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EXECUTIVE SUMMARY

1. Introduction and new members

IRDIRC scientific committee appointments run for a period of three years, and they may be renewed
once, supporting regular rotation and the introduction of new expertise. For the Regulatory Science
Committee (RSC) vacancies eight applications were received, and candidates were assessed through
a structured scoring and interview process.
e Four candidates were selected:
o Daniel O’Connor, The Association of the British Pharmaceutical Industry (ABPI), UK

o Anneliene Jonker, University of Twente, The Netherlands
o Francesca Buttieg, Regulatory Affairs Executive Director, RhyGaze AG, Switzerland
o Silvia Cerolini, Founder & CEO Eyes on the future, UK

The selection panel emphasised the strong qualifications, enthusiasm and potential fresh perspectives
of the incoming members.

The Therapies Scientific Committee has 3 open positions. During the open nomination membership
call, which took place in May-June, twenty applications were received. Four candidates have been
shortlisted and will be interviewed in early July.

The calls for further committee vacancies (Interdisciplinary and Diagnostics Scientific Committees) will
continue to be publicised through the IRDIiRC website, LinkedIn, X and the newsletter.

2. Activities progress
a. Models of Care for Care Coordination
Purpose

Rare disease care requires more than clinical management. Effective models are cross-cutting,
integrating health, social care, research and other services across the patient journey, while people
living with rare diseases and their families remaining at the centre of the model. The task force is
addressing the limited evidence on models of care coordination for both diagnosed and undiagnosed
rare diseases. Its objective is to identify the current landscape and develop a framework for designing,
implementing and evaluating models of care. The work is alighed with international rare disease
initiatives, including United Nations (UN) and World Health Organization (WHO) resolutions, and will
consider emerging technologies such as artificial intelligence.

Progress

The task force held its kick-off meeting on 21 April and its third meeting on 15 June. Members are
developing a common definition of a “model of care” for rare diseases and clarifying how this differs
from a care pathway. A preliminary conceptual framework has been drafted, covering multiple
elements:

o Conceptual foundations and definitions.

o Patient and family lived experience.
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Cross-sector collaboration and cultural context.
Evidence-based practice and relevant case studies.
Governance and equity.

Implementation barriers and practical delivery.
Evaluation mechanisms.

o O O O O O

Financing and optimisation of resources.

Key issue

Implementation was recognised as one of the most difficult elements. The task force’s outputs should
therefore explain not only what good models look like, but how they can be introduced and sustained
in different settings.

b. Data Sources and Registries
Purpose

During the discussions with the task force members, it was highlighted that the initial scope was
considered too broad and has been narrowed. The current working objective is to enable the
secondary use of fit-for-purpose patient registry data to support healthcare decision-making,
particularly by regulators and health technology assessment bodies. The task force will consider both
successful and unsuccessful examples to understand why some registries achieve meaningful
secondary use while others do not.

Topics being examined

o Data accessibility, quality, structure, sharing and governance.

o Practical and administrative barriers to establishing and maintaining registries.

o Existing standards and guidance from regulators, health technology assessment bodies and
institutions.

o Public trust and willingness to share health data.

o Long-term financial and operational sustainability.

o Therole of registries in providing external or historical control groups for rare disease clinical
development.

o The future evolution from individual registries towards broader data ecosystems supported
by Al and automated tools.

Key points

Regulators, payers and health technology assessment bodies do not consistently accept registry-
derived external control groups. Concrete examples should be used to demonstrate where and how
these approaches can be reliable. The task force should examine the economic sustainability of
registries, including long-term government support and appropriate public-private collaboration.
High-quality registries require long-term investment; short funding cycles are generally insufficient.
Even mature registries can remain difficult to access for drug-development purposes. The human
resources required to enter and curate data are a major sustainability issue. Al and digital tools may
reduce, but not entirely remove, this burden. The task force should consider both national and
multinational registries and whether the current proliferation of separate registries creates
unnecessary fragmentation. Existing mappings, including resources published by Orphanet, should be
reviewed before creating a new registry inventory. Links should be strengthened with the Digital Twins
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Task Force and with relevant European initiatives, including work connected with the European Health
Data Space and ERDERA national mirror groups.

c¢. Towards responsible and equitable implementation of Digital Twins in Rare Disease
Research and Care: a landscape and gap analysis

Purpose

A digital twin was described as a virtual representation of an individual that combines information
such as clinical, genetic and imaging data to improve understanding of disease progression and
potential treatment responses. Digital or virtual twins may be especially valuable in rare and
undiagnosed diseases, where patient populations are small and conventional evidence generation is
difficult. Potential applications include diagnosis, therapy development, in-silico assessment and
outcome evaluation.

