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1.
Problem analysis including evidence base
1.1.
Background
Endocrine pathology is manifested in humans by either a deficiency or excess of the amount or the extent of activity of one or more
hormones. These endocrine conditions can often be life-threatening and almost universally, they are associated with chronic longterm morbidity. Often the condition presents in early childhood, eveolves over time and the chronic complications present in
adulthood. Optimal management of endocrine conditions requires general awareness of these conditions, specific expertise, and
the capacity for long-term follow-up and this may be particularly challenging for rare endocrine conditions that require specialist
multidisciplinary care in expert centres. With the recent advances in diagnostics and therapeutics as well as our knowledge of
hormone action and natural history of many conditions, the field of endocrinology is at the cusp of making great strides that will reap
long-term benefit for patients. However, many endocrine conditions are associated with stigma and when combined with the current
gaps in long-term outcome and the lack of expert and evidence-based multidisciplinary care due to the rarity of several conditions,
the end result is very often associated with substantial variation in patient care, disaffection and isolation. By enabling
surveillance, audit and research through a virtual environment, registries have the potential to improve the care of people
with several rare endocrine conditions. In such situations, important lessons can only be learnt through the pooling of data within
a common, secure platform and through effective interaction between health care professionals, researchers and the affected
community. In addition to providing epidemiological data, registries can play a vital role in benchmarking clinical outcomes
and act as a platform for quality improvement. The importance of disease registries was first highlighted by the EU in its Council
recommendation on the 8th June 2009 on an action in the field of rare diseases (2009/C151/02). This was further highlighted in the
Directive 2011/24/EU of the European Parliament and of the Council of 9 March 2011 on the application of patients’ rights in crossborder healthcare. With the recent development of Endo-ERN as a European Reference Network (ERN), the stage is now set to
consider how to pool resources and develop a virtual environment that serves the objectives of this ERN and acts as a model for
the wider endocrine community in Europe and beyond.
1.2.
Endo-ERN
Endo-ERN is one of 23 ERNs that were approved in December 2016. It is the largest ERN with 71 health care providers (HCP) from
19 member states. The 36 rare groups of endocrine conditions it will cover are categorised into 8 themes (Table 1) and it is
estimated that this may include over 60,000 patients in total. The European Commission's Delegated Decision of 10 March 2014
(2014/286/EU) which sets out the criteria and conditions that ERNs must fulfil with regard to the exchange of expertise, information
systems and e-health tools, explicitly states that ERNs need established procedures and a framework for ensuring the
management, safeguarding and exchange of data. The latter includes the gathering of data on established outcomes, process
indicators and patient registries for the specific area of expertise covered by the ERN. It was anticipated that involvement in
these exercises will become an essential criterion for the designation of an expert centre, and for inclusion in the ERN. The
ERNs also need to fulfill minimum interoperability requirements and need to use standardised information and coding systems that
comply with national or international systems. In this context, and compared to other ERNs, the sheer size of Endo-ERN poses
the network with a unique challenge which deserves to be addressed as a priority. The size and the wide range of conditions
within Endo-ERN also allows it to act as a model for a large group of rare and diverse health conditions that require a common Core
Endocrine Registry. Many clinical and scientific networks that are involved in rare conditions operate an electronic surveillance
system to capture activity as well as understand incidence, prevalence and natural history (1). An electronic surveillance system
that is performed regularly through the registry platform and targets Endo-ERN members will provide the network with clear
data on the conditions covered within the ERN and in addition enable the network to develop the infrastructure to perform
multicentre clinical studies and trials in the future. The lessons that will be learnt from developing a registry for Endo-ERN
shall be shared with the other successful proposals in this call as well as all the ERNs.
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Table 1 – Details of the
conditions covered in EndoERN

1.3.
Current Landscape Of Registries For Rare Endocrine Conditions
Health care professionals delivering specialist endocrine care have a long track record of using rare disease registries and have an
excellent understanding of their strengths and weaknesses. For instance, in the field of growth hormone deficiency, the Kabi
International Growth Study was one of the first examples of how data for a relatively rare condition could be aggregated for common
benefit (2). Over the last decade, advances in information technology, as well as a greater willingness to collaborate has seen the
development of several secure, web-based registries for discrete groups of endocrine conditions including Cushing Syndrome
(ERCUSYN, www.lb.de/ercusyn/), adrenal tumours (ENSAT, www.ensat.org), congenital adrenal hyperplasia (I-CAH, www.icah.org), common and rare forms of diabetes (SWEET, www.sweet-project.eu) (EUROWABB, www.euro-wabb.org) and disorders
of sex development (I-DSD, www.i-dsd.org). Some, such as ENSAT, have placed a greater emphasis on research and biobanking
(3) whilst others, such as SWEET, have placed a greater focus on service development and enhancement (4). Others such as the IDSD and I-CAH registries have explored how the involvement of patients can be maximized through the development of a patient
accessible module (5,6). Several active users of these registries and their coordinators are already participating in Endo-ERN. Thus,
considerable expertise and diversity in the creation and active use of cross-border detailed rare disease registries exists
already within Endo-ERN and, through EuRRECa, the ERN will benefit from harnessing this collective expertise. A recent
survey of Endo-ERN members in December 2016, with a response rate of over 80%, showed that, in general, the HCPs had high
engagement in registries (Fig.2).

Fig.2 – Results of a
survey performed of
Endo-ERN members
showing extent of
participation in a local
registry (red), national
registry (grey) and
international registry
(green)
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For some conditions, the HCPs used local registries whilst for some they used international registries. Although the use of
international registries was primarily linked to the availability and awareness of the registry, many HCPs were not aware of
international registries or did not use international registries despite being aware of them. Whilst there is a clear argument to
develop new detailed disease registries, there is also a need to improve the awareness and signposting of existing
registries. A common platform that is used by the whole endocrine community and which directs the user to detailed
disease registries has the potential to achieve this objective.

1.4.

