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The EuRRECa (European Registries for Rare Endocrine Conditions), funded by the European 
Union’s Health Programme, is aimed at maximising the opportunity for all patients, health 
care professionals and researchers to participate and use high-quality, patient-centred 
registries for rare endocrine conditions covered within the European Reference Network on 
Rare Endocrine Conditions (Endo-ERN). 
 
The scope of the project, launched in February 2018, is three-fold: firstly, running an e-
reporting programme (e-REC); secondly, developing a new endocrine registry that collects a 
core dataset including objective markers of clinical outcome and; finally, signposting 
participants to high-quality, detailed, disease-specific and patient-centred registries that 
have been evaluated by EuRRECa. 
 
The project builds on the structure that has been created by Endo-ERN, but will also be open 
to all health care professionals beyond this ERN. EuRRECa receives guidance from Expert 
Advisory Groups that align with the Main Thematic Groups of Endo-ERN and their guidance 
will flow through work packages that will review the needs of patients, and parents, comply 
with the highest ethical standards, evaluate the quality and interoperability of datasets and 
combine them with patient-centred clinical outcomes. Clear policies that are acceptable to 
patients, researchers and industry for accessing data for research coupled with widespread 
dissemination and knowledge exchange through closely affiliated professional endocrine 
societies, patient support groups and across all the ERNs will ensure that EuRRECa is 
sustained beyond the current lifetime of the project. 
 
The Project has completed Year 2. Specific remarks on the individual workpackages follow. 
 
General Comments: 
he EuRRECa collaborative has demonstrated fidelity to its funded proposal in accomplishing 
all milestones. The EuRRECa proposal to the EU Health Programme did not set parameters 
on the guidance given by the Independent Advisory Board (IAB); we therefore took the 
opportunity to make suggestions and recommendations that go beyond what EuRRECa 
promised and delivered. 
 
WP 01: Management & Coordination 
This work package is responsible for 5 overarching tasks: 

1. Project management:  
• Timely completion of the milestones and delivery of deliverables 

2. Contractual management:  
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• Ensure that the consortium’s contractual duties are carried out and support 
and strengthen the participants to comply with the EU regulations and their 
contractual and legal requirements 

3. Resources management: 
• Ensure that the consortium’s resources are managed appropriately 

4. Communication 
• Provide an effective communication infrastructure and foster integration 

within the consortium 
5. Scientific project coordination and management 

• Enhance the scientific value and manage the processes for the capture and 
protection of intellectual property 

 
Year 2 Achievements & Comments 

• The project has been managed as proposed 
• no recommendations 

 
 
WP 02: Dissemination and Access 
WP02 is responsible for delivering on 3 tasks: 

1. Dissemination & communication 
• Communicate with Endo-ERN membership through meetings 
• Provide members with individualized registry-usage information 
• Ensure bidirectional communication between EuRRECa and other ERNs, the 

EU Expert Group for Rare Diseases and the Joint Research Centre. 
2. Long-term sustainability 

• Advise the Endo-ERN regarding Core Registry sustainability based on 
relationships with professional endocrine societies and pharma.  

• Work with the expert advisory groups as well as the thematic groups within 
Endo-ERN to identify and prioritise conditions that require a detailed disease 
registry.  

• Through Endo-ERN, WP02 will work with WP04 and the Working Groups to 
ensure that the core endocrine outcomes collected by EuRRECa become 
widely accepted and mandatory benchmarks of clinical care in the endocrine 
community within Endo-ERN as well as beyond.  

• Through its links with other ERNs, WP02 will explore how the concepts of 
core outcomes and clinical benchmarks can be applied to other ERNs and 
related registries.  

