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Abstract

The European Joint Programme on Rare Diseases successfully advanced rare disease research and also revealed
challenges for underrepresented countries, those less frequently holding or leading grants. This study aimed to survey
Rare Disease researchers in these countries, identify barriers to participation in research, and propose solutions.
A modified Delphi approach without formal consensus thresholds of 186 respondents highlighted fragmented or
outdated policies and heterogeneous funding. Nearly all participants prioritized the need for EU-wide policies defining
minimum quality standards for Rare Disease care. Key priorities include access to genetic testing and essential
services to support uniform care and shared research capacity.

Introduction

he formation of the European Union (EU) represents one of the
Tmost important economic and political achievements in modern
Europe. Egalitarianism remains a moral cornerstone of democratic pol-
icy within the EU. However, certain disparities persist across Member
States. One notable area of inequality concerns access to and success in
EU research funding. Several countries rarely act as EU project leaders,
and their overall success rates in securing EU grants are limited.
Additionally, national research funding allocation within EU countries
also differs substantially. As O. Petersen notes, the science budgets of
Denmark, Finland, and Germany are up to ten times higher than those
of certain Eastern European countries. Consequently, scientists operat-
ing within disproportionately smaller research budgets must compete in
EU grant calls under structurally unequal conditions, often with limited
prospects of success. This imbalance contributes to brain drain and/or
to a gradual withdrawal of researchers from scientific activity in many
countries, further deepening disparities [1].

This issue is strongly reflected in the field of Rare Diseases (RD).
Resource-intensive RD care mirrors the same challenges seen in research
access, and also affects patient care and treatment availability [2, 3]. In
2019, the European Joint Programme on Rare Diseases (EJPRD) was
established with the purpose of improving the lives of RD patients
through comprehensive research ecosystems. While the initiative has
achieved important progress, it has also been overshadowed by the
under-representation of several countries among EU grant recipients,
often referred to as “underrepresented countries (UC)” [4], a definition
applied to countries with limited visibility, participation, or influence in
global systems. In this study, “underrepresented countries” refers to
a programme-defined category used within ERDERA to describe coun-
tries with historically low participation and leadership rates in
EU-funded rare disease research, particularly Joint Transnational

Calls. This grouping is operational rather than socio-economic and
includes both EU Member States and associated third countries partic-
ipating in ERDERA activities. The present analysis treats this group as
a shared policy-relevant context rather than a homogeneous analytical
population. Among the UCs are Bulgaria, Cyprus, Czechia, Estonia,
Greece, Georgia, Hungary, Ireland, Latvia, Lithuania, Morocco,
Poland, Portugal, Romania, Serbia, Slovakia, Slovenia and Turkiye
[5]. To seek solutions to this complex challenge, the Horizon Europe
Initiative ERDERA—European Rare Diseases Research Alliance,
launched in 2024, designed and is actively implementing a Work
Package (WP 24 «Fostering engagement of underrepresented countries
in ERDERA»), specifically aimed at supporting actions to improve UC
participation in all ERDERA activities, including Joint Transnational
Calls, Networking Support Scheme, and other specific initiatives.

The aim of this study was to conduct a survey of the RD community
in UC (including medical specialists, researchers, and patients) to identify
the major issues limiting successful participation in research projects, as
well as to gather self-reported suggestions for potential solutions.

Methods

Experts identified from UCs were interviewed, and the themes iden-
tified were reviewed within ERDERA WP24 to form a draft of the
first survey. The first survey was disseminated through ERDERA
emails and social media and also shared directly with a contact list
of 650 rare disease experts from 18 UCs maintained by ERDERA
WP24 (researchers, clinicians, policymakers, and patients).

The survey followed a modified Delphi-informed design. Participants
who completed Phase I (186) were subsequently invited by email to
participate in Phase II. Phase II was completed by 64 participants (34%
of invitees).
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Phase I was exploratory and aimed to elicit a broad range of barriers
and priorities through open- and closed-ended questions. Responses
were thematically grouped by the study team within ERDERA WP24
and consolidated into discrete problem and solution statements rele-
vant to the RD community across the following themes: country pro-
file, policy, collaboration, funding, technical assistance, and patient
engagement. Phase II focused on priority ranking of these consoli-
dated items (ranked items listed in Supplement 2). No formal consen-
sus threshold was predefined; the objective was prioritization rather
than consensus generation.

Statistical analysis

Phase II results were analysed using the Borda count method. In add-
ition to ranking the Phase I results, exploratory statistical analyses
were performed using y tests and Fisher’s exact test, with a signifi-
cance threshold of P < .05 to identify statistically significant associa-
tions between the funding and service profiles of the UC as per
participant responses and the grant participation reported. All
country-level variables were self-reported by respondents and were
not independently validated against external datasets.

Results

In both survey phases all 18 UCs were represented. The proportion of
responses in phase II was as follows: Turkey 13; Portugal 11; Poland 6;
Serbia 6; Czech Republic 4; Georgia 4; Bulgaria 3; Greece 3; Slovenia 2;
Morocco 2; Latvia 2; Lithuania2; Ireland 1; Romania1; Hungaryl;
Estonia1; Cyprus1; Slovakial [5]. These respondents ranked the
most important problems and solutions proposed in phase I, framed
by their own opinion of their own national environment and the
international context. Phase II responses were unevenly distributed
across countries, reflecting a purposive and convenience sample rather
than proportional national representation.