Quality Assurance Of Registries

The proliferation of registries for rare endocrine conditions mirrors the evolving landscape of registries for rare conditions within
Europe and beyond. According to Orphanet, there are over 650 registries for rare conditions (7) and over 70% of these are
restricted to national boundaries whilst only 16% are truly European or global. In 2013, the EU Committee of Experts on Rare
Diseases (EUCERD) published their recommendations on rare disease patient registration and data collection (8). A number of
frameworks exist for registry development; whilst there are ‘do-it-yourself’ tool-boxes such as the OSSE registry framework (9),
many well-established and successful registries have developed their own solutions. The focus needs to be on the qualities of
disease registries and which should be underpinned by a comprehensive and collaborative approach between all stakeholders to
data collection that can ultimately address the requirements of patients, researchers and regulatory agencies. In general, patients
with rare conditions prefer registries with a global reach (10). By prioritizing ethical and legal standards, high quality registries can
provide access to data on a platform that ensures data security and patient confidentiality. Registries should ensure that they
employ communication strategies that allow the dissemination of research activities and their results, thus promoting wider
involvement of the stakeholders and ensuring adaptability and sustainability. Of the 272 registries surveyed by the European
Platform For Rare Disease Registries (EPIRARE), 57% were not patient-based, 48% did not have a clear strategy for long-term
sustainability, 34% did not have a clear management group, 30% did not share data and 21% were established without any clear
funding (11). In response to these gaps, projects such as EPIRARE (epirare.eu), the PAtient REgistries iNiTiative
(patientregistries.eu) and RD-CONNECT (rd-connect.eu) have developed resources and guidance that will prove useful for the
development of new registries, for enhancing established registries as well as for the development of a core endocrine dataset that
includes all the essential core data elements for optimal interoperability. In summary, the understanding of clinical outcome for
endocrine conditions requires the collection of long-term follow up data and this is only possible if registries are sustained for long
periods. However, in addition to stakeholder interest, long-term sustainability of registries requires a thorough evaluation of
registries against the FAIR principles to ensure data are findable, accessible, interoperable and re-usable (12).
1.5.
Interoperability & The Need For A Core Endocrine Registry
Historically, the lack of a suitable ontology for rare conditions within commonly-used classifications of diseases, such as ICD, was
one of the key drivers for the development of registries for rare conditions. To enable access to data, the use of interoperable
ontology for description of phenotype and clinical data and disease classification is required. The Human Phenotype Ontology
(HPO) and ORPHANET rare diseases Ontology (ORDO) provide the description of patients and standard and specific classification
for rare diseases and both are promoted by IRDIRC as standard terminologies for phenotypes and rare diseases. Annotation of
these data is a key starting point for data integration. In the field of DSD, the need for standard descriptors was particularly apparent
following the creation of the new nomenclature over ten years ago (13). Although the incorporation of this nomenclature into the IDSD and I-CAH registries has allowed rapid acceptance of the registries by its core clinical users, the unique classification in
these, as well as other registries, have limited their interoperability with other registries for rare conditions. Around 25% of
cases affected by DSD may have an anomaly in a system other than sex development (14). This overlap was further highlighted by
using Human Phenotype Ontology (HPO) when the Deciphering Developmental Disorders initiative reported that 5% of children with
learning difficulties have additional features consistent with a DSD (15). Of six international registries for rare conditions that were
recently surveyed by Endo-ERN, only one collected Orphanet codes. Thus, the ability for registries to map to Orphanet codes as
well as future versions of ICD is currently limited and needs further exploration and development. With the increasing number of
registries for rare conditions there is an increased likelihood that the same patient with multiple rare conditions in the ERNs may be
included in more than one registry and the ability to cross-talk between registries that are allied to the ERNs will need to be an
essential quality. It is possible that some rare conditions such as disorders of calcium and phosphate metabolism or rare congenital
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anomalies may be covered by several ERNs including Endo-ERN, ERN for rare bone disorders (BOND), the ERN for rare inherited
and congenital anomalies (ERNICA) or European Reference Network on Rare Congenital Malformations and Rare Intellectual
Disability (ERN ITHACA). Core dataset registries also have the potential to capture information on whether a patient has more
detailed information in a more specific and detailed disease registry or whether he or she has research samples stored in a specific
biobank. This will require the development of a new core dataset registry which will not only allow the existing registries for
rare endocrine conditions to interact with each other and with other registries beyond Endo-ERN, but it will also allow
registry users to be signposted to high quality and accredited disease registries and biobanks that may already exist.
1.6.
Core Outcomes & Clinical Benchmarks
Patient-centred outcome measures (PCOMs), including patient-reported outcomes (PRO) are increasingly being used in registries
to understand patient experiences and preferences. As highlighted at the First International Rare Diseases Research Consortium
(IRDiRC) Task Force Workshop on PCOMs, in rare disease research as well as clinical care, quality of life data and PROs may be
particularly important when well-defined, widely accepted clinical outcomes are not available (16). They may provide useful data to
show that disease management strategies or treatments are effective at improving patient (and care-giver reported) outcomes or
quality of life and may strengthen the health economic argument for the resources required for managing people with rare
conditions. There are also existing examples of how collection of routine outcome measures through an international registry can
facilitate the development of clinical benchmarks and dashboards (4). Thus, whilst PCOMs are necessary to develop, there is a
need to do this carefully. Not only should such measures be relevant, useful and feasible to collect routinely for patients and
HCPs, they should also be useful for evaluation by regulators. A number of resources including Core Outcome Measures in
Effectiveness Trials (COMET), COnsensus-based Standards for the selection of health Measurement Instruments (COSMIN), PRO
Measurement Information System (PROMIS) and PRO and quality of life instruments database (PROQOLID) exist already for
validated instruments. Rare endocrine conditions may share common age specific functional disabilities and it is likely that
a thorough exploration of existing instruments will identify age-specific core outcome measures that can be applied
across all endocrine conditions. In addition, there is also a need to identify some condition-specific PCOMs that may be a
combination of PROs and other measures observed clinically or via biomarkers. Whilst the inclusion of multiple PCOMs is
tempting, they may also deter patient, as well as clinician participation if the burden is excessive. In health care practice, it is
becoming increasingly acceptable to use a registry to collect a small number of outcome indicators for use as a benchmark and a
clinical dashboard (4,17). By standardizing the development of PCOMs through a dedicated work package and by incorporating
PROs into a web-based platform, EuRRECa will ensure that the collection of PCOMs becomes routine within Endo-ERN so that the
ERN can achieve its objective of improving patient-centred care for people with rare endocrine conditions.
1.7.
Research & Industry Involvement
The majority of existing endocrine registries have been developed by national or European funding research agencies and have
often covered areas of endocrinology of little immediate interest to the pharmaceutical industry. However, advances in therapy have
led to a greater focus on rare conditions and the need for a registry to act as a platform that identifies suitable patients for clinical
trials, allows the understanding of the natural history of a rare condition and acts as a tool for long-term pharmacovigilance in a
‘real-world’ setting has never been greater in endocrinology. However, at a workshop held by the EMA in October 2016, it was clear
that whilst industry and regulators were very enthusiastic to interact with disease registries coordinated and run outwith the industry
itself, they had difficulty in relying on these resources when they were unsure of the quality and access policies of these registries
(18). On this matter, registries that are a partnership between professional scientific societies and academic institutions and provide
a platform for industry related research are a tried and tested successful model (19) and have also been recently explored in the
field of Type 1 Diabetes as part of the INNODIA project (innodia.eu). For non-industry related research, registries have the potential
to perform many valuable studies ranging from epidemiology to disease mechanisms. Going forward, registries need to develop
standard policies that provide equitable access and have a system of quality assurance that fulfills the need of industry
and regulators. In the field of endocrine conditions, interaction between professional societies, the pharmaceutical industry and
registries held in academic centres has been limited and needs further exploration, especially in light of the information gleaned
from advances in genomic medicine.
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1.8.
Patient & Parent Involvement
Involvement of patients and parents of children with rare conditions in registries is vital and patient organisations including
EURORDIS appreciate the need for internationally available, interoperable, high quality registries (20). However, the involvement of
patients in the current registries for rare endocrine conditions is variable. At a recent workshop held in Bologna by the COST Action,
DSDnet, in October 2016 for people with a wide range of conditions affecting sex development or adrenal function, registries were
strongly supported by those who attended. However, it was also highlighted that patients need to have more active involvement in
these registries and need regular feedback as to how the data are being used. There is a need for the registries to be more
‘patient-centred’ and web-based patient specific modules that provide patients with more personalised information and
that also allow collection of patient reported outcomes and experiences in their own language were concepts that were
enthusiastically received at the workshop with a vision that these should become standard in all registries that are interested in
assessing clinical outcome. Such personalised patient modules would also allow patients to hold information that may help them to
transfer between health care systems or from paediatrics to adult care. Involvement of patients is likely to improve the quality of
data that are entered, and examples exist that suggest that greater patient involvement in registries can also increase the
awareness and interest of the patient in their own condition (21). Importantly, it is also expected that patient involvement will also
allow development of local, regional and international networks, reducing the isolation that is felt by many people with rare
conditions. EURORDIS also understands the need for patients to play a crucial role in the ERNs and has overseen the parallel
development of a European Patient Advocacy Group (ePAG) for each ERN disease grouping. These ePAGs will bring together
elected patient representatives and affiliated organisations who will ensure that the patient voice is heard throughout the ERN
development process. Given the size of Endo-ERN, there is a need to broaden the breadth as well as the number of patient
representatives in the ePAG for Endo-ERN. EuRRECa will have patient representation in all its working groups as well as its
project governing board and independent advisory board. This will be further strengthened by the creation of a work package
dedicated for the needs of patients and parents. These patients who will have a multi-lingual and multi-disease background will
have a strong say in the development of the Core Endocrine Registry as well as the developmental pathway for future disease
registries. Thus, the framework structure of the EuRRECa project will ensure comprehensive patient representation and
allow Endo-ERN to develop a truly representative ePAG for this large ERN.
1.9.
The Role Of The Professional Endocrine Societies
Endo-ERN is closely linked to the European Society for Paediatric Endocrinology (ESPE) and the European Society for
Endocrinology (ESE) and both of these societies strongly support the EuRREca proposal. With over a thousand members from over
85 countries, ESPE is a 52 year-old society and is the main international professional society for paediatric endocrinology in the
world. ESE is now 10 years old and fast becoming a prominent forum for adult endocrinology in Europe and beyond. ESPE and
ESE were instrumental in the development of Endo-ERN and both have a named officer who represents these two societies within
Endo-ERN. These professional societies have also had a long-standing interest in disease registries. For instance, the I-DSD and ICAH registries were developed with seed-core funding received from ESPE over 10 years ago. These registries have subsequently
been funded through EUFP7, MRC UK and other project-based sources. The development of other endocrine registries such as
that used by ENSAT and EuroWABB were also a direct consequence of the development of the ESPE DSD Registry. The
professional societies also provide the forum for exchanging and disseminating information and for evaluating the scientific worth of
projects such as rare disease registries. The endocrine societies have achieved this through the development and facilitation of
disease-specific working groups such as the ESPE DSD working group which has nurtured and promoted the I-DSD registry and
also allowed the development of linked research projects such as EuroDSD (22), DSDlife (www.dsd-life.eu/the-project/) and other
networking actives such as DSDnet (www.dsdnet.eu). Close collaboration between adult and paediatric endocrinologists belonging
to ESPE and ESE has also been evident through registry-based European projects including EuroDSD, DSDnet, DSDlife and EU
TAIN (www.tain-project.org). More recently ESPE was also instrumental in supporting the development of an International
Classification of Paediatric Endocrine Disorders (ICPED) (www.icped.org) and this taxonomic classification will allow the proposed
project to progress swiftly. Thus, the professional endocrine societies in Europe already have a model of how they can
support registries for rare endocrine conditions and, going forward, their members and their resources will be
instrumental in ensuring the long-term sustainability and capacity building for the proposed project.
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1.10
Summary Of The Problem, Cause & Evidence Base
The Problem – Endo-ERN covers an exceptionally large number of rare conditions across the life-long age span and lacks a Core
Endocrine Registry which will be vital for its long-term sustainability. A number of conditions covered by Endo-ERN have
established international disease registries that are variably used by its members. In addition, there are several conditions that do
not have any registries. The involvement of patients and the pharmaceutical industry and the research output of these registries is
also variable with a minimal capacity for interoperability. It is precisely these gaps that EuRRECa intends to address.
The Cause – The central cause that has led to the above problem is the lack of a Core Endocrine Registry and the availability of
core standards for a registry. In addition, the lack of a common forum that engages with stakeholders including clinicians, patients,
parents, researchers, pharma and professional societies and that exchanges good practice has led to greater fragmentation and
threatens the quality of existing as well as future registries.
The Evidence – Collectively, the detailed disease registries that exist for rare endocrine conditions display a number of qualities
associated with good registry practice. There is also evidence that patients and parents as well as the pharmaceutical industry and
researchers are willing to work with registries for rare endocrine conditions. Based on recent EU funded projects, the evidence base
for developing a core dataset is already very strong. There is strong evidence that the professional endocrine societies in Europe
will support this proposal over a longer period.
2.
Aims and objectives of the project
2.1.
General objective of the project
The overall objective of the project is to ensure that all patients with rare conditions that have been included in Endo-ERN can
receive the highest level of clinical care. The project will do this by developing a new Core Endocrine Registry and maximising the
opportunity to participate in high-quality, detailed, disease-specific and patient-centred registries.
2.2.
Specific objective(s) of the project
The project will achieve the above objective by building on the structure that has been created by Endo-ERN. The management
group will oversee the development of expert advisory groups that align with the thematic groups of Endo-ERN. These expert
advisory groups will have several functions including guidance on the conditions as well as the PCOMs that shall be incorporated
into the Core Endocrine Registry, field testing the Core Endocrine Registry and the e-surveillance system, identification of existing
disease-specific registries that require quality assurance and evaluation and identify conditions that may require new disease
specific registries. The guidance that these expert groups provide will then flow through a process of critical appraisal and
refinement by the patients, parents and ethics work package, the registry quality assurance work package and the dissemination
and access work package. The core outcomes for all the conditions as well as the conditions that are covered by Endo-ERN will be
incorporated into a Core Endocrine Registry. The Core Endocrine Registry will also go through the same process of critical
appraisal and quality assurance by the patients and parents, the registry quality assurance and the dissemination and access work
package. In addition to the Core Endocrine Registry, this work package will run an e-surveillance system for the conditions covered
in Endo-ERN. It is anticipated that the tools developed as part of this project will be utilized by the wider endocrine community and
the project will use its close links with Endo-ERN, ESPE, ESE and the EU Expert Group for Rare Diseases for further
dissemination.
Thus, the project will be able to develop a new high quality Core Endocrine Registry that will consist of a core minimal dataset with
a high level of interoperability and patient-centred core outcomes that will adhere to the FAIR principles. By performing a monthly
electronic surveillance exercise and covering all the conditions in Endo-ERN, the Core Endocrine Registry will serve the needs of
this ERN and lay down a template that can be used for other ERNs. By optimising the quality of existing disease-specific endocrine
registries, signposting the users of the Core Endocrine Registry to Endo-ERN accredited disease registries, and by developing a
uniform pathway for new high-quality patient-centred disease specific registries, the project will achieve its aim of maximum
participation of patients with rare endocrine conditions in high quality registries that match the general standards laid down in
Europe.
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1. To create a new Core Endocrine Registry which is aligned with the needs of Endo-ERN and ensures its long-term sustainability.
Deliverables will include: a report containing all the conditions to be included in the Core Endocrine Registry and the data fields that
will be included as the core dataset in the Core Endocrine Registry; a fully operational Core Endocrine Registry that will consist of a
core dataset that can capture all the conditions covered by Endo-ERN.
Specific Objective Number
1
Specific Objective
New Core Endocrine Registry
Process Indicator(s)
Target
This objective will be led by WP06 and will also rely on interaction with all other work
packages and the expert groups for:- Provision of conditions by expert groups
- Development of consensus on core dataset for Core Endocrine Registry
- Development of Core Endocrine Registry
- Assessment of interoperability
Output Indicator(s)
Target
- List of conditions to be included in Core Endocrine Registry
Month 3
- Development of core dataset
Month 6
- Operational Core Endocrine Registry
Month 18
Outcome/Impact Indicator(s)
Target
- A new Core Endocrine Registry will lay down the foundation for complete ascertainment of
all conditions covered by Endo-ERN and which could be extended to other rare conditions.
2. To include objective PCOMs that can be aligned to the list of conditions in the Core Endocrine Registry so that the registry has a
focus on clinical care. Deliverables will include: report that consists of disease and age-specific core endocrine outcomes that can
be incorporated into the Core Endocrine Registry.
Specific Objective Number
2
Specific Objective
Core Endocrine Outcomes
Process Indicator(s)
Target
This objective will be led by WP04 and will also rely on interaction as well as the work plan of
other work packages (esp WP05 & WP06) and the expert groups for:- Provision of core endocrine outcomes by expert groups
Month 24
- Assessment of clinical and patient acceptability and suitability of core outcomes
Month 30
Output Indicator(s)
Target
- PRO tool included in the Core Endocrine Registry
Month 18
- List of generic and condition and age-specific PCOMs for the Core Endocrine Registry
Month 24
- Core endocrine outcomes included in the Core Endocrine Registry
Month 30
- Report on the use of core endocrine outcomes and PRO in the Core Endocrine Registry
Month 36
Outcome/Impact Indicator(s)
Target
- A new Core Endocrine Registry that captures age and disease-specific PCOMs will help
Endo-ERN achieve its objective of improving clinical care
3. To create clear guidance on the requirements of high quality registries from the perspective of patient, parents, ethicists,
researchers, data protection and quality assurance, including adherence to FAIR principles and guidance by EPIRARE, thus
reducing the barriers that may exist for participation and sustaining detailed disease registries for rare endocrine conditions.
Deliverables will include: report from patients on their needs, report on best ethical practice, a standard policy for data access for
research & clinical trials and a tool which can be used to assess the quality of the registry.
Specific Objective Number
3
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Specific Objective
Process Indicator(s)
This objective will be led by WP03 and will also rely on interaction as well as the work plan of
other work packages (esp WP02, WP05 and WP06) and the expert groups for:- Development of guidance for Core Endocrine Registry
- Assessment of existing registries
- Development of a standard policy for accessing data for research
Output Indicator(s)
- Report on the needs of patients and best ethical practice
- A tool for checking the quality of registries
- Policy and pathway for accessing data for research
Outcome/Impact Indicator(s)
- By ensuring that the new Core Endocrine Registry and all detailed disease-specific
endocrine registries that exist currently and may develop in the future follow common policies
that promote quality and patient centredness whilst facilitating research, the project will ensure
high stakeholder involvement.

High Quality Registries
Target

Month 12
Month 18
Target
Month 12
Month 12
Month 12
Target
- Development of new disease
registries
-Use of Core Endocrine Registry
for research
- The tools developed are used by
other ERNs and registries

4. To increase awareness and participation by members of Endo-ERN, the professional endocrine societies (ESE and ESPE) and
patients. Deliverables will include: the development of an e-surveillance programme that will enquire of all the conditions covered in
Endo-ERN and will be mandatory for Endo-ERN members. Participation will also be promoted amongst members of the
professional endocrine societies. Deliverables will also include a website and information material that can be disseminated through
the websites of Endo-ERN, the professional societies, patient groups and other stakeholders.
Specific Objective Number
4
Specific Objective
Increased
awareness
and
participation
Process Indicator(s)
Target
This objective will be led by WP02 and will also rely on interaction as well as the work plan of
other work packages (esp WP01, WP05 and WP06) and the expert groups for:- Collection of key contacts for e-surveillance
Month 03
- Engagement and presence at meetings of Endo-ERN, ESPE and ESE
Ongoing
- Engagement of project members with patient groups
Ongoing
Output Indicator(s)
Target
- Operational e-surveillance system
Month 07
- 6-monthly newsletter
- Project website
Month 01
- Annual report of EuRRECa activity including participation in e-surveillance and registry by Annual
Endo-ERN HCPs and other members of ESPE & ESE
Outcome/Impact Indicator(s)
Target
Optimal dissemination will increase stakeholder involvement whilst the e-surveillance End of project
programme will not only help increase awareness but will also help Endo-ERN with its
objective of creating an inventory of activity and conditions encountered within Endo-ERN.

3.