3. Standard policy for data access 
• WP02 will work with the Working Groups and obtain existing policies for 

research access and data sharing that exist for endocrine registries.  
• These policies will be merged to develop a common policy for data access.  
• WP02 will work with WP04 and WP05 and Working Groups and stakeholders 

to review this common policy.  
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Year 2 Achievements & Comments 
Re Task 1: Dissemination & communication 
• EuRRECa Periodic Report final 150319 (Task 1) 
• EuRRECa newsletter 31st January 2020 final (Task 1) 
• Draft: WP2 Data Access Policy (Draft V1.2: creation 07/01/19, Modified 

31/05/19, Revision 07/01/20 (Task 3) 
• Other activities (meetings organization and participation, publications) are 

listed in p. 6-7 and 14-15 of EuRRECa Periodic Report RP2 040320.  
• Disseminate of the project has been established with Endo-ERN and main 

professional societies members (ESE and ESPE) through meetings. Website 
(eurreca.net), leaflet, a twitter account (@eurreca) with over 200 followers, 
and newsletters 

• Data access policy (individualized registry-usage information) has been 
completed as per project plan. 

• Usage and information of registry and e-surveillance was presented at a 
multi-sector registry workshop in Glasgow Dec 2019.  

• The EU Expert Group for RDs is no longer in existence. However, the JRC is. 
The JRC have been involved in the project, specifically: 

i. In a workshop on rare disease registries in Baveno on 8/2/18   
ii. In shaping the Core Endocrine Registry Core Data Elements based on the 

recommendation of both JRC and RD-Connect.  
 

Re Task 2: Long-term sustainability  
• 1st bullet: “Advise the Endo-ERN regarding Core Registry sustainability based 

on relationships with professional endocrine societies and pharma”: this is to 
be developed and due to 31st July 2020.  

• The ERN BoMS published their guidance on how ERNs can engage with 
industry partners in a statement dated: 25 June 2019 
https://ec.europa.eu/health/sites/health/files/ern/docs/statement_industry
_conflictofinterest_en.pdf. It is unclear where this policy statement has been 
discussed and what the agreed outcome and approach is, in terms of how the 
project will engage with industry. 

• 2nd and 3rd bullets are developed together with WP04. 
• 4th bullet is developed together with WP04. They are in contact with other 

ERNs (the Endo-ERN MTG on “Ca and Phosphate” with BOND-ERN to develop 
clinical benchmarks and clinical outcome data).  

 
Re Task 3: Standard policy for data access and sharing 
• Delivery of a Data Access Policy Document for the EuRRECa Core Endocrine 

Registry.  
• Nothing is indicated on existing policies for research access and sharing data 

in other endocrine registries. 
• WP6 completed a progress reports – unclear if this has been presented to the 

DAC. 
• It is positive that patients can self-register their data (QoL) and gain access to 

their data? 



Report of Independent Advisory Board – EuRRECa Year 2  4 
  

• Unclear if the members of the Data Access Committee (DAC) have made 
declarations of interest and potential conflict. Is there Terms of Reference for 
the DAC (nothing on the website)? 

• There are public information leaflets developed – however the data access 
policy does not include the process for how patients can access their data.  

• Data access policy and the supporting public and private information sheets 
need to be amended with the transfer of the data governance and platform 
to Leiden from Glasgow due to the UKs exit from the EU. The governing laws 
are now changing. 

 
 
WP 03: Quality Assurance and Evaluation 
WP 03 is charged with 3 tasks: 

1. Adoption of standard ontology, classification and terminology for endocrine 
conditions 

• Selection criteria include the appropriateness of the ontology to describe the 
selected information, the quality of the modelling, and the adoption of the 
ontology in the field 

2. Define a Core minimum dataset based on the following: 
• Existing registries on rare endocrine conditions 
• Datasets used in the existing catalogues, scientific literature, as well as in 

research projects (US Office of Rare Disease Research, EPIRARE project, 
RDConnect project) 

• Align these resources and build a preliminary core dataset with common 
definitions of their components for those conditions included in Endo-ERN 

• Validate the preliminary core dataset based on consensus with the Working 
groups and the Core Endocrine Registry 

3. Evaluate the quality and interoperability of existing endocrine registries 
 

Year 2 Achievements & Comments 
• Report on the use of the toolkit for assessing the quality of existing registries (15 

08 2019). The “toolkit” to assess the quality of existing registries was applied to 
seven registries, and the conclusions from this exercise are that it cannot be applied 
in the same way for nascent and well-established registries (an obvious point). Some 
questions were unclear and respondents requested more options to be of relevance. 
In conclusion, the tool is not validated in its current format.  