Table 1 displays the five responses for the most identified/scores
problems and five responses for the proposed solutions. The specific
problem and solution statements ranked are shown in Supplement 2.

Of note, although 14 UCs have a Rare Disease national plan, 29% are
not reported to be operational. Additionally, Phase I survey responses
revealed that participants reporting the existence of a national rare
disease plan with research components also tended to report the pres-
ence of registries and/or biobanks (y” tests, P < .001). Countries with a
national RD plan that included research components were significantly
more likely to report the existence of registries and/or biobanks and to
report successful funding applications (3> tests, P < .01).

Discussion

Respondents of UC ranked RD policy fragmentation as one of the
most important problems. Mechanisms to ensure successful imple-
mentation of RD plans within the planned timeframe are often absent.

The impact of erratic provision and timing of research funding was
noted by the ERDERA WP. The survey results raised concern that in
the absence of operational RD plans and with irregular research fund-
ing, there is the potential for research funds to be redirected to patient
care to address systemic healthcare limitations in introducing novel
diagnostic technologies.

The lack of defined clinical and research budgets for rare disease
generates secondary challenges, including the absence of functional
national and cross-border networks.

Some UCs have small population sizes, which leads to a lack of
critical mass of experts and results in a “multiple hats” effect, where a
single person assumes multiple clinical, research and advocacy roles.
This situation does not allow for effective or sustainable research
capacity in narrow areas of RD research. Administrative insufficien-
cies that limit engagement in existing networks exacerbate the lack of
local expertise to further reduce the capacity to submit high-quality,
large-scale research applications within the RD ecosystem.

Support for patient organizations remains largely token rather than
operational or impactful. Patients and their representatives are not
compensated for participation in patient advisory boards, despite the
demanding workload and the high level of expertise required. Patient
advisory boards should be established and supported financially at all
levels of decision-making.

In response to these challenges, respondents overwhelmingly pri-
oritized the development of a policy that establishes minimum quality
requirements for RD patient care across Europe, including reimburse-
ment for genetic testing and guaranteed access to essential services.
Such a framework would enable more uniform care, facilitate guide-
line development, and promote a shared research platform.

The survey highlights the challenges faced by RD medical commun-
ities in UC countries, which often struggle to exert sufficient influ-
ence on national regulatory bodies. Respondents suggested that
European-level accreditation requirements could identify critical
gaps and ensure the highest possible quality of care for patients.

Survey participants from UCs with a functional national RD plan—
including research, registries, and training—reported better perform-
ance in European research funding competitions and clinical trial
enrolment. Registries that were not accessed for trial enrolment or
lacked interoperability with international partners were not reported

Table 1. Ranked problems and solutions obtained from Phase | survey, of 10 questions (ranked items listed in Supplement 2)

Problems Borda score

Fragmented national strategies: Many countries lack a cohesive rare disease policy or have outdated plans 165

Smaller countries have only a limited number of rare disease specialists and/or centres. These specialists often cover multiple areas, 154
leaving little time for focused research.

Heterogeneous healthcare funding: In some countries, advanced diagnostic technologies are either not reimbursed or results are 147
delayed, limiting patient care and slowing research progress. This also prevents these countries from being leading partners
in consortia.

Unequal access to EU programmes: Smaller institutions or patient groups often lack capacity to join large consortia, which may be 139
reluctant to include small partners with limited funding.

Limited representation: Few countries have national representatives with rare disease expertise at the EU level, resulting in weak 124
lobbying at higher institutions.

Solutions

Develop a policy setting minimum quality requirements for rare disease patient care across Europe, including reimbursement for genetic 220
testing and access to essential services. This would enable uniform care, guideline development, and a shared research platform.

Create dedicated programmes and grants for rare disease research at EU and national levels. 214

Provide training in project management, regulatory compliance (bioethical, data management), and novel methodologies (available 209

research innovation techniques and facilities).

Establish patient advisory boards and include patient advocates as equal partners. 203
Create a uniform platform to identify all available patient registries and biobanks within the EU. 200
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to have value for patients or clinicians. National RD plans should
therefore support research-oriented and interoperable registry and
biobank infrastructures. These associations should be interpreted cau-
tiously, as they reflect respondent perceptions of national infrastruc-
ture rather than independently verified system indicators. Given the
heterogeneity of the UC group, findings should be interpreted as
identifying common structural themes rather than country-specific
system characteristics.

Survey respondents identified a need for research training in all
aspects of rare disease research and research management, which
should also be supported by national RD strategies.

As a limitation, while all UC countries were represented, the findings
primarily reflect the perspectives of a purposively sampled and unevenly
distributed respondent group and cannot be considered representative
of all rare disease stakeholders in each country. Although some hetero-
geneity was expected, respondents demonstrated a remarkably consist-
ent identification of key problems and potential solutions.

Supplementary data
Supplementary data are available at EURPUB online.
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Key points

e Underrepresented countries participate less frequently as grant
holders or coordinators in EU rare disease research.

e This survey captured stakeholder-reported barriers to research
participation in these countries.

e Fragmentation of rare disease policy emerged as a key
structural barrier.

e Respondents prioritized EU-level minimum standards for rare
disease care.
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