Target groups

In addition to Endo-ERN, the target groups who will benefit from this project will include:1. Patients and support groups with those rare endocrine conditions that are included in Endo-ERN as well as those that that are
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not currently included in Endo-ERN. Expert advisory groups, comprising members from within and outwith Endo-ERN as well as
patients, will provide key input to EuRECCa. This strategy will not only enrich patient representation in both Endo-ERN and
EuRRECa but will also increase the links with endocrine experts and patient groups who not currently within Endo-ERN
2. EURORDIS – EURORDIS has recognised the value of registries for rare conditions for a long time and as a long-standing
umbrella organisation that understands the motivation behind the development of ERNs and well as registries, the importance of
maintaining close links with EURORDIS cannot be overstated. For this reason, EuRRECa has sought and secured EURORDIS
representation at the level of the Independent Advisory Board.
3. Clinical endocrine centres that are HCP members of Endo-ERN – This is a prime target group who will form the main group of
centres that will be included in all the activities of EuRRECa.
4. Clinical endocrine centres that are not currently HCP members of Endo-ERN – This is a very important group of expert centres
that consists of European centres who may become recognised HCPs in the future and other centres that are beyond Europe. From
the Endo-ERN survey, it is clear that many such centres are active and sometimes leading participants in registries.
5. Other experts considering developing core dataset and disease registries – the lessons that will be learnt from EuRRECa will be
transferable to all who are considering developing registries for rare conditions.
6. Research investigators and industry – endocrinology is a highly research active field with scope for innovation. The interest in
registries that are managed by academic institutions has been vocalised clearly by small and large companies.
7. EMA, Regulators, health care managers and local and national policy makers– The importance of data collected in disease
registries for providing real world data to regulators as well as health care managers has been vocalised by many. By focussing on
incorporation of PCOMs and developing tools that capture PROs, it is anticipated that this target group will be very interested in
how registries can lead to an improvement in service quality and recruitment to clinical trials and pharmacovigilance exercises.
8. EU Expert Group for Rare Diseases and Consumers, health, agriculture and food executive agency (CHAFEA) of the EU –
These two bodies have been instrumental in providing the thrust to the registries initiative.
9. Active and future EU projects including other ERNs, Joint Research Centre (JRC) and the ERN IT Platform - At a recent meeting
held by the JRC in November 2016 in Luxembourg on the subject of interoperability, the need for a working group for those who are
representing the registries for the ERNs was clearly voiced. This would be important to avoid duplication of effort and to promote
cross-fertilisation of ideas.
14. Professional endocrine societies including ESPE and ESE – these two societies have been heavily involved from the outset in
the development of Endo-ERN and have advised on the constituents of its working groups and main thematic groups and leading
members of these two societies have major roles in EuRRECa. The dovetailing of these two prominent international societies will
ensure maximum clinical involvement, scope for research and long-term sustainability.
4.
Political Relevance
4.1.
Contribution to meeting the objectives and priorities defined in the annual work programme
As laid down in Annex 1, article 2.1.4.1, of the Workplan for 2016, ERNs will be critical for improving access to better and safer
healthcare for EU citizens. It is expected that ERNs will pool knowledge and expertise across the EU, and thus facilitate access to
diagnosis, treatment and provision of affordable, high quality, and cost-effective healthcare contributing to the economy of scale and
the sustainability and efficiency of the healthcare systems in the EU. For the approved ERNs, CHAFEA has recently commissioned
an IT platform which will be aimed solely for supporting clinical experts at the endorsed HCPs within the approved ERNs to
exchange clinical information and expertise when required for specific cases. A registry that captures all the patients
encountered by Endo-ERN and thus, reduces inequality is vital for the optimal function of all ERNs. Given the size of EndoERN, a Core Endocrine Registry that captures all the conditions within Endo-ERN and which signposts users to
established disease registries of the highest quality, which collects some seminal core PCOMs and which demonstrates
interoperability has to be a top priority. This is precisely what the current proposal aims to address.
In article 2.1.4.2, patient registries are considered to be key instruments for pooling data and recruiting patients that will help clinical
research in the field of rare diseases, to improve patient care and healthcare planning. The EuRRECa project group have extensive
experience of using registries for research but also for clinical benchmarking at a local, national and international level as stated
earlier. Whilst the Core Endocrine Registry will not be a platform for detailed disease related research, it will nevertheless provide
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invaluable pooled data for research related to clinical outcomes, health care planning and clinical benchmarking and will lay down
the foundation for further research in the future. The e-surveillance programme that will be associated to the Core Endocrine
Registry will not only increase the awareness and participation in the registry but it will also act as a tool for epidemiological
surveillance. By targetting all conditions within Endo-ERN, the project will aim to achieve complete ascertainment of the conditions
that have been included within this large ERN. The EuRRECa Consortium has wide experience of using detailed disease specific
registries for research. By creating a work package that ensures there are strong links with the professional scientific societies and
that there are clear policies for data access by researchers as well as the pharmaceutical industry, the project will ensure that all the
groundwork is optimized for facilitating research through the new Core Endocrine Registry, existing disease registries and any
disease registries that develop in the future. Article 2.1.4.2 also highlights the need for interoperability of data in rare diseases. The
consortium will have strong links with experts who have been closely involved in the European Platform for Rare Disease
Registries (EPIRARE) and will be guided by them so that it adheres to the FAIR principles and its outputs can be sustained
over the longer term.
4.2.
Added value at EU level in the field of public health
Rare endocrine conditions that have been covered in the Endo-ERN programme constitute a defined, but heterogeneous group of
conditions. Through misdiagnosis or delayed diagnosis these patients often do not receive optimal care. Improved understanding of
the aetiopathogenesis of disease, development of standards for management and care, and bringing knowledge to HCPs as well as
to affected individuals will facilitate the goal of preventing chronic disabling disease and meeting the optimal prerequisites for
uninhibited quality of life. Endocrine conditions can affect daily activities and can often be life-threatening. In addition, the sensitive
nature of affected organs, rapid advances in the molecular understanding of endocrine function and therapy as well as the
discussion on multiple surgical interventions and the lack of individualized hormonal therapy are great challenges to HCPs and lead
to wide levels of inequity of access to optimal health care and enormous disruption to the affected individual and their families with a
great impact on quality of life. It is anticipated that recent improvements in disease ontology with detailed clinical phenotyping and
assessment of the underlying genetic and metabolic disturbances will overcome this gap and will allow for new diagnostic
applications and better therapeutic decision-making. There are a number of aspects of the proposed EuRRECa project which are
aimed at providing added value. Firstly, and most importantly, the proposal will use the expertise, ground-work and processes that
have already led to widely-used international web-based registry. Having been involved in detailed disease registries for over a
decade, the investigators are aware that detailed disease registries that cover a small group of conditions are costly and with limited
funding, an approach which is aimed at creating a core dataset registry for all the conditions covered by Endo-ERN seems more
logical and cost-efficient. The added value to Endo-ERN will be substantial as the ERN is already committed to collecting activity
data on the patients encountered by the participating HCPs. Combined with the proposed e-surveillance programme, the registry
will satisfy the needs of Endo-ERN. By signposting users to established detailed disease registries, the Core Endocrine Registry will
increase the use of existing registries, many of which have been created through EU funding. The inclusion of PCOMs within the
new Core Endocrine Registry for the conditions included in Endo-ERN will take the care of people with rare endocrine conditions in
Europe to a much higher level. Thus, the model that EuRRECa proposes is not only adding value to existing public health
programmes but is innovative and pioneering and will lead to the development of cross-border clinical benchmarks
through a relatively small level of investment. Finally, by ensuring that patients from a range of countries within Europe are
included in the project, it is anticipated that the patient-related components of the Core Endocrine Registry will be available in
multiple languages and reduce the inequalities that currently exist in healthcare and research and avoid the development of multiple
local and regional registries.
4.3.
Pertinence of geographical coverage
The geographical coverage of this proposal is not only closely linked to the composition of Endo-ERN which includes 71 HCPs from
19 member states but it will also involve several clinical experts across the member states who are based at centres that have not
yet been included within the ERN. As it is a condition of the call that all coapplicants and beneficiaries have to be from HCPs within
Endo-ERN, the lead for each expert advisory group work package has been chosen based on their experience of registries as well
as their membership of Endo-ERN. As project meetings for EuRRECa will be adjacent to the meetings of Endo-ERN, these close
linkages between Endo-ERN and the Project Governing Board of EuRRECa will also lead to significant cost savings. As far as
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possible, the deputy to this lead has been chosen to extend the geographical coverage as far as possible within Europe. The
participants from these 19 Member-states have excellent networks and connections across Europe and the world with the wider
rare endocrine conditions community, allowing the consortium to be perfectly positioned. The participating countries are deeply
embedded within the international scientific community, having developed strong collaborations with the countries not represented.
This sets the project up for excellent take-up and dissemination across Europe. In addition, the representation of 19 out of 28
Member-states in Endo-ERN also significantly increases the likelihood that the outcomes will be relevant for all countries in the EU.
By involving professional societies such as ESPE and ESE in the evaluation and dissemination activities, and by having a
work package that focusses on developing policies on research, it is anticipated that the geographical coverage of
EuRRECa will be very wide within and beyond Europe. The international registries, such as ENSAT, I-CAH, I-DSD and SWEET,
developed by members of the EuRRECa consortium are a testament to this broad international appeal. In addition, the proposal will
also rely on the inclusion of non-clinical technical experts in the field of rare conditions, national reference networks and the
European Platform of registries for rare conditions with a track record in aspects such as interoperability, classification and ethics.
Furthermore, the inclusion of patients and patient groups will further ensure that the geographical coverage is as wide as possible.
The insistence on having a patient representative within all the expert advisory group work packages will allow the
development of a multilingual patient representation which is particularly important when considering patient involvement
in registries. Most registries have, to date, been developed in English, and whilst this has suited the needs of the scientific and
expert clinical community, the shift of registries towards a patient centred approach needs to cater for the multilingual needs of
patients. Thus, EuRRECa not only aims to collect clinical data from across Europe but by introducing linguistic diversity
within the registry, it also aims to seek the views of patients from across Europe.
4.4.
Consideration of the social, cultural and political context
Registries for rare conditions have the potential to play a critical role in improving the health and wealth of the citizens of the EU.
Approximately, 6-7% of the population, ie 30 million people in the Europe, suffer from a rare condition and whilst many with rare
conditions do not survive into adulthood, people with rare endocrine conditions are highly likely to survive into adulthood and expect
to live with a chronic condition. Thus the burden on society of chronic but rare endocrine conditions is likely to be large. Addressing
the needs of these people as well as the health care providers through the development of registries is, therefore, of vital
importance. Patients, parents and families often feel isolated and helpless and at the patient workshop held by DSDnet, there was a
demand by patients to be involved in registries where they can contribute directly and feel that they are making a difference.
Through their long track record in the field of international registries for rare conditions as well as the involvement of patient groups,
the applicants are cognizant of the areas that are contentious in the field of data flow and data protection as related to disease
registries. It is a testament to their understanding of these areas that they have created and successfully run secure, high quality
international registries that use a single web-based platform used by several countries across five continents. Privacy is a
fundamental right for EU citizens and is increasingly important in the digital age. Current data flows comply with the Data Protection
Act of 1998 and developing strong EU wide frameworks for registries will become especially important as the new General Data
Protection Regulation (GDPR) comes into force in all 28 member states from May 2018. The project group is also aware of issues
such as Brexit, and its possible implications on data storage requirements. The Core Endocrine Registry will use a platform that has
been successfully tried and tested for the I-DSD and I-CAH Registries and is based in the University of Glasgow. These registries
are approved by UK National Research Ethics Service as a research database. In addition, the registries are approved in all the
participating centres beyond the UK and patient data are entered following informed consent. There are several examples of
current registries for rare conditions where pseudoanonymised data on patients from the EU are stored on servers that are situated
beyond the EU (eg ENSAT). If the future rules of Brexit stipulate that pseudoanonymised data cannot be stored in the UK, then the
server can be relocated to an EU member state.
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5.
Methods and means
While relying on the depth of experience within members of Endo-ERN, the wider endocrine community and the related professional
societies, committed patient groups and experts within the field of rare disease registries, EuRRECa will actively proceed within a
structured work plan to achieve the objectives and intended deliverables. The EuRRECa website will be closely linked to EndoERN, ESPE and ESE and will include existing detailed registries for endocrine conditions and a Core Endocrine Registry. With the
involvement of the expert groups it will identify and appraise all the registries that exist, identify gaps for future development and
reach a consensus on core outcomes for the conditions covered by Endo-ERN that can be incorporated into the Core Endocrine
Registry (Fig.3).
The Core Endocrine Registry will have five components:1. It will perform an e-surveillance programme with a monthly survey of the members of Endo-ERN. The e-surveillance, developed
through WP06, will be personalised so that email queries will only be addressed to those experts who have been nominated to
report on specific conditions covered by Endo-ERN. The list of experts will be supplied by the working groups. Whilst this esurveillance programme will become a mandatory requirement for Endo-ERN members, it will also be open, but not mandatory, to
other members of ESPE and ESE who would like to participate.
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2. The Core Endocrine Registry, developed by WP06, will consist of the common core dataset for the conditions covered in EndoERN (Fig.1). The contents of the core dataset will be created with guidance from the quality assurance and evaluation work
package (WP03) and will be evaluated against existing FAIR standards.
Fig.3 – The workflow in
EuRRECa with the components
of the EuRRECa Core
Endocrine Registry and how
they link with EndoERN as well
as other centres who are not
currently included in Endo-ERN