• The objective of calculating a global quality score is inappropriate and should be 
abandoned. Quality is a complex notion, and registries are complex systems, 
incorporating data collection, management, mining, dissemination, and are 
dependent on available expertise, governance, and funding. Extensive experience in 
the quality assurance field teaches us that only education and support by expert 
peers are likely to contribute to improved quality. In addition, the existing registries 
for rare endocrinologic diseases, are all unique collections, maintained by dedicated 
experts receiving little (or no) funding for this additional activity. What is the 
purpose of highlighting the ones highly and poorly? The IAB considers this approach 
as unhelpful and potentially detrimental. 
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• Last year, the IAB had already expressed concerns about the selected approach to 
the quality of registries. Our comments remain valid and are therefore repeated 
here: 

i. The objectives of this workpackage should be reconsidered as the partners do 
not have the capacity to assess the quality of the existing registries and are 
not in a position to do so. It seems appropriate to promote quality criteria for 
a register, but this should be limited to an educational tool to be used for self-
assessment. The questionnaire itself serves as an appropriate guide for self-
assessment of the quality of the registration process. We recommend against 
EuRRECa attempting to implement an evaluation process. This has already 
been tried during the RD Connect project, without relevant results.  Pursuing 
this goal may also result in disengagement of potential new partners.  

ii. The workpackage is developing a core dataset and a new core endocrine 
registry along with developing a quality assessment tool before engaging 
stakeholder groups i.e., existing disease-specific endocrine registries. There is 
an inherent weakness to this approach, as the central objective of this project 
is to be able create an interoperable “data eco-system.” It is unclear if the 
other disease-specific registries have been mapped or if any form of 
stakeholder engagement and communication between EuRRECa and these 
potential future partners have occurred beyond ENDOERN members being 
enthusiastic and collaborating with their respective disease specific registries. 
Accordingly, it appears that the new core registry is being developed in some 
degree of isolation. It is recommended that EuRRECa (this workpackage) 
actively engage with their future registry stakeholder partners early in the 
project to align expectations and address their needs; otherwise it is unclear 
how the relationship or connection between the new core registry and 
existing ones will occur.  

iii. The European Platform on rare disease registration is now launched by the 
JRC. It should be an objective of EuRRECa to convince the existing disease 
registries to register with this platform and to store there their metadata. It is 
recommended to take action in this direction during the second year of the 
project. The metadata repository will serve as a perfect source to work toward 
semantic compatibility between the diverse sources of data across diseases 
and across countries.  

• Selection of core data elements, common to existing registries: 
• The selected core data elements include 35 variables, approximating the list 

already proposed by other organisations – including the JRC – for any rare 
disease registry. The full definitions of the variables were not provided in the 
documents received by the IAB. 

• In the objectives of the proposal, it was stated that the core data elements, 
common to all RD registries, should be implemented, not defined, as they 
were already defined, several years ago. According to the contract, it was 
expected a core dataset, with common definitions of their components for 
those conditions included in Endo-ERN, would be identified. This means 
specific information on the disease course.  Progress in this area appears slow. 
An interesting discussion took place at the registry workshop in December 
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2019. The IAB supports this work as necessary to contribute to the 
interoperability of existing disease-specific registries. 

• It is a positive development that the details of the core registry are now 
entered into the European Directory of Registries and in the central metadata 
repository.  

 
WP 04: Core Outcomes 
WP 04 is charged with 4 tasks: 

1. Liaise with the Working Groups of EuRRECa and the thematic groups of Endo-ERN 
and identify core generic outcomes as well as condition specific that need to be 
included in the Core Endocrine Registry. Work with the Working Groups at 
developing generic PROs  

2. As Endo-ERN is centered around improvement of patient care, WP04 will explore the 
current resources that are already available for assessing PROs for inclusion in the 
Core Endocrine Registry. 
WP04 will also explore the potential for the online PROs to be used as widely as 
possible across Endo-ERN HCPs and will and work with the Working Groups at 
extending the multilingual utility of these tools. 

3. At a minimum, for every condition, one age- and sex-specific outcome shall be 
included in the Core Endocrine Registry and WP04 will work with the Working 
Groups at identifying these outcomes. 
WP04 will establish condition-specific PCOMs in collaboration with the Working 
Groups and WP05. 