Challenges identified

Validation is particularly difficult when source datasets are small.

Detailed rare disease datasets may create privacy and re-identification risks.

Models may produce biased outputs if particular populations are underrepresented.

Existing ethical, legal and regulatory frameworks were generally not designed for digital twins.

” u,

There is no universally accepted terminology. “Digital twin”, “virtual twin”, synthetic data and

O O O O O

in-silico patient models may describe overlapping but distinct concepts.
o Regulatory acceptability will depend on scientific validity, transparency, trust and evidence
that models are fit for their intended purpose.

Progress and planned outputs

Three task force meetings have taken place online and the existing initiatives, standards and
frameworks are being mapped. Work is moving from a general landscape review towards focused
workstreams on:

Validation in rare diseases

Integration across modelling and care
Regulatory acceptability

Patient-centred implementation and trust
Education

o O O O O

The planned outputs include: (1) landscape review and gap analysis; (2) a peer-reviewed publication;
(3) a set of practical, ethical and implementation recommendations; (4) a possible decision tree or
navigation framework to help stakeholders identify the type and intended use of a digital twin, the
evidence required and the key questions to address before implementation, acknowledging that
validation is particularly challenging in small-N and N-of-1 rare disease settings. An in-person
workshop is planned on 19-20 January 2027 in Paris, France.

Discussion

The relationship between digital twins and synthetic data should be examined. There are relevant
regulatory activities, including the UK Medicines and Healthcare products Regulatory Agency (MHRA)



IRDIRC Online Consortium Assembly Meeting Report
June 2026

synthetic-data sandbox and emerging European Medicines Agency (EMA) discussions, which should
inform the task force’s work. IRDiIRC members were invited to send relevant guidance, examples and
initiatives to the task force leads. Validation was repeatedly identified as the most significant unmet
need.

d. Improving the adoption of digital biomarkers and endpoints in rare diseases therapeutic
development

Purpose

Traditional clinical endpoints can be difficult to measure and validate in small and heterogeneous rare
disease populations. Therefore, digital endpoints may support real-time assessment, remote
monitoring, improved longitudinal data collection and reduced burden on trial participants. The
working group aims to investigate the barriers limiting the adoption of digital endpoints in rare disease
therapeutic development.

Areas of work
e |dentifying regulatory hurdles and criteria for acceptance.
e Developing validation approaches appropriate for small populations.
e Mapping the expertise and resources needed to develop and qualify digital endpoints.
e Assessing technical standards, device accountability and data integrity.
e Promoting multi-stakeholder collaboration.

Progress

The working group kickoff meeting took place in April, and to date it has held three online meetings.
Two additional members were invited to strengthen US regulatory and technology-developer
representation. The group drafted a broad stakeholder survey, which is now being revised, and it will
explore understanding, opportunities and barriers relating to digital endpoints in clinical trials. A
manuscript is in preparation, with subgroups assigned to individual sections.

e. Cross-cutting task force themes

Members noted that this year’s activities are remarkably interconnected. Common issues include:
e Access to sufficient, high-quality and representative data
e Data-sharing governance and public trust
e Al-supported data capture and analysis
e Validation and transparency
e Regulatory and health technology assessment acceptance
e Equity and representation
e Sustainable funding and implementation
e Translation of research outputs into practical tools for patients, clinicians, researchers,
regulators and industry

A joint presentation or coordinated session showing how the different activities fit together was
suggested for a future Consortium Assembly.