3. Incorporation of PCOMs into the Core Endocrine Registry will be guided by the expert advisory groups as well as patients and
parents. The expert advisory groups will act as a core group of experts and will rely on a wider group of experts to identify outcomes
that are age and condition-specific. The incorporation of these PCOMs will be overseen by WP04 . These PCOMs will also include
PROs which can be directly reported by patients and parents themselves.
4. The PRO will be collected through a patient-specific module that will also ask patients to confirm the information that is present in
the Core Endocrine Registry. In this patient module, they will be able to select their own settings for language, extent of involvement
in studies and audits as well as desire for further information and alerts and this will be guided by WP05.
5. The final component of the Core Endocrine Registry is to signpost users to existing detailed endocrine disease registries by
EuRRECa. These detailed registries will undergo a quality assurance evaluation by WP03 in EuRRECa and will be provided
guidance for any further improvement. Information from the Core Endocrine Registry will not automatically be transferred to the
detailed registries as the latter will have their own governance. However, the creation of common fields in the shape of core
datasets will allow the possibility of bulk uploading if consent has been obtained.
In addition to the above, the EuRRECa project will develop standardised protocols for accessing data for research, consult patients
and parents to understand their needs from registries and identify rare conditions that need to be prioritised for the development of
detailed disease registries in the near future. Finally, by relying on Endo-ERN and developing firm links with the professional
endocrine societies, EuRRECa will ensure that it has a platform for dissemination that ensures its long-term sustainability beyond
the three-year lifetime of the project.
The work plan will be delivered the work packages and the expert clinical and scientific advisory groups with the following work plan
delivered through a structure outlined in Fig.4:The new Core Endocrine Registry (Objective 1) will be developed on the same platform that has been developed for the I-DSD
and I-CAH Registries which consists of a core dataset module. The cornerstones of the model are site autonomy and the detailed
definition and enforcement of standard operating procedures on access, usage and contribution of data to the registry. Details of
the standard operating procedures are available at the I-DSD project website. The design of the registry has been driven by
security, incorporating both the needs of the clinical community and ethical oversight required on information governance. The
platform provides various functionalities including querying, uploading/edit/deletion of cases and crosssearching of cases.
Conditions that are included in Endo-ERN will be prioritised. The development of the registry has drawn heavily on e-Science tools
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and expertise in information security at the University of Glasgow. Details of the Confidentiality Policy, Corporate Information
Security Policy and the System Level Security Policy are all available at the Security & Confidentiality section of the I-DSD website.
A variety of security-supporting portal-based tools and advanced authorisation solutions have been utilized for this purpose. User
and institute-oriented access control has been achieved through the Internet2 Shibboleth technologies
(http://shibboleth.internet2.edu) which supports federated access control and delivery of digitally signed X509-based attribute
certificates. Further facilities in the registry will include the ability to bulk upload data and export data to approved investigators for
analysis based on consensual policies for research access that will developed by EuRRECa.
Fig.4 –
Organizational
chart showing the
linkages between
the six work
packages and the
eight working
groups

The I-DSD platform currently has modules for access by specific users such as patients and the same structure will be developed
for EuRRECa. These functionalities will be simpler to develop and perform for a limited core data as opposed to a detailed disease
registry. The bulk upload/download facility will also prove helpful when uploading or downloading core data from existing locally
held data to the Core Endocrine Registry. The registry platform will allow data entry of sequential events and development of
specific modules, such as what would be required for condition and age-specific outcomes (Objective 2) with specific availability
of access for patients themselves. The development of these outcomes will rely on consultation with the expert advisory groups.
Generic age-specific PROs will rely on the use of validated resources such as COMET, COSMIN, PROMIS and PROQOLID.
For the core dataset registry, it is expected that the greatest challenges relate to heterogeneity of data nomenclature and these will
be minimised by using standardised nomenclature, aiming to increase interoperability and maintaining highest registry quality
(Objective 3). This guidance will also be applicable to more detailed disease registries that currently exist in endocrinology or may
be considered in the future. The most relevant and consistent ontology in the field of endocrinology will be selected and
implemented. The selection will be made by searching the two leading repositories of biomedical ontologies: BioPortal and the OBO
Foundry. Reference to classifications such as ICPED will also be sought. A special mention will be aimed to ORPHANET ontology
(ORDO). The searching process will provide standard ontology for phenotype and clinical data, classification and nomenclatures,
patient reported data, treatment modalities in the field of rare endocrine conditions. The information provided by the selected
ontologies which are associated to specific alphanumeric codes will be incorporated into the Core Endocrine Registry structure. In
addition, this task will link its activities with the IRDIRC strategy implemented in this field. On collecting the specific dataset on rare
endocrine conditions cross-referencing to existing catalogues, scientific literature as well as in research projects (US Office of Rare
Disease Research, EPIRARE project, RD-Connect project) will be performed to align these resources and build a preliminary core
dataset with common definitions of their components for rare endocrine conditions included in Endo-ERN. The Core Endocrine
Registry will be continuously evaluated against the FAIR principles as well as other measures developed by EPIRARE to ensure
highest quality.
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Increased participation and awareness of the new Core Endocrine Registry (Objective 4) will be achieved in several ways.
The structure and composition of the EuRRECa consortium provides a critical mass of experts and users who will become the first
group of participants who will field test the Core Endocrine Registry and explore its links to detailed disease registries. Whilst they
will also be instrumental in dissemination, the latter will be primarily performed through the structures that already exist for EndoERN and ESPE and ESE. Finally, by incorporating an e-surveillance tool into EuRRECA, the project will have a tool that will be able
to objectively measure the number of cases and conditions encountered by registered users of the Core Endocrine Registry, the
range and frequency of conditions encountered in relation to the conditions covered by Endo-ERN, the percentage of reported
cases that are included in the Core Endocrine Registry and the percentage of registered cases that also have core endocrine
outcomes in the Core Endocrine Registry. These data will be vital for the long-term sustainability of Endo-ERN as well as
EuRRECa.
6.
Expected outcomes
The EuRRECa project is aimed to achieve a number of long-term outcomes. Clinical endocrinology is a very wide field covering
several conditions across the age span and the development of Endo-ERN has led to a clear shift towards the development of a
common vision amongst European endocrinology. By covering all the rare endocrine conditions within a Core Endocrine Registry,
EuRRECa aims to be the glue that will allow the endocrine community within Endo-ERN to remain engaged and work as a single
unit. EuRRECa has also been designed to be as inclusive as possible so that centres that are not current members of Endo-ERN
can also participate. Not only will this lead to common clinical standards and stakeholder involvement across the whole of Europe
and beyond, it will also lead to increased research capacity and increased likelihood of long-term sustainability. Within the wider
field of endocrinology there are some very successful detailed disease registries for specific groups of conditions. The platform and
signposting activity that EuRRECa will develop will allow these detailed disease registries to increase recruitment. The quality
assurance process will further improve the quality standards of all the registries that already exist. Whilst there is a school of
thought that, currently, there are too many discrete disease registries, there remains a need to consider new registries, particularly
for conditions where there is scope for imminent therapeutic advances or where there is a need to improve the current evidence
base. By creating a cohesive registries group with a common vision within Endo-ERN, there is a higher likelihood of developing a
prioritised list of conditions that will require detailed disease registries in the future. The e-surveillance system will be critical for the
functioning of Endo-ERN as well as other ERNs over the long-term as they attempt to develop an inventory of the conditions they
cover. Whilst a platform that allows internal and external audit, quality control and benchmarking of high quality expert care of
people with rare endocrine conditions across Europe is the expected outcome, the process which EuRRECa will set in motion is
also expected to lead to greater acceptance and use of registries in routine clinical practice and research.
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7.

Work Packages & Working Groups

7.1.

Overview on Work Packages

WP
01

Title
Management &
Coordination

Description
Actions undertaken to manage the project including the clinical and scientific expert
working groups and to make sure that the project is implemented as planned

02

Dissemination
& Access
Quality Assurance &
Evaluation
Core Outcomes

Actions undertaken to ensure that the results and deliverables of the project will be made
available to the target groups so that the project has long-term sustainability.
This work package will provide the expertise that is necessary to ensure that all activities
of EuRRECa adhere to the highest FAIR data principles
The development of the core and condition-specific endocrine outcomes that can be
included in the Core Endocrine Registry
This work package will ensure that the patient focus remains central to EuRRECa’s
activities and that EuRRECa adheres to the highest ethical standards

03
04
05

Patient, Parents &
Ethics

06

Registry &
This work package will construct the Core Endocrine Registry and the e-surveillance
E-Surveillance
platform.
Overview on Clinical & Scientific Expert Working Groups

Calcium, Phosphate
& Growth Disorders
Endocrine Tumours
Pituitary
Thyroid
Adrenal
Sexual Development
Glucose & Insulin
SWEET Consortium

Maps to the main thematic groups (MTG) for rare growth disorders and rare calcium and
phosphate disorders in Endo-ERN.
Maps to MTG for rare endocrine genetic tumours in Endo-ERN.
Maps to MTG for rare conditions affecting the pituitary in Endo-ERN.
Maps to MTG for rare conditions affecting the thyroid in Endo-ERN.
Maps to MTG for rare conditions affecting the adrenals within Endo-ERN.
Maps to the MTG for rare conditions affecting sex development and maturation in Endo-ERN.
Maps to the MTG for rare conditions affecting glucose and insulin metabolism Endo-ERN.
This working group will provide input on best practice of a consortium which has used a registry to
develop clinical benchmarks, improve clinical outcomes and develop industry links
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7.2.

Work package descriptions

Work package number

01

Starting Month

Work package title
UoG

Applicant No.

1

2

UoG

UzL

18

0.2

PM per Applicant
Objectives

Ending Month

36

Management & Coordination

Leading App

Applicant
Acronym

01

Ensure the proper functioning of the project to achieve the objectives:- Timely completion of the milestones and delivery of deliverables (Task 1)
- 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 (Task 2).
- Ensure that the consortium’s resources are managed appropriately (Task 3)
- Provide an effective communication infrastructure and foster integration within the consortium
(Task 4)
- Enhance the scientific value and manage the processes for the capture and protection of
intellectual property (Task 5)

Description of work
The coordination and management of the project will be undertaken by the Coordinator, his project management team and
the EU Research Support Office at the University of Glasgow (Task). The coordinator and his team have long-standing
experience of coordinating and managing similar international projects (the I-DSD Registry) and participating in EU funded
projects such as EUFP7 funded EuroDSD and the COST Action DSDnet. For the purpose of reporting, all other partners
will be actively involved in this WP.
Task 1: Project management
• On a day-to-day basis, the Coordinator and his project management team will monitor the overall progress regarding
milestones and deliverables. Whenever necessary, the management team will assist the participants in achieving their
goals. For this, it will oversee deadlines and make sure milestones are met in time.
• Together with the consortium, the Periodic Progress Reports will be generated and submitted to the European
Commission in time.
• Towards the end of the project, the possibilities of continued funding will be investigated together with the Consortium for
long-term sustainability of the project.
Task 2: Contractual management
• The project management team will ensure compliance of the project with the EU provisions (grant agreement and its
annexes) and the Consortium Agreement. Therefore, the participants will be trained on EU provisions whenever relevant.
• The consortium will comply with the rules on decision-making in EuRRECa as defined in the Consortium Agreement.
These procedures will be carefully followed when it comes to decisions on the implementation of work, funding and other
decisions on crucial issues.
Task 3: Resources management
• The project management team will collect and prepare all cost reports from the project
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partners for submission to the European Commission
• The team will inform the coordinating institution about payments to be made to the participants.
• Information about the financial situation of the project will be provided to the Coordinator and to the Project Governing
Board as a basis for decisions on the work and budget sharing.
Task 4: Communication
• The project management team will serve as the centre of communication for all participants, overcome any administrative
barriers and with the help of the UoG EU Research Support Office communicate with the European Commission
concerning administrative and managerial issues
• The project website (www.eurreca.net) will also have a secure section that allows central document sharing, progress
monitoring, accounting and reporting.
• The project website will also disseminate any information which can be disclosed to the public and it will be updated
regularly with input from WP02.
• The organisation of professional and efficient 6 monthly meetings of the Project Governing Board and the annual meeting
of the Project Group will also belong to the scope of tasks of the management team.
Task 5: Scientific project coordination and management
• The coordinator will oversee the links between the WPs and will implement the scientific structure. He will be responsible
for supervising the security and ethical standards for all WPs.
• He will extract information that will be made available to the public via the EuRRECa website and liaise closely with
WP02.
• The coordinator will promote the delivery of scientific deliverables, manage knowledge, and guide the consortium towards
innovation, scientific manuscripts and promoting public and social awareness of the value of registries on the health and
well-being of people with rare conditions
Deliverables linked to this work package
MD.01 Month 12 Annual reports according to reporting guidelines
MD.02 Month 36 Final reports according to reporting guidelines
MD.03 Month 36 Layman version of the final report
Milestones to be reached by this WP (will be closely linked to activities of Endo-ERN, ESPE & ESE)
M01.01 Months 01, 12, 24: Project Governing Board Meeting (confidential, minutes)
M01.02 Months 07, 19, 31: Project Governing Board Meeting to coincide with Endo-ERN general assembly (confidential,
minutes)
M01.03 Months 07, 19, 31: EuRRECa Project Group Meeting to coincide with Endo-ERN general assembly (confidential,
minutes)
M01.04 Month 36: Final Meeting
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Work package
number
Work package title
Leading
UzL
App
App No.
2
App
UzL
Acronym
PM per App 0.9
Objectives