4. Work with WP06 and the Working Groups and explore the development of clinical 
benchmarks and related dashboard  

 
An additional responsibility assumed by WP 04 is to ensure that a patient focus is 
maintained in the development of core outcomes in the Core Endocrine Registry (see 
WP 05, Task 2) 

 
Year 2 Achievements & Comments 

• WP4 Report of age and condition specific PCOM document. 
• Identification of condition specific and generic core clinical outcomes links to 

documents: point V p. 8 and p. 16 of EuRRECa Periodic Report RP2 040320. 
• A generic PRO tool for inclusion in Core Endocrine Registry was launched in 

Feb, 2019. It uses the EuroQoL(EQ)-5D tool for measuring 5 dimensions of 
health-related quality of life that is available in 7 languages used in Endo-ERN 
countries. There is a version for adults (EQ-5D-3L) and another for children 
(EQ-5D-Y). They adapted the Registry to implement a web-based version of 
the EQ-5D.  

• It is unclear whether registry participants will intuitively expect to be 
contacted by their providers if responses on the EQ-5D suggest the person is 
experiencing marked emotional distress. 

• They are at present piloting the mode of delivery and expect to have the 1st 
results by May 2020.  
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• For the age- and condition-specific PCOM for conditions covered in Endo-ERN 
they decided to initially set core outcomes for some conditions (2/3), and 
show those for “rare thyroid conditions”. They will start in 2020 with these 
2/3 conditions to assess feasibility and compliance.  

• Discussions with Endo-ERN WG leaders area ongoing regarding 
implementation for other specific conditions.  

• WP04 completed a survey identifying core condition specific endpoints that 
already exist for conditions that are covered by Endo-ERN.  

• Outcomes have been developed for all ENDO-ERN working groups except for 
EWG 1 Calcium & Phosphate (please see report d4.1 core clinical endpoints) 
 

• Year 1 comments remain relevant: 
i. ENDO-ERN has a large scope of rare diseases included in the network, 

with many conditions and diseases overlapping with other ERNs. The 
development of core disease-specific outcome measures is a 
requirement for all ERNs under the EC ERN Continuous Monitoring 
Framework; therefore, each working group lead should actively 
engage with their colleagues in other ERNs to develop outcomes that 
are consistent across the ERNs and thereby avoid any divergent and 
contradictory outcomes between the ERNs. This inter-ERN 
collaboration should be at a working group level and not at a Network 
Coordinators Level for disease-specific activities.  

ii. ERN BOND (Rare Bones Diseases) has developed a registry proposal 
that is to use as an ERN the EuRRECa registry along with ENDO-ERN. 
Application for funding was successful.  

iii. The development of core outcomes is an important activity in the 
ERNs as this creates the “currency” for experts to share their 
experiences and knowledge, understanding when one approach is 
better than another, and unlocking the potential of the ERNs. The 
focus of EuRRECa’s core outcomes is in their development phase and 
the project is encouraged to outline its vision for how these outcomes 
will be used in the ERN, thereby increasing the relevance and value of 
collecting this information by the HCP Member, incentivizing them to 
develop and adapt their clinical practice to collect this information in 
the future.  

 

WP 05: Patients, Parents and Ethics 
WP05 was assigned the following 5 tasks: 

1. Understanding the needs and expectations for patients, parents and families in 
registries 

• Summarize these in an intermediary report to support work of WP04 
• Based on feedback received from patient organizations, a final patient 

priorities report listing generic and disease specific patient-centred outcome 
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measures (PCOMs) will be produced which will serve as guidance for further 
actions of WP03 and WP04 

2. Ensuring that the patient focus is maintained in the development of core outcomes 
in the Core Endocrine Registry 

• Will work with WP04 to ensure integration of the patient priorities report and 
ethical guidance report (see below), in the development of the Core 
Endocrine Registry 

• Will work with WP04 in ensuring patient-centeredness of the Core Endocrine 
Registry. Focus will be on accessibility of the Registry for patients and 
relevance of accessible data, language issues, understandability of 
information and development of a patient-reported outcome (PRO) section 
and an interactive section including Q&A, news alerts and notifications 

