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The role of Patient Advocates (PAs) has evolved over time. In
general, it has expanded ranging from direct support to patients
and families to research and public influence. In this evolving
scenario, the main activities are summarized in Table 1.
Rare cancers are one of the areas in which PAs are assuming an
increasingly more active role as partners with all others stakeholders including healthcare professionals, academics, companies,
regulators, and politicians. Because of the rarity, patients face
additional difficulties, as summarized in Table 2 [1–3].
Research challenges, access to new drugs and referral of
patients to expert centers are the main intervention areas in
order to address rare cancer patients’ needs and improve quality
of care [4].This is the ‘field’ where PAs’ role is carried out bringing
the patients’ unique perspective on their conditions and the
challenges they face in the rarity. In the past, many felt that rarity
led scientists and policymakers to paying too little attention to
their diseases. This is the basis on which the legislation on orphan
medicinal products developed and entered in force in Europe (in
2000), establishing that patients affected by rare diseases have a
right to the same quality of treatments of all other patients [5].
Research challenges are several and comprise all basic, translational and clinical research without neglecting social/economic
research. There has traditionally been a lack of public funding in
rare cancers for basic research that is the prerequisite of any
therapeutic advance. In rare cancers, PAs’ role is not and can’t be
only that of fundraising for supporting basic research but also that
of driving research efforts [6,7]. Disease models, including cell lines
and xenografts, are critical resources to understand biology and
identify new treatment strategies in particular for very rare cancers
still without care. Non-profit patient organizations – especially in
the United States – are both funding and investing in these
activities to overcome barriers in order to allow researchers to
enter in the field. Biobanking, which means pooling tumor specimens and making them easily accessible to qualified researchers, is
another activity performed by these organizations for accelerating
search for cure. Adenoid Cystic Carcinoma Foundation and
Chordoma Foundation are some of the most renowned among
these realities [8,9].
Taking into consideration that the development of new
drugs is a primary objective, translational research, which accelerates the transfer of knowledge from ‘bench to bedside’ is
consequently one of the most urgent priorities for the
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upcoming years [10,11]. In vivo/in vitro proofs of concept of
new drugs, where already existing, could be transformed into
translational research if motivation and funding become available. Bridging the gap between promising laboratory observations and the development of effective therapies remains risky
and expensive. Patient advocates can and should call on public
authorities to invest more in translational research or develop
new models of patient–private partnerships for drug development, such as the venture philanthropy model which consists of
partnerships among patient organizations, industry, and regulatory agencies to share the financial risk of therapeutic development, shorten the early translational pipeline, and advance
research with ‘a focus on human, not financial, return.’[12–14]
The involvement of PAs in steering committees/advisory
boards of both basic and translational research projects is critical
to accelerate progress in rare cancer research. Advocacy representation is also often required by the funding organization;
researchers and advocates (the latter also in the role of coinvestigators) are increasingly working together around key research
issues. Mutual education on both sides is required, that means
respectively high training on both scientific and clinical issues
and understanding of appropriate involvement of patient perspective in the research process.
Involving patients and patient advocates in establishing
research priorities, in all areas of research, ensures the relevance of the research produced. Incorporating their voice
amid the research continuum, which ranges from contributing
to conceptualize the research to designing the study, conducting the research and reporting the results, has the potential to
help research progress faster and further [15].
PAs’ role in clinical research encompasses more and more
closer partnerships and working relationships with investigators,
ethics committees, industry, regulatory bodies, and HTA bodies.
Generally, their activities in clinical research can be summarized as shown in Table 3:
The use of patient reported outcomes (PROs) data, in addition to conventional and safety data, are increasingly providing value in the clinical trial setting also from a regulatory
viewpoint even if there are several methodological obstacles
still to be addressed [16,17].
In rare cancers then, considering the difficulty to collect
clinical evidence by conventional trials due to the paucity of
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Table 1. PAs’ main activities.
● Patient support by providing psycho/social support to patients and families
● Education and information dissemination by informing/educating about
diseases, treatment options, quality of life
● Fund raising and engagement for research activities
● Participation in the drug development process
● Lobbying government for increasing research funding, improving legislation,
regionalizing care, directing patients to referral centers
● Advocacy in order to give voice to patients’ needs
Table 2. Patient difficulties in rare cancers.
● Misdiagnosis and/or late diagnosis and consequent lack or late treatment
● Variability of quality of care, due to lack of expertise and no adherence to
clinical practice guidelines, if any
● Limited access to appropriate treatments, including compassionate use of
drugs
● Reduced number of referral centers, with specialized experience and expertise
● Difficulties to carry out clinical trials, due to the small number of patients with
each a specific rare cancer
● Lack of information on the disease, available treatments, care pathways, and
on-going clinical trials.