3. Internal updates

f. In-person IRDIRC Consortium Assembly meeting
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The next in-person Consortium Assembly meeting will be hosted in Amsterdam on 13-14 October,
2026 and it will bring together Consortium Assembly members and the chairs and vice-chairs of the
scientific committees. The format will build on the successful Sofia meeting:

o Committee and task force updates

o Parallel and cross-committee sessions

o Plenary presentations

o Open, whole-group discussion rather than multiple isolated breakout sessions

Two invited plenary presentations are planned, including topics connected with advanced therapies,
gene-therapy redosing and small-scale manufacturing.
o Mimoun Azzouz, ARDAT Coordinator will give a one-hour plenary presentation.
o Michael Linden (MEM BV, Belgium) will offer a session on small-scale, distributed
manufacturing in advanced therapies and individualized medicines

g. Roadmap 2027

The proposals for the 2027 Roadmap are being collected. Initial proposals will be considered by the
Operating Committee on 02 July. The aim is to support approximately four activities again in 2027,
subject to budget and management capacity. Shortlisted proposals will be presented and discussed in
Amsterdam, followed by an online confirmation vote.

4. Publications and external engagement
h. Accepted publications in 2026

Rare disease preparedness: the time is now. Gareth Baynam, Ruxandra Draghia Akli, Anne R. Pariser,
Chun-Hung Chan, Elena-Alexandra Tataru, Daniel Scherman, David A. Pearce. Rare Dis Orphan Drugs
J. 2026;5:16.

Access the publication here.

Medical device development and innovation for rare and pediatric populations: a global landscape
overview. Marc Dooms, Daniel O’Connor, Tom Melvin, Friederike Mueller, Vasum Peiris, Katie
Pohlson, Durham Wong-Rieger, Anneliene Hechtelt Jonker. Orphanet Journal of Rare Diseases.
Access the publication here.

Translating multi-omics into healthcare: requisites for scalable and equitable implementation.
Birute Tumiene, Gareth Baynam, et al. Human Genomics, 2026.
Access the publication here.

Challenges and opportunities for the use of telehealth in rare disease diagnosis, treatment,
research, and education: key opinion leader interviews by the IRDiRC telehealth task force. Melissa
Parisi, Adam Hartman, Faye H. Chen, et al. Therapeutic Advances in Rare Diseases, 2026.

Access the publication here.

Several additional papers are expected from scientific committees, task forces and working groups.

i. Recent external engagement

Event Date Location
DIA Europe 24-26 March Rotterdam, Netherlands



https://ardat.org/
https://www.oaepublish.com/articles/rdodj.2025.39?utm_campaign=website&utm_medium=email&utm_source=sendgrid.com
https://link.springer.com/article/10.1186/s13023-026-04351-0
https://link.springer.com/article/10.1186/s40246-025-00902-x
https://journals.sagepub.com/doi/10.1177/26330040261427023
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C-Path 2026 Clinical Outcome 16-17 April Washington D.C. USA
Assessment Meeting
Undiagnosed Disease Day 29-30 April Gdansk, Poland
2026
Health and Business Growth 19-21 May Zagreb, Croatia
Summit
European Conference on Rare 3-4 June Prague, Czech Republic
Diseases (associate partner)
The International Consortium 8 June Online
for Personalised Medicine
(ICPerMed)
World Orphan Drug Congress 9-11 June Boston, USA
USA

IRDIRC was represented at several major meetings, including DIA Europe, C-Path 2026 Clinical
Outcome Assessment Meeting, the European Conference on Rare Diseases (ECRD) and the World
Orphan Drug Congress (WODC) USA.

ECRD

The European Conference on Rare Diseases, organized by EURORDIS-Rare Diseases Europe, attracted
approximately 600 attendees in-person and more than 200 online participants. Recordings and related
outputs are expected to become available for wider dissemination.

ICPerMed

IRDIRC’s governance and operating model were presented to the International Consortium for
Personalised Medicine earlier June. The model was seen as inclusive, global and potentially relevant
to other international collaborations. A follow-up is expected in September.