3. Development of clear ethical guidance for the operation of registries 
• Will collect and evaluate guidance available from EU reports and other ERNs 

and produce an intermediate guidance report stating priorities from a patient 
perspective 

• Based on the intermediate report, will develop a final ethical report, to be 
applied as a guidance document for best practice for existing and new 
registries within Endo-ERN and to be shared with other ERNs 

4. Evaluation of the degree of patient involvement and patient safeguarding in existing 
disease registries 

• Establish workflow, consisting of a checklist and rating of patient-relevant 
issues for evaluation of existing registries, based on the presence of PCOMs 
and PROs, patient centeredness (Task 2), adherence to patient priorities (Task 
1) and ethical guidance (Task 3) reports 

• Perform a pilot global evaluation of existing registries and of the newly 
developed Core Endocrine Registry and formulate recommendations  

• Evaluate the appropriateness and user-friendliness of the Core Endocrine 
Registry PRO tool developed by WP04 to WP06 and produce a report with 
recommendations  

5. Involving patients in the dissemination and evaluation process 
• Work with the Working Groups and guide WP02 on identifying target groups 

within the affected community, other stakeholders and the broader public 
for dissemination of EuRRECa deliverables 

• Develop a final report containing WP05 deliverables (patient priorities report, 
ethical guidance report, workflow for appraisal of registries), and ensure its 
dissemination across identified target groups, with the aim of increasing 
awareness and patient empowerment. 
 

Year 2 Achievements & Comments 
This WP’s objectives were not precisely defined, lacking actionable elements, 
and specifics related to the field of rare endocrinologic diseases. General 
recommendations on how to handle registries from the patient perspective, 
following best practices, have been already published by the EUCERD and 
EURORDIS many years ago. The need is now to apply these principles to 
practical situations.  It is difficult to assess how much has been achieved in 
Tear 2. We have received 2 documents in relation with this WP: 
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• Patient and ethics perspective report on existing registries: This 
document is not a report, nor a summary of actionable conclusions. 

• Report on the patient’s perspectives on the use of PRO tool in the 
Core Endocrine Registry: This document shows that the work to 
provide the possibility to patients to report on their quality of life is 
progressing well (but see concern about potential unmet patient 
expectations regarding the PRO noted under WP4. The adoption of 
already validated questionnaires is reassuring.  However, this 
document is far from being a report on patient ‘s perspective on the 
use of PRO.  
 

IAB Comments from last year are remain relevant to this WP: 
• Patient involvement in the development and governance of registries 

is viewed as a best practice. It is important for this WP to be 
supported in developing patient stakeholder knowledge and 
competency regarding registries, data protection regulation, and 
ethics. Funding should be focused to support informed patient 
involvement in the discussions.  

• The year 1 deliverable confirmed that the patient community expects 
that informed consent will be obtained before their data is entered 
into the new registry. The methodology utilized for capturing the 
opinions and views of patient stakeholders on this matter could be 
developed further, for example, through a confidential survey.   

• There have been several EU projects (RD Connect, Rare Barometer 
Voices, etc.) that have engaged the patient community on their views 
of data-sharing and informed consent. It is unclear this this existing 
knowledge and findings have been used to inform the discussion in 
the workpackage, as patient views on consent are proportional to the 
severity of their disease and dynamic consent is the more favoured 
approach.  

• It is recommended that the workpackage assesses the level and 
method of patient involvement needed based on each of their tasks in 
the project and this decision- making approach should be 
documented. 

 
WP 06: Registry and e-Reporting  
WP 06 is charged with 4 tasks: 

1. Creation of a Core Endocrine Registry that collate all the diagnosis and classifications 
that are present in Endo-ERN  

2. Continuous security evaluation, risk assessment and ethical evaluation and 
adherence to the highest standards of registry governance 

3. Inclusion of core outcomes in the Core Endocrine Registry  
4. Development of a system of e-surveillance  
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Year 2 Achievements & Comments 
• WP6 Core Endocrine Registry Report January 2020 document 
• WP6 Activity Report: results from the platform for e-reporting of Rare Endocrine 

conditions (e-REC). 