02

Starting Month

01

Ending
Month

36

Dissemination & Access

1

4

5

6

7

8

9

10

11

UoG

UGh

IAIM

APHP

SU

GOSH

EMC

LMU

KUH

2

0.1

0.2

0.3

0.2

0.1

0.25

0.5

0.3

12

13

UHM
0.5

HKA
0.1

Ensure the optimal dissemination of the project by achieving the following objectives: Develop a dissemination and communication strategy that ensures all target
groups are adequately informed of EuRRECa (Task 1)
 Develop a long-term plan for sustainability that fulfils the needs of EndoERN, ESPE and ESE (Task 2)
 Develop a standard policy for accessing data by the industry and by researchers for the Core
Endocrine Registry and disease registries

Description of work
This work package will be led by UzL and assisted by LUMC. Given that the Core Endocrine Registry will become the
standard platform for registering patients with conditions included in Endo-ERN, WP2 will be critical in ensuring that
EuRRECa Core Registry is used by all HCPs within Endo-ERN. Thus having the leads of Endo-ERN leading on WP02 will
ensure that dissemination of the deliverables of EuRRECa will be closely linked to Endo-ERN and the main professional
endocrine societies in Europe. Assistance will also be provided by Korbonits from Queen Mary’s University London
(QMUL), who is the lead for the Research & Science Work Package in Endo-ERN. It is anticipated that this work package
will not only disseminate but will also act as the conduit that communicates both ways between the stakeholders and
EuRRECa. Through the leaders of WP02, Endo-ERN has official links to ESPE and ESE and these will be maintained for
communication links for EuRRECa. The strong links between EuRRECa and Endo-ERN are further illustrated by the fact
that UoG (WP01) is also responsible for the Endo-ERN work package for registries and ICT. Furthermore, the two-way
relationship between stakeholders and EuRRECa will also be used to develop clear policies for accessing data for research
and clinical trials.
Task 1: Dissemination & Communication
• WP02 will disseminate to Endo-ERN members through its own meetings as well its own channels of communications
• WP02 will provide detailed personalised usage information of registry and e-surveillance too to Endo-ERN members
 WP02 will develop a detailed list of stakeholders listed in section 3 so that all outputs from EuRRECa are disseminated to
this group
 Through its links, WP02 will ensure bidirectional communication between EuRRECa and other ERNs, the EU Expert Group
for Rare Diseases and the Joint Research Centre.
Task 2: Long-term Sustainability
• Through the Endo-ERN and its links with the professional endocrine societies and pharma, WP0 2 will advise on the
appropriate model for long-term sustainability for the Core Endocrine Registry
• WP02 will also 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
EuRRECa Core Registry Studienprotokoll V.1., 26/05/20
21 von 53

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
Task 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
Deliverables linked to this work package
MD.04 Month 01: Project website online
MD.05 Month 03: Project leaflet
D02.01 Month 03: Contact list of all EuRRECa stakeholders
D02.02 EuRRECa newsletters (Months 06, 12, 18, 24, 30, 36)
D02.03 Month 12: Policy for accessing data for research first draft
D02.04 Month 18: Policy for accessing data for research final version
D02.05 Month 30: Case for long-term sustainability of EuRRECa
Milestones to be reached by this WP (linked to activities of Endo-ERN, ESPE and ESE)
M02.01 Month 01: Project website online (public)
M02.02 Months 06, 18, 30: Exhibition and presentation at ESE 2018, 2019, 2020
M02.03 Months 07, 19, 31: Exhibition and presentation at Endo-ERN general assembly 2018, 2019, 2020
M02.04 Months 12, 24, 36: Exhibition and presentation at ESPE 2018, 2019, 2020
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Work package
3
Starting Month
01
Ending
number
Month
Work package title
Quality Assurance & Evaluation
Leading
IAIM
App
App No.
5
1
4
App
IAIM
UoG
UGh
Acronym
PM per App
0.9
1.7
0.1

36

Objectives

This WP will be led by IAIM, which is also the co-Chair for the sex development and maturation main
thematic group in Endo-ERN.
Specifically it will:
• Ensure that standardized coding systems, ontologies and classification of endocrine conditions are
included and implemented in the Core Endocrine Registry and comply with current direction of disease
classifications in Europe and beyond (Task 1)
• Provide guidance on the core minimum dataset that will be incorporated into the Core Endocrine
Registry and will allow interoperability with other registries beyond the field of endocrinology (Task 2)
• Appraise the quality and standards of interoperability in existing disease registries (Task 3)
• Develop a check list that guides Working Groups for developing new disease registries (Task 4)
Description of work
WP05 will invite the Endo-ERN Working Groups and the coordinators of all registries identified by the Working Groups to
undergo a process of quality assurance as performed by EPIRARE. We will extend this by contributing to the organization of
data quality services for the Endo-ERN and ERNs in general. IAIM will therefore be assisted by Dr. Domenica Taruscio,
Director of the National Centre for Rare Diseases in Rome (ISS) and experts on data harmonization and data linkage based
on FAIR data principles, including Yllka Kodra (ISS, Rome), Fabrizio Bianchi (Pisa), Manuel Posada (Madrid), Petra van
Overveld (LUMC, Leiden) and Marco Roos (LUMC, Leiden). By our contribution to the development of data quality standards
and procedures (task 4), we ensure that EuRRECa’s data sources can adhere to the highest quality standards for both their
content (task 2), and the way that EuRRECa’s data sources are made accessible to meet the information needs across the
Endo-ERN and, where appropriate, between ERNs (task 1,3).
Task 1: Use of standard ontology/classification/terminology of endocrine conditions
The aim of this task is to define the process by which the most appropriate ontologies to cover the most relevant types of
information in the field of endocrinology are selected and how they should be applied as part of the workflow to make ENDOERN resources FAIR. 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. Ontology experts typically use services such as the
Ontology Lookup Service of the European Bioinformatics Institute (EBI) and the BioPortal of the National Center for
Biomedical Ontologies (NCBO) to assess these criteria. The ORPHANET ontology for rare diseases (ORDO) and the Human
Phenotype Ontology (HPO) have already established themselves as the recommended ontologies for identifying rare
diseases and human phenotypes in data sets respectively. Possible shortcomings of these ontologies will be submitted to the
appropriate channels for updating these ontologies. Temporary solutions will be applied if need be. In addition, partners in
ELIXIR have developed tools to enable domain experts to extend existing ontologies with their expert knowledge. The
process to select (parts of) ontologies will provide reusable ontological ‘archetypes’, recommended classification and
nomenclatures for prioritized outcome measures for Endo-ERN, including patient reported outcomes (PROs), standard
treatments, and the core minimal dataset (Task 2). The archetypes prescribe the identifier codes that will be incorporated into
the Core Endocrine Registry structure to facilitate presenting existing and future new registries as FAIR data resources. In
EuRRECa Core Registry Studienprotokoll V.1., 26/05/20
23 von 53

addition, this task will link its activities with the IRDIRC strategy that is implemented in this field.
Task 2: Core minimum dataset
A core minimum dataset will be defined to cover the conditions included in Endo-ERN. This dataset will be subjected to strict
quality guidelines to ensure that the data elements are optimally comparable, and interoperable. The methodology for
developing the core dataset will be based on the following steps:
- collect the specific dataset from the existing registries on rare endocrine conditions;
- identify the datasets used in the existing catalogues, scientific literature, as well as in research projects (US Office of Rare
Disease Research, EPIRARE project, RD-Connect 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.
Task 3: Appraise the quality and interoperability of existing endocrine registries
1. Define core registry activities, in addition to the core minimum dataset (Task 2), for defining key quality indicators for
regular evaluation of a system. These include process and outcome indicators and metrics to assess how findable,
accessible, interoperable and reusable a data resource is (in collaboration with ELIXIR and the international network of FAIR
data tool and protocol developers).
2. Produce a quality report of the existing registries, identifying strengths and weaknesses
3. Build capacity to improve the quality of Endo-ERN resources (including development of guidelines and training), including
guidelines for existing registries towards implementing FAIR principles. For the latter, we will collaborate with ELIXIR’s rare
disease use case and capacity building activity.
Task 4: Guidance for designing interoperable and high quality new disease registries
1. Contribute to defining a process and toolkit for implementing FAIR principles for the creation of new registries. Our
approach is to observe ongoing FAIRification projects and test this toolkit on a prototype registry that is currently developing
at IAIM for congenital central hypogonadism (CHH) and Kallmann Syndrome (KS). For this task we will closely align with the
rare disease data linkage plan that combines the efforts of RD-Connect, ELIXIR, BBMRI, FAIR-dICT and patient
organisations towards FAIRification of rare disease resources. It is co-lead by Marco Roos for ELIXIR and RD-Connect. The
plan is partly based on contributions of stakeholders towards common goals.
2. Develop a quality assurance framework including process and outcomes quality indicators that could be incorporated into
a tool for designing validated new registries.
3. Collaborate and interact with JRC, and under the auspices of DG SANTE and research projects such as RD-Connect,
move towards establishing the EU Platform on Rare Disease Registration.
Deliverables linked to this WP
D03.01 Month 12: Tool for checking the quality of registries
D03.02 Interim Reports (Months 12, 18, 24)
D03.03 Month 36: Final Report
Milestones to be reached by this WP
M03.01 Months 07, 19, 21: Presentation at Endo-ERN general assembly and EuRRECa annual meetings 2018, 2019, 2020
M03.02 Month 36: Presentation at EuRRECa final meeting 2020
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Work package
04
number
Work package title
Leading App
3
App No.
3
App Acronym
LUMC

Starting Month

01

Ending
Month

36

Core Outcomes
1

4

6

7

8

9

10

11

12

13

UoG

UGh

APHP

SU

GOSH

EMC

LMU

KUH

UHM

HKA

PM per App
Objectives

0.7
1
0.15
0.5
1
0.3
0.4
0.5
0.4
1.2
0.1
This work package will be led by LUMC which is also the coordinator for Endo-ERN. This co-location will
ensure that the objectives of EuRRECa and especially the assessment of clinical outcomes are closely
aligned to that of Endo-ERN.
Specifically it will: Obtain core outcomes from the Working Groups, evaluate evidence base and identify common
elements. Discuss with working groups condition specific outcomes to be registered (Task1).
 Work with the Working Groups and WP05 at developing generic PROs (Task 2)
 Ensure that all conditions covered by Endo-ERN have at least one age- and condition-specific outcome
(Task 3)
 Work with WP06 and the Working Groups and explore the development of clinical benchmarks and
related dashboard (Task 4)
Description of work
Task 1: Core Outcomes For Rare Endocrine Conditions
 WP04 will 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.
Task 2: Generic patient reported outcomes (PRO)
 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 WP4 and the Working Groups at extending the multilingual utility of these tools.
Task 3: Age & condition specific patient-centred outcome measure (PCOM)
 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
Task 4: Clinical benchmarks
 WP04 will work with WP06 and Endo-ERN at reviewing the core outcome data so that they can be used as a benchmark
for the rare endocrine conditions in Endo-ERN.
Deliverables linked to this work package
D04.01 Month 06: Report of core outcomes that are known for conditions covered in Endo-ERN
D04.02 Month 12: Generic PRO tool for inclusion in Core Endocrine Registry
D04.03 Month 24: Report of age and condition specific PCOM for conditions covered in Endo-ERN
D04.04 Month 36: Report on the use of PCOM (including PRO) and their potential for benchmarking
Milestones to be reached by this WP
M04.01 Month 01, 06, 18, 24, 30: WP04 Board Meetings together with chair of the Endo-ERN
M04.02 Months 07, 19, 31: Presentation at EuRRECa Project Group Meeting to coincide with Endo-ERN
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Work package
number
Work package title
Leading
04
App
App No.
4
App
UGh
Acronym
PM per App
0.9

