
condition. The results of this 
first-person feedback can often be 
very different from insights gained 
via secondary research. Researchers 
can then use this primary information 
to design a study compatible with 
a patient’s lifestyle and define a 
robust patient engagement strategy, 
tailoring the programme to the 
patient’s needs and around their lives.  

In all cases, conducting research 
as close as possible to where the 
patients are based will minimise 
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disruption to their everyday lives 
and therefore increase chances of 
long-term participation. If a patient 
will need to spend considerable time 
travelling to site visits, researchers 
should provide accommodation and 
transport. 

Once the study is underway, 
patients’ voices should be routinely 
solicited to ensure the outcomes 
that matter most to them are 
continuing to be met, and to avoid 
any costly dropouts. Designing and 
executing a trial which is effective 
the first time, and delivers high 
recruitment and retention levels, 
is crucial with rare disease studies. 
Small patient populations mean 
there is little opportunity to make 
and learn from mistakes. If patients 
drop out, researchers will lose their 
chance – there is not a back-up ‘pool’ 
of participants waiting and willing to 
take part. 

Researchers must also proactively 
plan for a long-term commitment 
to the patient – from the planning 
stage and during the study, through 
to post-launch – and communicate 
this to them. Demonstrating this 
commitment will ensure the patient 

feels valued and that their health 
outcomes are at the centre of the 
trial, in turn supporting compliance 
and retention. 

Outreach, Support and Engagement 
Tactics 
In addition to engaging with patients, 
meeting the needs of many other 
stakeholders is also critical with 
rare disease studies, potentially 
more so than in any other clinical 
programme. Given the multiple organ 
systems frequently affected by many 
rare diseases, these could include 
patient advocacy groups, specialised 
doctors and physicians, nurses and 
rehabilitation staff, and sites and 
clinics.

By proactively engaging all 
stakeholders at the earliest time 
possible and maintaining these 
relationships throughout the study 
process, researchers can help to 
ensure that everyone feels part of 
the study and that they are adding 
value to the protocol. Fostering 
this collaborative approach from 
the outset will not only facilitate 
recruitment but also support 
retention and add commercial value 
long term.

Physicians, sites and clinics can 
play a key role in patient engagement 
for rare disease studies. Typically, they 
have access to patient databases and 
can identify patients they may have 
treated in the past or are currently 
treating who could be suitable for 
the study. These stakeholders can 
also provide links to social and 
digital assets for referrals. While they 
cannot disclose personal information 
regarding patients, they can provide 
researchers with information about 
the pool of potential participants 
available via their clinic/site. In 
addition, physicians often have a 
strong relationship with their patient, 
more so than with patients of non-rare 
diseases, so getting their buy-in to a 
trial protocol can make the difference 
between them recommending a 
particular study to a patient, or not 
making the recommendation at all.  

It is also important for sponsors 
to reach out and engage with patient 
advocacy groups during the initial 
stages of a protocol design because 
having their cooperation at this point 
can have an impact on enrolment. In 
addition to listing the clinical trial on 
their website, sponsors can connect 
to potential patients and their 
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carers via the rare disease group’s 
social media, blogs and forums, 
etc. These groups usually include 
patient caregivers or the relatives 
of patients, as well as physicians 
and key opinion leaders (KOLs) in 
the specific indication. By taking 
the time to engage with members 
of any relevant groups, sponsors 
can also gain valuable insight on a 
particular condition, including what 
life is like for patients as well as what 
is important to the caregivers and 
others in the patient’s network. 

Social media can also be a 
useful tool in its own right when 
it comes to sourcing and enrolling 
patients. That said, it should be 
approached with caution. While 
it is a much more cost-effective 
way for sponsors to reach a large 
audience compared with individually 
targeting hundreds of physicians 
and sites to find individual patients, 
communication via social media 
introduces the potential for biased 
reporting of experiences from trial 
participants. The balance between 
open dialogue and confidentiality 
must be accommodated thorough 
study design and patient/family  
education. 

Maximising Site Engagement 
With rare disease studies it is 
possible – and quite likely – that 
there will only be one or two patients 
enrolled per site. Retaining these 
patients is crucial; so while it may 
not be practical and/or cost-effective 
for a CRA to visit each site on a 
regular basis, it is important that 
they work hard to build and maintain 
good relationships with them. They 
can do this via intermittent on-site 
activity combined with regular 
remote interaction. By scheduling 
interactions when a site has the 
potential patient to enroll, CRAs 
can quickly respond to questions 
regarding regulations or some 
other matter. When response is 
immediate, site personnel may feel 
more comfortable reaching out to the 
CRA in the future, thus avoiding any 
long-term issues. 

In order to get further buy-in 
from the sites, CRAs must be able 
to engage with them at a deeper 
level of understanding disease 

pathophysiology and study rationale. 
So while CRAs are likely to be familiar 
with the approaches taken in rare 
disease trials, they should also be 
trained and well-read on the disease 
indication of that specific study, 
the biological justification for the 
intervention and the justification 
of assessments so they are able to 
provide added trust and reassurance 
to the teams on site. 

Specialised Study Teams
Beyond the CRA’s responsibilities, it is 
important to discuss a study team’s 
role in improving patient engagement. 
Rare disease clinical studies are 
complex and not for the weak of 
heart. They require an experienced 
team who arrive at study initiation 
with a well-defined repertoire of 
experience, including a willingness 
to adapt quickly to the various 
challenges these trials can present. 

Sponsors must work closely with 
study teams to agree on processes 
and establish the level of rigour 
that needs to be applied, to ensure 
each member of the research team 
is prepared to undertake the study, 
and importantly, get it right first 
time. The team, ideally structured 
using a matrix for organisational 
management, must also be dynamic 
and highly engaged on recruitment, 
retention and quality in order for the 
study to be a success.

Furthermore, it is crucial that the 
team has a clear understanding of 
“patient mapping,” i.e. the patient’s 
pathway of treatment for the given 
indication, from how patients are 
identified, diagnosed and initially 
treated through to how the disease 
and management progresses 
over time. Gathering a wealth of 
information about how patients 
travel unique pathways of treatment 
to the point where they are ready 
for a trial can be invaluable in aiding 
understanding, boosting recruitment 
and retention and ultimately ensuring 
a high quality of care is delivered. 
The need for observational studies 
to inform the natural history of a 
rare disease, treatment pathways 
and disease burden provides a 
strong impetus for creation of a 
companion research initiative in 
many development programmes.

Final Thoughts
Over recent years, not only has there 
been increased investment in rare 
disease clinical research, but there 
have been record high FDA approval 
rates for drugs treating rare disease 
indications4. While this is positive 
news, clinical trial methodology to 
support this kind of research will 
continue to have its challenges. But 
by demonstrating uncompromising 
commitment and putting the patient 
and their care network at the heart 
of their study from its inception, and 
by building and maximising reciprocal 
relationships with the wide range 
of stakeholders involved, including 
physicians, advocacy groups and 
regulators, researchers can further 
improve drug development efforts in 
this field. 
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