• The pilot EuRRECa Core Registry (https://eurreca.net/core-registry) was launched 
in June 2019 and revised further to include patient access and reporting of 
generic outcomes as the EQ-5D. Ethical approval and information sheets are 
available in several languages, but many remain lacking. Activity up to the end of 
January 2020 shows steady increases of “users” registered (almost 50), center 
numbers (near 20) and patients registered (around 35).  

• Currently, a beta version of a stand-alone web-based registry has been 
developed.  

• Data currently available stem largely from Centers with members connected to 
the EuRRECa Project Governing Board. Participation by other Centers will have to 
be monitored.  

• The activity report shows a stepped increase in number of patients registered in 
2019 Q4 and 2020 Q1; a steady increase in users from 2019 Q19 onwards; 
however, there is no meaningful increase in the number of Centers (no growth). 
The report highlights “After a slow start, an organic increase in the number of 
centers, users and patients has now started to occur” This is the case for users 
and patients registered, but not for increase in centers.  

• What is the implementation plan / roll-out strategy for the registry within ENDO-
ERN and beyond?  

• Data entry procedures – need clarification on who is the assigned person to 
enter data e.g.: clinical lead? How do you prevent multiple reporting of cases 
from a single team? 

• The platform for e-reporting of Rare Endocrine Conditions launches an electronic 
reporting “card” every month to registered centers requesting report of any new 
case of the conditions that have been included in Endo-ERN and ERN BOND. 
From Jul 2018 to Dec 2019 a total of 50 centers from 20 countries registered. As 
for disease-specific diagnostic groups broken down by age (< 18y / > 18y), “sex 
development differences,” followed by “thyroid,” are the most reported in 
children, whereas “pituitary” and “thyroid” are the most frequent among adults.  

• It is not mentioned whether e-REC included patients that had yet been registered 
in other Registries or if they will be further registered in the EuRRECa Core 
Registry. In any case, research will only be available through the EuRRECa 
Registry.  

• The project has highlighted the need to develop further registries and improve 
the quality and functionality of existing registries. In its 2nd year, EuRRECa held a 
workshop that will engage a wide range of experts to discuss the future of 
registries for rare endocrine conditions and explore a pathway for development 
of detailed disease registries for rare endocrine conditions. This was the Glasgow 
workshop. 
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From Glasgow Workshop: 
o Core endo registry is ready to use - slow uptake, but the project has 

focused on getting the e-REC 
o 3 options for consent – use the EuRRECa information sheets; ERN 

information sheets and opt-in consent forms; Use opt-out consent forms 
that has been developed locally, but has limited functionality 

o Reference centres participating in e-REC: 50 Centres / >18 MS (in Dec 
2019) 

o Of the 71 reference centres within Endo-ERN, 24 centres are currently 
participating in the pilot.  

o e-REC which does not hold any personal data  
o Also open to centers beyond Endo-ERN 
o e-reporting ‘card’ (RED-Cap) issued monthly to inquire whether clinicians 

had encountered a new case of any condition within 8 ENDO-ERN Main 
Thematic Groups  

o Focus on new cases – unique ID generate – stored locally at centers 
o Between 50-60% reporting of centers signed up 
o Core data elements developed – simpler as drawing on the outputs of RD-

Connect & JRC advice 

Year 1 comments remain relevant: 
• The main threat to success is the lack of time and resources to enter data in e-

REC at each center. During the meeting, the methodology in place at the 
Glasgow site to extract data from patients’ files and push them into e-REC was 
presented. This is the model to be promoted. The partner sites should be 
encouraged to explore the feasibility of adopting a similar approach at their 
respective hospitals using the argument that these data are useful to improve 
care locally, ie quality improvement. One center per country should volunteer to 
demonstrate that it is feasible to upload data directly from patients’ electronic 
health records.  

• The problems raised by current nomenclatures to describe and code patients and 
diagnoses was raised by participants. It is recommended that EuRECCa not work 
on the cross-referencing of the international terminologies because 
collaborations between in harmonizing terminologies is already up and running. 
The role of EuRECCa partners should be to identify terms which are missing in 
the terminologies, although considered useful, and to submit requests to 
Orphanet for the diagnosis and to HPO for phenotypic traits.  

 
 
Submitted by the Independent Advisory Board 

David E. Sandberg 
Ségolène Aymé 
Matt Johnson 
Laura Audi 
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