WODC USA
Feedback on the World Orphan Drug Congress format included concerns about excessive parallel
sessions, reduced opportunities for interaction and the financial burden on patient representatives.

j- Upcoming external meetings

e 3™ Hope for Rare Science Conference: 25-27 June, 2026, Shanghai, China

e 5™ Undiagnosed Hackathon: 17-21 September, Singapore

e American Society for Human Genetics Workshop — “Using Al-enhanced multiomic tools to
solve rare and undiagnosed diseases”: 20 October, Montréal, Canada

e World Orphan Drug Congress Europe: 27-28 October, Amsterdam, Netherlands

e RE(ACT) Rare Disease Research Congress (co-organized with ERDERA and BLACKSWAN
Foundation): 10-12 March, 2027, Budapest, Hungary

RE(ACT) Rare Disease Research Congress

The IRDIRC Annual Consortium Assembly and Scientific Committee meeting will take place on 8-9
March, 2027, followed by the RE(ACT) Rare Disease Research Congress on 10-12 March. The two
events will be hosted at the Mercure Castle Hill Hotel in Budapest, Hungary. The Congress will be co-

organised by BLACKSWAN Foundation, IRDIiRC, and ERDERA.

Scientific programme
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The scientific sessions have been aligned with major ERDERA and IRDIiRC programme areas. Each
session is intended to include IRDIRC and ERDERA representation in its chairing and speaker
arrangements. Most proposed chairs and speakers have accepted the invitation. A call for poster
abstracts will be issued soon. The 2027 edition also plans a dedicated opportunity for young research
investigators in rare diseases.

Comments

IRDIRC representatives are expected to attend the Hope for Rare meeting in China, and a report back
to the Consortium was requested.

IRDIRC’s representation at the World Orphan Drug Congress Europe will be discussed with the
organizer during the following months.

A major undiagnosed disease hackathon, organized by Wilhelm Foundation is planned in Singapore in
autumn:

Twenty-five families from the Asia-Pacific region will participate.

More than 180 potential collaborators from 37 countries applied.

The programme will include a phenotyping course and a 48-hour hackathon.
Long-read sequencing, RNA analysis, proteomics and other advanced approaches will
be used.

O O O O

Similar diagnostic hackathon activities are being developed with the American Society of Human
Genetics and the European Society of Human Genetics. Members stressed the educational value of
bringing younger clinicians and scientists together with experienced rare disease experts.

Communications strategy

Communications reporting

Channel Number of followers (as of June 2026)

LinkedIn 4793
X 3086
Newsletter — 2 editions 1373 (opening rate — 37%)

LinkedIn continued to grow, while growth on X was limited. Two newsletters had been issued until
June 2026, with another planned later in June. Newsletter open rates were reported at approximately
32-43%.

The website will continue to be improved in terms of functionalities and design.

Available and planned channels include:
o  Website and social media.
e Newsletters and email briefings.
e Events and conferences.
e Publication summaries, reports, checklists, policy briefs and flyers.
e Press and media engagement where appropriate.
e Direct engagement with key organisations and decision-makers.

Strategic goals
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The communications plan is intended to be a practical, evolving document. Its goals include:
e Explaining IRDiRC’s mission, activities and impact.
e Positioning IRDIRC as a global reference point.
e Increasing dissemination and use of IRDiRC recommendations and tools.
e Establishing stronger communication and dissemination links.
e Supporting patient advocacy.
e Strengthening IRDIRC’s contribution to global rare disease initiatives.

Discussion

Communications should be designed around the intended outcome and audience rather than around
organisational categories alone. Members cautioned against placing researchers, industry, regulators,
patients and other groups into rigid silos, because many audiences have overlapping roles and
information needs. A consistent core message should be maintained, while language, level of detail,
format and examples are adapted to the intended users. Communications directed at patient
organisations must not oversimplify or “infantilise” the audience. Patient representatives are
frequently among the leading experts in their diseases. The priority should not only be recruiting new
members. It should be reaching the people who ought to use IRDIiRC’s tools and recommendations
and supporting their adoption. Consortium members should act as IRDIRC ambassadors through their
own organisations, networks, presentations and events.

Communication resources

The existing IRDIiRC one-page overview is planned to be reviewed and updated. Members will continue
to receive presentation slides and other reusable materials, upon request. A new visual identity/brand
guide and presentation template were introduced for future use and a slide or resource containing
QR codes linking directly to task forces, publications, recognised resources and the main website was
suggested. Members were encouraged to follow and amplify IRDIRC’s social-media activity. Further
feedback on the communications plan can be sent to Jordi Vaque (Teamit) or Alexandra Tataru (SciSec,
Fondation Maladies Rares).
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