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The ERDERA Diagnostic Research Workstream Webinar Series
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The ERDERA 

Diagnostic 

Research 

Workstream – An 

Overview

General overview of 

the DRW

Holm Graessner 28 May 2026

View event

2 Data sharing, data 

management & 

ethics

DSFA, ethics, data 

submission, data 

flow, RD3

Kornelia Ellwanger, 

Leslie Matalonga

September 2026 Link coming soon

3 The data reanalysis 

approach of the 
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Research 

Workstream

Tiered approach, 

DITF-DATF 

structure, Solvathon 

concept

Lisenka Vissers October 2026 Link coming soon

4 Long-read 

sequencing and 

Optical Genome 

Mapping

WP8 long-read 

sequencing and 

OGM

Bart van der 

Sanden, Alexander 

Hoischen, Stephan 

Ossowski / Tobias 

Haack (tbc)

December 2026 Link coming soon

5 Results of the 

systematic 

reanalysis

Results of data 

reanalysis Tier 1

Sergi Beltran, 

Gemma Bullich, 

Lisenka Vissers

February 2027 Link coming soon

6 First results from 

our innovative 

reanalysis approach

Results of data 

reanalysis Tier 2

Sergi Beltran, 

Lisenka Vissers 

(tbc)

April 2027 (tbc) Link coming soon

7 Scaling-up: from 

distributed to 

federated 

reanalysis

Distributed vs. 

federated approach

Sergi Beltran, 

Morris Swertz, 

Julien Thevenon 

(tbc)

May 2027 Link coming soon

8 Reanalysis of 

RNAseq data

RNAseq reanalysis 

results

Vicente Yépez June 2027 Link coming soon
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From Solve-RD to ERDERA‘s Diagnostic 
Research Workstream
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Pathway to Solve-RD research

• Patients with suspected genetic RD 
and without a molecularly proven 
genetic diagnosis

• Patients for whom exome sequencing
has been done

• Informed patient consent
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The European Reference Network that 
aims at improving the care of patients 
with Rare Immunological Disorders 

European Reference Network for rare 
and complex epilepsies

ERN-ITHACA focuses on rare 

congenital malformation syndromes

and intellectual disability
rare genetic tumour risk syndromes 
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Solve-RD Reanalysis
Goals:

• EU partners share data after extensive local 
expert analyses have proven unsuccessful

• Provide a diagnosis to as many undiagnosed 
patients as possible

~22,500 datasets

(~13,000 families)
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Solve-RD Reanalysis
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• EU partners share data after extensive local 
expert analyses have proven unsuccessful

• Provide a diagnosis to as many undiagnosed 
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~22,500 datasets

(~13,000 families)
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8

Comprehensive re-analysis
diagnosed 506 families 
(8.4%) Ad-hoc expert review

diagnosed 249 families 
(4.1%)

< 50 min per case

Analysis harmonisation

Two-level expert review

Data harmonisation



Re-analysis: yield per ERN

Solve-RD re-analysis effort 9

Total families with
new diagnosis:

• Systematic re-
analysis: 506

• Ad hoc: 249

• Candidates: 333



Joint Expert Reanalysis

Zurek et al, 2021
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From Solve-RD to ERDERA
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Diagnostic Research Workstream of ERDERA

WP1

Coordination and 
management

WP2

Communication & 
dissemination

WP3

Joint Transnational Calls 
for collaborative 
research projects

WP4

Clinical trial call 
management

WP5

Networking to share 
knowledge on research

WP6
Diagnostic data 
availability

WP13 WP14

WP15 WP16
WP17 WP18

WP19

WP20 WP21

WP22

Data Services 
Hub WP7

Genome re-analysis research 
pipeline
WP8
Innovation to shorten time to RD 
diagnosis
WP9
Real world 
data
WP10
Clinical Outcome 
Assessment
WP11
Advanced Therapeutic 
Medicinal Products
WP12
N-of-few 
approach

WP23

NMGs promotion and national 
alignment

WP24

Fostering engagement of underrepresented countries in 
ERDERA

WP25

ERDERA Global Collaboration

Coordination & Strategy

RD Funding Clinical Research Network

Inter(national) Capacity Alignment

Expertise 
Services Hub

Education & 
Training Hub

Acceleration 
Hub

WP13
Rare Diseases-Virtual Platform (RD-VP): 
Finding and accessing the data ecosystem