05

Starting Month

01

Ending
Month

36

Patients, Parents & Ethics

1

2

5

3

UoG

UzL

IAIM

LUMC

1

0.1

0.1

0.1

Objectives

This work package will be led by UGh which is also the co-Chair for the Research & Science Work Package
in Endo-ERN. The specific objectives of this WP will include
• Understanding the needs and expectations for patients, parents and families in registries (Task 1)
• Ensuring that the patient focus is maintained in the development of core outcomes in the Core Endocrine
Registry (Task 2)
 Development of clear ethical guidance for the operation of registries (Task 3)
• Appraisal of the extent of patient involvement and patient safeguarding in existing disease registries (Task
4)
 Involving patients in the dissemination and evaluation process (Task 5)
Description of work
The tasks in this work package will be delivered by UGh which will be assisted by A Smyth of the Turner Syndrome Society
UK, who coordinates one of the largest patient support groups within Endo-ERN. The team will coopt the patient
representatives within the Working Groups and work closely with the Working Groups to ensure that there is widespread
involvement which represents the range of conditions, the range of ages as well as the number of countries. The working
group will be further composed of Dr Sabina Gianotti, bioethicist at the Istituto Superiore di Sanità, Rome.
Task 1: Understanding the needs and expectations for patients, parents and families
• WP05 will identify expectations and priorities for patients, parents and families, related to the creation and use of registries.
These will be summarized in an intermediary report to support WP04 and the Working Groups in identifying core endocrine
outcomes, and to all patient organizations known to Endo-ERN through the Working Groups for evaluation and improvement.
• Based on feedback received from patient organizations, a final patient priorities report listing generic and diseasespecific PCOMs will be produced which will serve as guidance for further actions of WP03 and WP04.
Task 2: Patient Focus In The Core Endocrine Registry
• WP05 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.
• WP05 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 PRO section and an interactive section including Q&A, newsalerts and notifications.
Task 3: Development of guidance for the operation of registries
• WP05 will collect and appraise guidance available from EU reports and other ERNs and produce an intermediary guidance
report stating priorities from a patient perspective
• Based on the above intermediary report, WP05 will develop a final ethical guidance report, to be seen as a document of
best practice for existing and new registries within Endo-ERN and to be shared with other ERNs.
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Task 4: Assessment of existing registries
• WP05 will develop a workflow, consisting of a checklist and rating of patient-relevant issues for appraisal of existing
registries, based on the presence of PCOMs and PROs, patient focus (Task 2), and adherence to the patient priorities (Task
1) and ethical guidance (Task 3) reports.
• WP05 will perform a pilot global appraisal of existing registries and of the newly developed Core Endocrine Registry and
formulate recommendations
• WP05 will evaluate the appropriateness and user-friendliness of the Core Endocrine Registry PRO tool as developed by
WP04 to WP06 and produce a report with recommendations
Task 5: Dissemination
• WP05 will work with the Working Groups and guide WP02 on identifying target groups within the affected community, other
stakeholders and the broader society for dissemination of EuRRECa deliverables
 • WP05 will 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.
Deliverables linked to this work package
D05.01 Month 12: Report on the needs of patients in registries (Task1,2,3)
D05.02 Month 18: Report on existing registries (Task 4)
D05.03 Month 24: Report on the patients perspectives on the use of PRO tool in Core Endocrine Registry
D05.04 Month 36: Report on the patients perspectives on the use of a Core Endocrine Registry for assessing generic and
condition specific PCOMs
Milestones to be reached by this WP
M05.01 Month 05: WP05 face to face meeting
M05.02 Months 07, 19, 31: Presentation at the EuRRECa Project Group Meeting to coincide with Endo-ERN general
assembly
M05.03 Month 12: WP05 meeting, launch of the patient priorities report and ethical guidance report
M05.04 Month 18: WP05 meeting, workflow for appraisal of registries becomes operational
M05.05 Month 24: WP05 meeting, launch of the appraisal report for the Core Endocrine Registry
M05.06 Month 30: WP05 meeting, launch of the appraisal report for existing registries
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Work package
6
Starting Month
01
Ending
36
number
Month
Work package title
Registry & E-Surveillance
Leading
1
App
App No.
1
2
5
6
7
8
9
10
11
12
13
App
UoG
UzL
IAIM
APHP
SU
GOSH
EMC
LMU
KUH
UHM
HKA
Acronym
PM per
18
0.1
0.1
0.5
1
0.3
0.4
0.5
0.4
1.2
0.1
App
Objectives
WP06 “Registry & E-Surveillance” will be led by UoG and the HCP of UoG (Queen Elizabeth
University Hospital, Greater Glasgow & Clyde NHS Board) which is also the lead for the Registries & ICT
Working Group in Endo-ERN. This work package will develop and run the Core Endocrine Registry and
the e-surveillance platform .
Specifically it will address: Creation of a Core Endocrine Registry that collate all the diagnosis and classifications that are present
in Endo-ERN (Task 1)
 Continuous security evaluation, risk assessment and ethical evaluation and adherence to the highest
standards of registry governance (Task 2)
 Inclusion of core outcomes in the Core Endocrine Registry (Task 3)
• Development of a system of e-surveillance (Task 4)
Description of work
This will be undertaken by UoG which has long-standing experience of secure, web-based registries (I-DSD and I-CAH
Registry) and participating in EU funded projects such as EUFP7 funded EuroDSD and the COST Action DSDnet.
Task 1: Creation Of The Core Endocrine Registry
The Core Endocrine Registry will be developed on the same platform that has been developed for the I-DSD and I-CAH
Registries which consists of a core dataset module. The cornerstones of the model are site autonomy and the detailed
definition and enforcement of standard operating procedures on access, usage and contribution of data to the registry.
Details of the standard operating procedures are available at the I-DSD project website. The design of the registry has been
driven by security, incorporating both the needs of the clinical community and ethical oversight required on information
governance. The platform provides various functionalities including querying, uploading/edit/deletion of cases and
crosssearching of cases. The registry platform allows data entry of sequential events and development of specific modules,
such as what would be required for generic patient reported outcomes and for condition specific outcomes with specific
availability of access for patients themselves. The development of the registry has drawn heavily on e-Science tools and
expertise in information security at the University of Glasgow. Details of the Confidentiality Policy, Corporate Information
Security Policy and the System Level Security Policy are all available at the Security & Confidentiality section of the I-DSD
website. A variety of security-supporting portal-based tools and advanced authorisation solutions have been utilized for this
purpose. User and institute-oriented access control has been achieved through the Internet2 Shibboleth technologies
(http://shibboleth.internet2.edu) which supports federated access control and delivery of digitally signed X509-based attribute
certificates. These have been used for automatic configuration of portal contents, e.g. for restriction of access and usage of
associated datasets according to the assigned user role within the portal. These technologies are constantly updated.
Further facilities in the registry include the ability to bulk upload data and export data to approved investigators for analysis.
Modules exist for access by specific users such as patients and enquire about their preferences. Again, it is anticipated that
these functionalities will be simpler to develop and perform for a limited core data as opposed to a detailed disease registry.
The bulk upload facility will prove helpful when uploading core data from existing disease registries to the Core Endocrine
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Registry. WP06 will work with the Working Groups and collate all the diagnoses and classifications that are present in EndoERN and include in the Core Endocrine Registry.
Task 2: Continuous security evaluation, risk assessment and ethical evaluation of VRE
This activity will undertake a risk analysis through identification of potential threats, ethical and legal issues raised by key
stakeholders, provide a detailed analysis of what needs to be provided by an IT infrastructure and by collaborating
organisations to mitigate against these risks. This activity will run throughout the course of the project as the systems evolve
and as the partners explore the opportunities offered by this electronic infrastructure. For each of these scenarios we will
maintain the highest standards of good ethical practice ethics and consult national and European bodies. The Core
Endocrine Registry will be personalised to individual researchers and be completely security driven. In achieving this
objective numerous activities need to be undertaken including: analysis of existing processes, systems and tools for data
production, data management and security at the partner sites; definition and development of local and cross-site data
access and integration policies through role/attribute based access control models using advanced security policy
frameworks exploiting Shibboleth technologies, if appropriate, based on local IT policies/personnel; development,
deployment and continued monitoring of the electronic infrastructure supporting access, integration, linkage and provenance
of data sets across partner sites. Details of the approvals as well as information sheets for informed consent for the I-DSD
Registry are available at the Ethical Approval section of the I-DSD Registry. The same process will be adopted for the Core
Endocrine Registry but further guidance and review of these procedures will be undertaken by WP02, WP04 and WP05.
Task 3: Core outcomes in the Core Endocrine Registry
In the Core Endocrine Registry, WP06 will develop a separate module that will allow registry users to collect information on
PCOMs. These PCOMS will be able to be collected longitudinally and will be divided into PROs and clinician-reported
outcomes (CROs). PROs and CROs that will be included will be obtained from WP03. The current I-DSD and I-CAH
Registries have a facility for patient access and the same platform will be adapted to develop the functionality for patients to
complete an online form. Patients will be able to access their own information on PCOMs and participating clinicians will be
able to access information on their patients and a facility for providing these as objective reports will also be developed.
Patients (and parents if less than 16) will also be able to specify preferences for languages, personal alerts and notifications.
Task 4: E-Surveillance of Endo-ERN
Electronic surveillance of the conditions that are covered by Endo-ERN will be performed using the low-cost, well-established
REDcap (Research Electronic Data Capture) surveillance system. WP06 will work with Expert Scientific and Clinical Working
Groups to map personnel at all Endo-ERN HCPs who will be responsible for notification of the conditions included within
Endo-ERN. These personnel will be invited by WP06 to participate in a monthly e-surveillance exercise which will enquire
whether any of the notifiable conditions have been encountered by the user within the last month. A positive notification will
be followed by a reminder from EuRRECa to obtain consent and complete the core dataset on the case.
Deliverables linked to this work package
D06.01 Month 06: Core dataset
D06.02 Month 07: Endo-ERN e-surveillance system
D06.03 Month 12: Beta version of Core Endocrine Registry
D06.04 Month 18: Fully operating version of Core Endocrine Registry
D06.05 Month 24: Activity report
D06.06 Month 36: Final report
Milestones to be reached by this WP
M06.01 Month 07: Launch of the Endo-ERN e-surveillance system
M06.02 Month 19: Launch of the Core Endocrine Registry with PROs
M06.03 Month 31: Launch of the Core Endocrine Registry with PCOMs
M06.04 Month 31: Project Group Meeting to coincide with Endo-ERN general assembly
M06.05 Month 36: EuRRECa final meeting
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7.3.

Timetable or Gantt Chart
Month

WP01
Task 1
Task 2
Task 3
Task 4
Task 5
MD.01
MD.02
MD.03
M01.01
M01.02

Management & Coordination
Project management
Contractual management
Resources management
Communication
Scientific project coordination and
management
Annual reports
Final report
Layman version of the final report
Project Governing Board (PGB) Meetings
PGB Meeting at Endo-ERN

M01.03
M01.04
WP02
Task 1
Task 2
Task 3
MD.04
MD.05
D02.01
D02.02

Project Grp Meeting at Endo-ERN
Project Group Final Meeting
Dissemination & Access
Dissemination & Communication
Long-term Sustainability
Standard Policy For Data Access
Website
Leaflet
Contact list of all EuRRECa stakeholders
EuRRECa newsletters

12, 24
36
36
1, 12, 24
7, 19, 31
7, 19, 31
36

1
3
3
6, 12, 18,
14, 30, 36



Policy for research access 1st draft
Policy for research access final version
Case for sustainability of EuRRECa
Project website online (public)
Exhibition & presentation - ESE
Exhibition & presentation - Endo-ERN

12
18
30
1
6, 18, 30

M02.04
WP03
Task 1

Exhibition & presentation - ESPE
Quality Assurance & Evaluation
Use of standard ontology for endocrine
conditions

12, 24, 36

Task 4
D03.01
D03.02
D03.03

7, 19, 31
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Core minimum dataset
Appraise the quality and
interoperability of existing registries
Guidance for new disease registries
Tool for checking the quality of registries
Interim Reports
Final Report


  
   
   


 

 


 

   







D02.03
D02.04
D02.05
M02.01
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YEAR 1
YEAR 2
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M03.01

Presentation at Endo-ERN & EuRRECa

M03.02
WP04
Task 1
Task 2
Task 3

Presentation at EuRRECa final meeting
Core Outcomes
Core outcomes for endocrine
conditions
Generic PRO
Age & condition specific PCOM

Task 4
D04.01
D04.02
D04.03

Clinical benchmarks
Report of core outcomes
Generic PRO tool Core Endocrine Registry
Report of age & condition-specific PCOM

D04.04
M04.01

Report on the use of PCOM (incl PRO)
WP04 Board Meeting with Endo-ERN chair

M04.02

Presentation at EuRRECa Project Group
Meeting at Endo-ERN
Patient, Parents & Ethics
Understanding the needs and
expectations for patients & parents

WP05
Task 1
Task 2
Task 3
Task 4
Task 5
D05.01
D05.02
D05.03
D05.04
M05.01
M05.02
M05.03
M05.04
M05.05
M05.06
WP06
Task 1
Task 2

Patient focus in the Core Endocrine
Registry
Development of guidance for the
operation of registries
Assessment of existing registries
Dissemination
Report on needs of patients in registries
Report on existing registries
Report on patients perspectives on the use
of PRO tool in Core Endocrine Registry
Report on patients’ perspectives on the
use of assessing PCOMs
WP05 face to face meeting
Presentation on the needs of patients at
the EuRRECa Project Group Meeting
WP05 meeting & launch of the patient
priorities report & ethical guidance report
WP05 meeting & start appraisal process
WP05 meeting & launch of the appraisal
report for the Core Endocrine Registry
WP05 meeting & launch of the appraisal
report for existing registries
Registry & E-Surveillance
Creation of the Core Endocrine Registry
Continuous security evaluation, risk
assessment & ethical evaluation of VRE

Month
7, 19, 31
36

YEAR 1
YEAR 2
YEAR 3



 
  
  


          
           
           
           
           

6
12
24
36
1, 6, 18,
24, 30
7, 19, 31
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Month
Task 3
Task 4
D06.01
D06.02
D06.03
D06.04
D06.05
D06.06
M06.01
M06.02
M06.03
M06.04
M06.05

Core outcomes in Core Endocrine
Registry
E-Surveillance of Endo-ERN
Core dataset
Endo-ERN e-surveillance system
Beta version of Core Endocrine Registry
Fully operating version of Core Endocrine
Registry
Activity report
Final report
Launch of the Endo-ERN e-surveillance
Launch of Core Endocrine Registry with
PROs
Launch of Core Endocrine Registry with
PCOMs
Project Group Meeting to coincide with
Endo-ERN general assembly

YEAR 1

YEAR 2

YEAR 3

           
6
7
12
18
24
36
7
19
31
31

Presentation at EuRRECa final meeting

36






 




 











    







     
     

 
  
     











 


 
 


















 


 
 






 
 


 

   

         
         




          






8.
Milestones and Deliverables
Deliverable Deliverable Name
Number

WP
no

Leading
applicant
acronym

Content specification

Dissemination
level

Delivery
month

Mandatory
deliverable
(MD)
MD.1

Annual reports

01

UoG (Coordinator)