Table 3. PAs’ main activities in clinical research.
● Involvement in trial designs, eligibility criteria, and study procedures
● Ensuring that information about trials and consent forms are written in
understandable language
● Educating patients and facilitating their recruitment
● Identifying and addressing potential ethical issues in clinical trials
● Promoting patient safety

numbers, early involvement of patients and PAs is crucial for
pharma companies in order to adequately investigate the
unmet medical needs from the patients’ perspective.
Therefore, patient advocates are having more influence across
the entire drug development continuum, from discovery and
approval to market. The European Medical Agency (EMA)
encourages patients and PAs’ participation in the Scientific
Advice (or Protocol Assistance in the case of orphan drug designation), which consists in giving advice to companies regarding the
appropriate tests and studies to be conducted in order to facilitate
drug development [17]. Patient real-life perspective and experience is relevant in decision-making both for regulators and companies. PA’s representatives sit at the EMA Committee for Orphan
Medicinal Product (COMP) which is responsible for evaluating
applications for orphan drug designation that allows companies
to gain benefit from incentives in developing medicines for rare
diseases in a not too attractive market for profit-players [18].
Nevertheless, timely patient access to drugs encounters methodological and regulatory barriers which delay drug approval,
both in the United States and in Europe. In the United States,
the recent signing of the 21st Century Cures Act into law (in
December 2016) marks a pivotal point in the history of drug
approval, emphasizing on patient-focused drug development
and including mechanisms aimed to ‘accelerate the discovery,
development, and delivery’ of new drugs to assure patient timely
access to them [19]. This law demonstrates patients’ will to speed
up the drug approval process accepting a higher degree of risk.
This is all the more true when patients suffer from diseases, such as
rare cancers, where few or none therapeutic options exist [20].
In Europe, in these recent years regulators have introduced
early access tools for conditions in which ‘the benefits of immediate availability outweigh the risks inherent in the fact that

additional data are still required’ in addition to the orphan drug
designation for rare diseases. These tools include accelerated
assessment, compassionate use, conditional marketing authorization/approval which allow flexible licensing pathways [21,22].
Despite this, even when regulatory approval is obtained, health
technology assessment (HTA) and decisions on drug pricing and
reimbursement often delay access to medicines at national level.
The generally high costs for innovative drugs together with the
‘intrinsic lack of or defect in evidence’ in rare cancers are the new
challenges in a context characterized by limited resources and
health systems under pressure. An early interaction of all stakeholders involved in drug development together with a greater
degree of risk-sharing among all of them are crucial factors to
seek to overcome these constraints and assure timely patient access
to drugs. The new approach launched by EMA, named ‘adaptive
pathways/licensing’, aims to conjugate timely patient access and
sustainability of innovative drugs, involving patients and HTA
bodies early in the discussion of the product development program
[23]. PAs’ inputs can range from the evaluation of the acceptability
of the surrogate points to the PROs and gathering of evidence
through real-world data to supplement clinical trial data.
However, for a better access to drugs in rare cancers, many
challenges still have to be faced and some of them regard the
legislative framework itself. This is the case of the new European
Resolution, just adopted by the European Parliament (15th
December, 2016), on the Paediatric Medicines Regulation,
called by the pan-European childhood cancer community on
the European Institutions to modernize the legislation in order
to better address the needs of children and adolescents with
life-threatening-diseases, including cancers which are all rare
cancers [24].
Organization of care is another area in which PAs’ role is
becoming more relevant in order to give advice/provide recommendations on both healthcare policymakers and organizations
for the development of high-quality services to patients affected
by rare cancers. In Europe, the Sarcoma Patients Euronet (SPAEN)
has recently developed a policy paper on recommendations for
health service development, specific for sarcoma patients [25].
Specialized/reference centers, multidisciplinarity, and patientcentered pathways from diagnosis to treatment along with quality
monitoring are fundamental to improve survival and quality of life
for patients. PAs involvement both in the definition of the essential
requirements for quality cancer care and the services’ compliance
to them is of great value both for patients and healthcare systems
[26].In addition, ePAs (European Patient Advocacy Groups) are
involved in the governance of the European Reference Networks
(ERNs) – such as EURACAN, the network dedicated to adult rare
solid cancers; their presence is included in the Board, the Steering
Committees and different subgroups working on the 10 domains
of EURACAN [25]. Moreover, they participate in the Task Forces on
Clinical guidelines, fund research, educate/train and communicate
and disseminate information and results achieved. Therefore, their
principal roles can be summarized in the contribution to the
following activities:
● the definition of the scientific strategies for research
● the elaboration of communication strategies not only for

patients but also for general practitioners and primary care
physicians
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● the elaboration of funding strategies
● the interactions with the health authorities.

In conclusion, new roles for PAs are emerging and taking
place, defining a new scenario in which the rarity is the
cause and at the same time the opportunity to find new
ways of acting and interacting among all the stakeholders.
Working in partnership is the right direction in order to assure
that risks and benefits in achieving timely and better patient
treatments will be shared by all the stakeholders.
Raising money to provide patient support and educational
materials are certainly valuable activities. But, in particular in rare
cancers, more needs to be addressed. Drawing health policies
attention and making rare cancer needs a priority in their agenda;
lobbying institutions to fund research as well as changing legislation; playing a larger role in driving research; developing new
models of drug development and timely patient access; being
involved in health-care services organization for high quality services, including regionalization of care: all of these activities are
reshaping the role of PAs in this field, between opportunities and
challenges.
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