WP14
Data readiness services

WP15
Data sharing and analysis services

WP16
Knowledge bases and ontologies for RD 
research

WP17
Mentoring and consultancy

WP18
Regulatory support service

WP19
Methodological Support

WP20
Education and training in rare diseases 
research

WP21
Technology accelerator

WP22
Public-Private Collaboration Accelerator
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DRW Work Packages

Data Availability Genome Re-Analysis Research Pipeline Innovation to shorten 
time to RD diagnosis
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WP6
Data Availability
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WP6 Objectives and Governance

1. Expand diagnostic data availability and collation effort

2. Implement data standardization and quality criteria for other omics data besides WES and WGS

3. Operationalise results return workflow and facilitate collaborative variant interpretation
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Data Availability Committee (DAvaC)
(main governance board in WP6, 

monthly scheduled meetings)

WP6 logistics
(UT, CNAG, UTARTU, UMCG, 

bi-weekly meetings)

Scientific project management 
(UT, CNAG, SRUMC, TUM, UTARTU, UMCG, 

CCRI, bi-weekly meetings)

Figure: WP6 governance structure

UC network
(lead: UTARTU, 

bi-monthly meetings)



Expand diagnostic data availability and collation effort

⮚ Implemented Data Sharing Framework 
Agreement as a core enabler for secure and 
compliant transnational data sharing
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UMCG
= RD3

CNAG

= GPAP and 

PhenoStore

Partners (ERDERA 

and additional 

ones) acceeding to

Agreement 

->Joint 

Controllership

University 

of Tübingen 

DRWS Lead

EMBL/CRG

= EGA

Separate DPA (Appendix 

to Data Sharing 

Framework Agreement)



Expand diagnostic data availability and collation effort

⮚ Implemented Data Sharing Framework 
Agreement as a core enabler for secure and 
compliant transnational data sharing

⮚ >44 centres have joined the joint controllership, 
including all key data-contributing centres active
in the first two project years; partner accession
remains ongoing (incl. Non-ERDERA partners)

⮚ Implemented option to access data for partners
under the agreement based on study proposals. 
Access is carefully governed to ensure data
protection and full compliance with the Data 
Sharing Framework
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Figure: Institutions and countries that have signed the Data Sharing Framework 
Agreement as of 03/2026



Data Standardization & quality criteria

❖ Data standards for WES, WGS and RNAseq based 

submission and re-analysis (developed and) 

adopted and approved by the Data Availability 

Committee (DAvaC)

❖ Adoption of data standards for LR-WGS and OGM 

submission in progress

❖ Established results return workflow and 

collaborative variant interpretation
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Dataset inclusion criteria

https://drive.google.com/file/d/1z_bqDmi06R-ORPubUqzD0NNyIcjaWMxP/view?usp=sharing


Expand diagnostic data availability and collation effort

o Data sharing of > 10,000 WES/WGS in year 1; 

Additional >29,000 WES/WGS/omics submissions 

for ERDERA Year 2 in progress

o Successful deposition of the first Year 1 datasets at 

the EGA, establishing the basis for controlled 

sharing of raw genomic data among joint controllers

o Expanding Network of Underrepresented 

Countries (Ucs) in the Diagnostic Research 

Programme. Regular webinars to address 

specific needs: Ethics/GDPR, sample 

processing, and AI-driven diagnosis
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Figure: WES/WGS dataset submission numbers per country in year 1



Expand diagnostic data availability and collation effort

o Data sharing of > 10,000 WES/WGS in year 1; 

Additional >29,000 WES/WGS/omics submissions

for ERDERA Year 2 in progress

o Successful deposition of the first Year 1 datasets at 

the EGA, establishing the basis for controlled

sharing of raw genomic data among joint controllers

o Expanding Network of Underrepresented

Countries (UCs) in the Diagnostic Research 

Programme. Regular webinars to address

specific needs: Ethics/GDPR, sample 

processing, and AI-driven diagnosis
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Figure: WP6 network of Underrepresented Countries (UCs) as of 10/2025