C

12, 24

MD.2

Final report

01

UoG (Coordinator)

C

End of
project

MD.3

01
02

UoG (Coordinator)
UzL

P

MD.4

Layman version of the final
report
Website

End of
project
1

MD.5

Leaflet

02

UzL

Includes activities, milestones and
results achieved in the first half of
the project. Deliverables – annexed.
Includes project implementation
and
the
results
achieved.
Deliverables – annexed.
This is a short version of the final
report, written for the public.
Each WP shall have a dedicated
web presence with a public part
A leaflet to promote the project shall
be produced at the beginning

D02.01

Contact
list of
all
EuRRECa stakeholders
EuRRECa newsletters

02

UzL

02

UzL

Data Access Policy draft
Data Access Policy final
Case for sustainability of
EuRRECa

02
02
02

UzL
UzL
UzL

D02.02
D02.03
D02.04
D02.05

P (and
C)
P

3

C

3

6 monthly newsletters distributed to
Contact List and website

P

6, 12, 18,
24,30, 36

Draft policy for research access
Final policy for research access
Case for long-term sustainability of
EuRRECa

C
C
C

12
18
30
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D03.01

03

IAIM

D03.02

Tool for checking the
quality of registries
Interim Reports

03

IAIM

D03.03
D04.01

Final Report
Report of core outcomes

03
04

IAIM
LUMC

D04.02

Generic PRO tool Core
Endocrine Registry
Report of age and
condition specific PCOM

04

LUMC

04

LUMC

D04.04

Report on the use of
PCOM (incl PRO)

04

LUMC

D05.01

Report on the needs of
patients in registries
Report
on
existing
registries
Report on the patients
perspectives on the use of
PRO tool in Core
Endocrine Registry
Report on the patients
perspectives on the use of
assessing PCOMs

05

UGh

05

UGh

05

UGh

05

UGh

Core dataset
Endo-ERN e-surveillance
system
Beta version of Core
Endocrine Registry
Fully operating version of
Core Endocrine Registry
Activity report
Final report

06
06

UoG
UoG

06

UoG

06

UoG

06
06

UoG
UoG

D04.03

D05.02
D05.03

D05.04

D06.01
D06.02
D06.03
D06.04
D06.05
D06.06

9.

Tool for checking the quality of
registries
Updates on Quality Assurance &
Evaluation

C

12

C
C
C

12,
24
36
6

C

12

C

24

C

36

C

12

C

18

C

24

Report on the patients perspectives
on the use of a Core Endocrine
Registry for assessing generic and
condition specific PCOMs
Core dataset
Endo-ERN e-surveillance system

C

36

C
C

6
7

Beta version of Core Endocrine
Registry
Fully operating version of Core
Endocrine Registry
Activity report
Final report

C

12

C

18

C
C

24
36

Report of core outcomes that are
known for conditions covered in
Endo-ERN
Generic PRO tool for inclusion in
Core Endocrine Registry
Report of age and condition specific
PCOM for conditions covered in
Endo-ERN
Report on the use of PCOM
(including PRO) and their potential
for benchmarking
Report on the needs of patients in
registries (Task1,2,3)
Report on existing registries (Task
4)
Report on the patients perspectives
on the use of PRO tool in Core
Endocrine Registry

18,

Project management (Fig.5)

9.1.
Project management structure
9.1.1 Project Coordinator
The Project Coordinator, University of Glasgow (UoG) is the intermediary between the European Commission and the EuRRECa
Consortium as well as the supervisor of the overall progress of the project.
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9.1.2

Tasks

Fig. 5 – The management structure of EuRRECa

The Project Coordinator shall be responsible for chairing the Project Governing Board and the Project Group and for
taking all actions to enable proper decision-making by these decision bodies; the UoG shall foster the use of the project
communication and project management tools by all participants to sustain operational consistency. Furthermore, it will
ensure the smooth operation of the project and guarantee that all efforts are focused towards the objectives; submit all required
progress reports, deliverables, financial statements to the European Commission; be responsible for the proper use of funds and
their transfers to participants.
9.1.3 Project Office of EuRRECa
The EuRRECa office will be established by and based at UoG and will be concerned with the scientific management and the coordination of all scientific activities. The EU Team at the Research Support Office of UoG is well-resourced and highly experienced
having supported over 150 FP7 projects and 100 currently active Horizon 2020 projects. The Project Office will also be responsible
for administrative, financial and contractual management and the organisational co-ordination of the project activities.
9.1.4 EuRRECa Participants
9.1.4.1 Members
The EuRRECa project consists of 13 participating beneficiaries; these include the leaders of the work packages and the leaders of
the working groups.
9.1.5 EuRRECa Work Packages (WPs)
To facilitate the organisation and management, the Project is structured in “Work packages” which together comprise the Project.
WP01 “Management & Coordination” will ensure that the project follows the intended workflow and meets all four objectives
outlined in Section 2.2. The WP will be led by UoG and the HCP of UoG (Queen Elizabeth University Hospital, Greater Glasgow &
Clyde NHS Board) which is also the lead for the Registries & ICT Working Group in Endo-ERN.
WP02 “Dissemination & Access ” is critical for achieving Objectives 2, 3 and 4 and will be led by UzL, who will be assisted by
LUMC. LUMC is the coordinator of Endo-ERN and in its management structure, and is closely assisted by the HCP of UzL (UKSH).
This WP will ensure that Endo-ERN, the professional societies that the ERN is linked to as well as EU organisations such as
EURORDIS, the EU Expert Group for Rare Diseases and the Joint Research Centre, are closely involved in the dissemination of
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the deliverables that arise from the project. To promote long-term sustainability, it will also ensure that EuRRECa has standard
policies for accessing data by researchers.
WP03 “Quality Assurance & Evaluation” will be led by IAIM, which is also the co-chair for the sex development and maturation
main thematic group in Endo-ERN. IAIM will be assisted by Taruscio, Director of the National Centre for Rare Diseases in Rome.
This work package will be closely involved in Objectives 1, 2 and 3 and provide the expertise that is necessary to ensure that all
EuRRECa activities adhere to the highest FAIR data principles. The work package will work closely with WP01, WP02 and WP06 to
ensure rigorous evaluation that allows compliance to the highest uniform standards across Europe.
WP04 “Core Outcomes” will be led by LUMC. Its main focus will be on Objective 3 and it will coordinate the development of core
endocrine outcomes for the conditions covered by Endo-ERN. WP03 will work closely with the Working Groups and it will work
closely with WP06 in advising the development of the new Core Endocrine Registry. Specifically it will assess the evidence base of
the core outcomes that are generated by the Working Groups and propose a core set of outcome data to be registered for every
condition covered by Endo-ERN. It will coordinate the overlaps and consistencies of core outcomes generated by the Working
Groups and ensure that all conditions covered by Endo-ERN have at least one age- and condition-specific outcome. It will also work
with the Working Groups and WP05 at developing PROs. Finally, it will work with the Working Groups and explore the development
of clinical benchmarks and related dashboard.
WP05 “Patient, Parents & Ethics” will be led by UoGh and closely involved in Objectives 2, 3 and 4. The HCP of UoGH (Ghent
University Hospital) is also intimately involved in Endo-ERN as co-chair for the Research & Science Work Package in Endo-ERN.
This work package will have the critical role of ensuring that the patient focus remains central to EuRRECa’s activities. Specifically it
will work with patient representatives in the Working Groups and outline the needs and expectations for patients, parents and
families in registries and work with WP03 to ensure that the patient focus is maintained in the development of core endocrine
outcomes. It will also work with WP02 and WP03 to ensure that there is clear ethical guidance for the operation of registries and this
matches the standards set across all Endo-ERN-linked registries. It will work with the Working Groups and appraise the standards
of patient involvement and patient safeguarding in existing disease registries. Finally, this WP will work with WP02 in ensuring
optimal dissemination amongst patient and parent support groups
WP06 “Registry & E-Surveillance” will be led by UoG and the HCP of UoG (Queen Elizabeth University Hospital, Greater
Glasgow & Clyde NHS Board) which is also the lead for the Registries & ICT Working Group in Endo-ERN. This work package will
focus on Objective 1 and develop the Core Endocrine Registry and the e-surveillance platform. Specifically it will work with the
Working Groups and collate all the diagnostic classifications that are present in Endo-ERN and include these in the Core Endocrine
Registry. It will work with WP04 and include core outcomes in the Core Endocrine Registry. It will adhere to the highest standards of
registry governance which will be developed by WP02, WP03 and WP05. It will develop a system of e-surveillance for Endo-ERN
members of conditions covered by Endo-ERN. In addition to the web-based registry of the core dataset and the e-surveillance
programme, it will develop a module for PCOMs including those that can be reported directly by patients.
9.1.6 The Clinical & Scientific Expert Working Groups
These will be led by world-leading experts who also represent HCPs within Endo-ERN. In addition to the lead, these working groups
will consist of further members including a deputy, a patient representative who can speak the same language as the WG lead,
paediatric and adult endocrine experts and an early career clinical academic from the same centre as the lead. These groups will
ensure that the work packages receive comprehensive input from a clinical and scientific angle for the conditions that are included
in Endo-ERN. In addition, EuRRECa will rely on these groups for bringing their own experience of high quality registries. These
working groups will be critical to the achievement of all the objectives listed in Section 2.2. They will help to map the conditions
covered in Endo-ERN and identifying the local personnel at the HCP who will be responsible for case notification through the
EuRRECa e-surveillance system. They will provide core PCOMs that are condition- and age-specific and that can be incorporated
into the Core Endocrine Registry. They will ensure that these core outcomes are as evidence-based as possible, patient-focused
and simple to collect as part of routine clinical practice. They will review the data that are collected for core outcomes for the
conditions covered by their group and work at developing standards and clinical benchmarks. They will advise the work packages
on existing models of good practice that exist for detailed disease registries for endocrine conditions. The members of these
Working Groups will also be critical in piloting all the components of the Core Endocrine Registry.
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9.1.7 Project Group
9.1.7.1 Members
The Project Group (Fig 5) is composed of the named members of all the work packages and the working groups. Each member of
the Project Group will have one vote.
9.1.7.2 Tasks
The Project Group is in charge of the political and strategic orientation of the project and acts as the arbitration body. The main
tasks are thus to:
- Grant proper implementation of the partners' respective rights and obligations in accordance with the contractual framework of the
project and the Consortium Agreement,
- Decide upon withdrawal, inclusion and exclusion of participants to the project,
- Take preliminary decisions on the amendment of the Consortium Agreement
- Formulate and agree on standard operation procedures within EuRRECa
- Agree on procedures and policies in accordance with the Grant Agreement for dissemination of foreground.
- Approve the provisional budgets, discuss and approve the annual executive budget and cost claims prepared by the Project
Governing Board including the reimbursements to the partners.
9.1.7.3 Decisions
The Project Group shall meet once a year. It will meet adjacent to the meeting of the General Assembly of Endo-ERN. Proper
decision-making procedures according to the Grant Agreement and the Consortium Agreement will be ensured.
- Ordinary and extraordinary meetings of the Project Group shall constitute a quorum if more than two thirds of the Parties are
present or duly represented by proxy.
- A simple majority of the voting representatives of those Parties in attendance is required for all decisions apart from decisions
relating to the accession of new Parties and the exclusion of a Party. The exclusion of a Party may be decided by a two-thirds
majority of the votes minus the vote of the concerned Party. The accession of a Party may be decided by a two-thirds majority.
- The decisions of the Project Group in the project-related matters shall be binding to all Parties.
- A Party may issue its veto particularly in the case of a decision to accept a new Party in the Project if a substantial threat to its
commercial or strategic interests is likely to exist which cannot be resolved by any other measure, affecting significantly its workload
set down in the Implementation Plan.
- In all cases where a Party wants to appeal against a decision, it has to address its concern at the same Project Group Meeting.
The meeting will not be closed until a decision has been reached. In case of a deadlock the Coordinator will have two votes.
- Urgent decisions may be taken via teleconference, and/or via e-mail, phone at the request of the Coordinator
9.1.8 Project Governing Board (PGB)
9.1.8.1 Members
This will consist of
- All beneficiaries, ie WP leads and WG leads with full voting rights
- The deputy lead of WP03, Domenica Taruscio (ISS Rome) – this will ensure that the institution which provides close scientific
input into quality assurance remains closely involved in the management of the project. This member will have full voting rights.
- The ePAG representative who will assist the WP05 lead (Arlene Smyth, Turner Syndome Society UK) – this will ensure that a
patient representative is involved in project management.This member will have full voting rights.
- The Coordinator of Endo-ERN, Alberto Pereira (LUMC) who is also the deputy lead for WP02 – this will ensure that EuRRECa
maintains its close links with Endo-ERN. This member will have full voting rights.
9.1.8.2 Tasks
The PGB is in charge of monitoring all activities towards the objective of the project in order to deliver as promised, in due time and
in the budget.
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The PGB shall thus control the execution of the project with regards to the project schedule and the description of work annexed to
the Grant Agreement and to monitor corrective actions;
- Propose all significant modifications of the work plan, the Grant Agreement, the Consortium Agreement to the Project Group
- Propose changes in work sharing and membership to the WPs to the Project Group
- Form the data access committee for the lifetime of the project
- Agree on press releases by the Parties
9.1.8.3 Decisions
The PGB shall meet on a six-monthly basis unless the interest of the projects may require intermediate meetings. Decision-making
procedures according to the Consortium Agreement (agenda, minutes, quorum and voting rules) will be ensured.
- All WP leaders shall have a vote.
- All decisions of the PGB shall be taken by simple majority.
- Non-adherence by a Party to its decisions may be deemed to constitute a breach of the Consortium
- Failure to comply with the Agreement and/or the EU Grant Agreement can lead to exclusion from EuRRECa
- The PGB shall review and approve all progress reports (interim and final) before their submission
9.1.9 Independent Advisory Board (IAB)
9.1.9.1 Members
Dr Ségolène Aymé, Paris, France
Professor David Sandberg, Ann Arbor, MI, USA
Mr Matt Johnson, EURORDIS
Professor Jesus Argente, Madrid, Spain
These experts have already been approached and have agreed to participate. Dr Aymé will provide her overall expertise in rare
conditions and the overall vision of caring for people with rare conditions in Europe. To ensure that the project retains its patient
focus, the IAB will also rely on Dr Sandberg who is an expert on patient reported outcomes and on Mr Johnson who will be able to
provide input on the value of the project for patients in Europe. Finally, Professor Argente is an eminent endocrinologist from an EU
member state that is not represented prominently within the Consortium.
9.1.9.2 Tasks
The independent advisory board will ensure a high standard of research and monitor the progress of the project by taking part in the
annual meeting of the Project Group. Whenever appropriate, it will consult the consortium and make recommendations to improve
their performance.
9.2
Quality of the partnership
The EuRRECa consortium builds on an extensive depth and breadth of knowledge, experience and track record of collaboration in
European endocrinology as well as cross-border registries for rare conditions. By constructing the consortium on the framework of
Endo-ERN and by involving the key professional endocrine societies in Europe, the project will ensure that Endo-ERN successfully
embarks on the mission of improving the standards of clinical care for people with rare endocrine conditions and then sustains this
programme over the longer term. With this in mind, the dissemination of the project has been firmly placed in the hands of EndoERN by appointing the deputy coordinator (Hiort, UzL) and the coordinator (Pereira, LUMC) of Endo-ERN as the lead and deputy
lead, respectively, for WP02. To further emphasize the strong links with Endo-ERN, the Project Governing Board has provided the
deputy lead (LUMC) with an extra vote (see 9.1.7.1).
Several members of the consortium are leading members of the two professional endocrine societies, ESPE and ESE, and will be
crucial in maintaining the links with these societies. LUMC (Pereira, Dekkers), IAIM (Persani), Hungary (Patocs) and Munich
(Beuschlein), Rotterdam (Visser) are members of ESE and UoG (Ahmed), UzL (Hiort), UoGH (Cools), APHP (Netchine), GOSH
(Dattani), KSH (Nordenstrom), Motol (Sumnik) and Hannover (Danne) are members of ESPE. LUMC (Pereira), IAIM (Persani),
Hungary (Patocs), Munich (Beuschlein), UoG (Ahmed), UzL (Hiort), UoGH (Cools), APHP (Netchine), GOSH (Dattani), KSH
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(Nordenstrom), and Hannover (Danne) are in the Steering Committee of Endo-ERN. Several members have a track record of
working together. As chair and co-chair of Endo-ERN, LUMC (Pereira) and UzL (Hiort) have been instrumental in the successful
development of Endo-ERN. UzL (Hiort) and IAIM (Persani) have also demonstrated their close collaboration with their joint working
in developing the Sex Development and Maturation MTG in Endo-ERN. Motol (Sumnik) and Hannover (Danne) have a long track
record of collaboration in diabetes-related projects. The inclusion of SWEET consortium as a distinct working group will allow crossfertilisation of ideas between EuRRECa and a platform developed primarily for a commoner endocrine condition. UoG (Ahmed) and
GOSH (Dattani) are both members of ESPE Council. UoG (Ahmed), UzL (Hiort), UoGH (Cools) and KSH (Nordenstrom) have
collaborated closely on several projects including EuroDSD, I-DSD, DSDnet and the ESPE DSD working Group. Finally UoG
(Ahmed), UzL (Hiort), UoGH (Cools) and APHP (Netchine) are members of the ESPE Science Committee.
By involving patients and parents who are active users of health care services throughout the clinical working groups, the project
will ensure that a focus on patients is maintained over its lifetime and by spreading the patient voice across all the work packages
that are distributed across Europe, the multilingual needs of patients will be brought to the fore. Providing the deputy chair of WP05
who is a patient representative with a vote on the PGB highlights the importance the project attributes to the voice of the patient. By
developing an interactive patient platform which is embedded within the Core Endocrine Registry and which also caters for the
languages of Europe, inequalities in accessibility of health care across Europe will be addressed. The structure of the partnership
allows the clinical and scientific expert advisory groups to work efficiently whilst relying on the development of standard guidance
from the expert groups for quality assurance. The clinical and scientific working groups are led by world-leading experts in their
specific fields. Many have been intimately involved in international registries including IAIM (Persani), Munich (Beuschlein), UoG
(Ahmed), UzL (Hiort), UoGh (Cools), KSH (Nordenstrom), Motol (Sumnik), Hannover (Danne) and EMC (Visser). Several measures
have been taken to ensure equity of access to the wide endocrine community in Europe as well as beyond for the resources that
will be developed through EuRRECa. The constituents of their respective working groups will consist of a mix of Endo-ERN and non
Endo-ERN European experts that will promote cross-fertilisation and widespread participation in registries as well as improvements
in standards of care across Europe. Given the age spectrum of people with rare endocrine conditions, the consortium has also been
designed to include a balance of paediatric and adult endocrinologists within its lead and deputy leads. Similar consideration has
also been paid to the balance of sexes within the consortium. Another stipulation within the creation of the clinical and scientific
working groups was to include an early career clinician scientist from the centre of the work package leader. Not only will it
encourage local capacity building, but it also fits with the objective of registries acting as a resource for the future. The leads and
the deputy leads of the work packages have been chosen for their expertise in their specific areas. Two members of the consortia
UoG (Ahmed) and APHP (Linglart) are also members of the steering committee of BOND ERN. Finally, in the Quality Assurance
and Evaluation Work Package, the Consortium has assembled world leading experts in the field of interoperability and registry
quality who have an established track record of collaboration.
9.3.