Current Submission Workflow

1. Pheno-clinical information will be collated through
GPAP-PhenoStore using standards and ontologies.

2. Genomic information from srWES and srWGS:

• metadata will be collated in GPAP

• Files submitted through Aspera

Processes for submission of RNAseq and LR-
WGS data are currently in progress

Metadata

RD-Connect GPAP

Genomic data
(FASTQ, BAM, CRAM)

Clinical phenotype

PhenoStore
(HPO terms)

ANALYSIS

ERDERA 
ECOSYSTEM

Data (Aspera)

distributed approach

WES/WGS (for re-analysis)

Data Submitter 

& DITFs
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WP7
Genome Re-Analysis Research Pipeline

22



Joint Expert Reanalysis – DATF and DITFs 
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Reanalysis Workflow (for unsolved exome and genome datasets)

• Submission of data of diagnostically unsolved patients

• Central re-annotation and re-analysis for WES/WGS 
pipeline via CNAG (DRAGEN v4.4.6)

• Additional analysis tailored to variant type in analysis
hubs – DATF Working Groups

• Case based interpretation by submitting centres in 
GPAP

• Group based interpretation led by ERN led/informed
DITF 

• Availability of result data via EGA (CRG) 

• Flagship publication of results via ERDERA 

• DITF specific publications via DITFs and DATF WG
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Reanalysis Workflow (for unsolved exome and genome datasets)
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PAEDCAN

ERN-EYE

Leads Super DITF 3

Richarda de Voer

Beatriz Martinez Delgado

Leads Super DITF 1

Lisenka Vissers

Holger Lerche/Christian Boßelmann  

Leads Super DITF 2

Ana Topf/ Volker Straub

Bart Dermaut/ Dimitri Hemelsoet

Super-DITF/DITF Structure
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DATF - WGs
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WP7

WP8
Long-Read Sequencing WG
Leads: Alexander Hoischen 

(SRUMC), Stephan 
Ossowksi (UT), Tobias 

Haack (UT)

Optical Genome Mapping 
WG

Leads: Alexander Hoischen 
(SRUMC), Stephanie 

Efthymiou (UCL)

RNAseq WG
Leads: Vicente Yépez 

(TUM), Anna Esteve (CNAG)



From distributed to federated reanalysis
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WP8
Innovation to shorten 
time to RD diagnosis
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Key activities

⮚ Conducting novel lrWGS and OGM and comprehensive analyses for challenging rare disease
cases from Underrepresented Countries (UC).

⮚ Developing RNAseq- and integrated multi-omics methods to improve the analysis and 
interpretation of genetic variation.

⮚ Facilitating the adoption of innovative approaches across Europe, strengthening diagnostic 
solidarity and capacity.

⮚ Organizing dedicated training sessions and Solvathons focused on RNAseq, lrWGS and OGM 
data interpretation and diagnosing undiagnosed cases.

WP8 - Innovations to Shorten Time to Diagnosis

Cutting-edge genomics and integrated multi-omics approaches to accelerate the diagnosis of rare 
diseases
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WP8 - Opportunities for centers from Underrepresented Countries (UCs)

Long-read genome sequencing

Optical genome mapping

160 samples

160 samples

200 samples

Radboudumc, Nijmegen, Netherlands

University of Tübingen, Tübingen, Germany

Radboudumc, Nijmegen, Netherlands

Centers from UCs interested in submitting samples for lrWGS and/or OGM data generation?
Complete the linked template and submit it to Bart van der Sanden (Radboudumc, the
Netherlands) to see if your samples/cases qualify for lrGS/OGM data generation.

Submit biosamples for the generation of novel data for analysis together with experts in the field
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https://docs.google.com/document/d/1QtPNwmn7MFeZ5ZKaqTzKv9rMmK-UgUS8/edit?usp=sharing&ouid=107345640798996115145&rtpof=true&sd=true
mailto:Bart.vanderSanden@radboudumc.nl


Links and contacts

Resources

o Dataset inclusion criteria (standards, formats and minimum quality criteria for data submission) 

o Data submission toolkit (incl. links to dedicated submission guidelines)

o Data Sharing Framework Agreement

o RD-Connect GPAP registration

Questions or comments?

Please contact us!
ERDERA-diagnostic-research@med.uni-tuebingen.de
help@rd-connect.eu
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Thank you!

For further information get in touch with us: 
ERDERA-diagnostic-research@med.uni-tuebingen.de
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