Capacity of the staff

9.3.1 Beneficiary 01: University of Glasgow
Main tasks attributed in the project
The University of Glasgow (UoG) will coordinate the project (WP01) and lead on WP06 and participate in WP02, WP03, WP04 and
WP05. It will also work closely with WP02 to ensure optimal dissemination of the project. UoG is currently involved in the
development of patient reported outcomes for young children that can be incorporated into a web-based registry. The main task in
WP06 is the development of the Core Endocrine Registry and the e-surveillance system. The development of this registry will be
based on the tried and tested platform that has already been developed for international registries.
Brief description of the organisation and summary of experience relevant to the project
Ahmed leads the Developmental Endocrinology Research Group and is the lead local coordinator for the EndoERN and the Bone
ERN (BOND) for the Greater Glasgow & Clyde NHS HCP. In addition, as Professor of Child Health at the University of Glasgow, he
has recently launched an Office for Rare Conditions (ORC) that is primarily funded by the Glasgow Children's Hospital Charity. This
Office is staffed by a part-time project manager, administrator and a web and database engineer. The Office receives funding from
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multiple sources to explore the use of web-based registries. In the past he has received funding from the ESPE, EUFP7 and the
MRC UK for the ESPE DSD, EuroDSD and the I-DSD Registries, respectively. Ahmed also leads on the 'perceptions of research'
workpackage in the COST Action 'DSDnet'.
Personnel
Professor S. Faisal AHMED – Chair of Child Health, UoG, Glasgow, Scotland
Dr. Martina RODIE– Clinical Lecturer, Child Health, UoG, Glasgow, Scotland
Dr Jillian BRYCE – Registries Project Manager, ORC, UoG, Glasgow, Scotland
Ms Liz DOUGAN – Services Project Manager, ORC, UoG, Glasgow, Scotland
Mr Akanimo OKURE –Web and Database Engineer, ORC, UoG, Glasgow, Scotland
Mr Tom MUIR – Manager, IT Services, UoG, Glasgow, Scotland
Ms Hannah VAN HOVE, ORC, UoG, Glasgow,
Dr Mariam KOURIME – Research Assistant, ORC, UoG, Glasgow, Scotland
Five recent publications relevant to the project
- Kourime M et al. An assessment of the quality of the I-DSD and I-CAH registries – international registries for rare conditions
affecting sex devpt. Orphanet J Rare Dis In Press
- Kyriakou A et al. Current models of care for disorders of sex development - results from an international survey of specialist
centres. Orphanet J Rare Dis 2016;11:155.
- Lucas-Herald A et al. The long-term outcome of boys with partial androgen insensitivity syndrome and a mutation in the androgen
receptor gene. J Clin Endocrinol Metab 2016;101: 3959-3967.
- Ahmed SF et al. International networks for supporting research and clinical care in the field of disorders of sex development.
Endocr Dev 2014;27:284-92.
- Ahmed SF et al. The European disorder of sex development registry: a virtual research environment. Sex Dev. 2010;4:192-8.
9.3.2. Beneficiary 02: University of Lübeck (UzL)
Main tasks attributed in the project
The main task of UzL is to ensure optimal bi-directional dissemination between EuRRECa and its stakeholders and to develop
protocols for accessing data for research and which are acceptable to the consortium as well as other stakeholders.
Brief description of the organisation and summary of experience relevant to the project
The University of Lübeck (UzL) has a focus on the biomedical sciences, namely Human Medicine, Psychology, Human Biology and
further Life Sciences. It is closely related to the University Hospital of Schleswig-Holstein (UKSH), which serves both the UzL and
the Christian-Albrechts University (CAU) in Kiel. The UKSH is participating in several ERN applications and is acting as Paediatric
Chair and Co-Chair for Coordination in the Endo-ERN, the ERN for rare endocrine conditions. Through the Head of the Division of
Paediatric Endocrinology and Diabetes, the UKSH and UzL have been involved in several FP7 and H2020 projects with topics in
rare diseases, mainly in the field of sex development and maturation, one of the Main Thematic Areas of the Endo-ERN. These are
EuroDSD (FP7 201444), DSDLife /FP7 305373) and the COST Action DSDnet (BM1303). Endo-ERN is led by Professor Alberto
Pereira at LUMC and is closely supported by ESPE and ESE.
Personnel
Prof. Dr. Olaf HIORT, Professor of Paediatrics, Head of the Division of Paediatric Endocrinology and Diabetes
Dr. Wiebke BIRNBAUM, Consultant, Centre for Rare Diseases, University of Lübeck
Dipl.-Psych. Louise MARSHALL, psychologist, Centre for Rare Diseases, University of Lübeck
Five recent publications relevant to the project
- Kulle A, et al. : Diagnosis Of Endocrine Disease: Steroid hormone analysis in diagnosis and treatment of DSD position paper of
EU COST Action BM 1303 "DSDnet".Eur J Endocrinol. 2017 Feb 10. pii: EJE-16-0953. doi: 10.1530/EJE-16-0953.
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- Cools M et al. Response to the Council of Europe Human Rights Commissioner's issue paper on human rights and intersex people
management committee of the European Cooperation in Science and Technology Action BM1303. Eur Urol. 2016;70:407-9.
- Doehnert U et al. Characteristic features of reproductive hormone profiles in late adolescent and adult females with complete
androgen insensitivity syndrome. Sex Dev. 2015;9:69-74.
- Hiort O et al. Management of disorders of sex development. Nature Rev Endocrinol 2014;10:520-9.
- Hiort O et al. Requirements for a multicentric multidisciplinary registry on patients with disorders of sex development. J Pediatr
Urol. 2012;8:624-8.
9.3.3 Beneficiary 03: Leiden University Medical Centre (LUMC)
Main tasks attributed in the project
The Leiden University Medical Centre (LUMC) has a central role in the Endo-ERN as Prof Alberto Pereira is its first chair and,
therefore, leads the overarching application of the Endo-ERN. In this proposal LUMC is leading WP04, which requires close
collaboration with the chair of the Endo-ERN, and also with WP01 and WP06. It further requires close collaboration with chairs of
the main thematic groups of Endo-ERN as well as the working groups of EuRRECa to establish generic as well as condition specific
core clinical data that will need to be captured.
Brief description of the organisation and summary of experience relevant to the project
Professor Dekkers leads the epidemiologic research of endocrine diseases. He has extensive experience in working with registrybased data, especially with data based on national registers (Aarhus, Denmark). The department of endocrinology has published
extensively on patient reported quality of life in endocrine diseases.
Personnel
Professor Dr Olaf DEKKERS, Departments of Clinical Epidemiology and Endocrinology, LUMC; Adjunct Professor, Department of
Clinical Epidemiology, Aarhus University,
Professor Dr Alberto PEREIRA, chair ENDO-ERN, LUMC
Five recent publications relevant to the project
- Dekkers OM et al. Acute cardiovascular events and all-cause mortality in patients with hyperthyroidism: a population-based cohort
study. Eur J Endocrinol. 2017;176:1-9.
- Fassnacht M et al. Management of adrenal incidentalomas: European Society of Endocrinology Clinical Practice Guideline in
collaboration with the European Network for the Study of Adrenal Tumors. Eur J Endocrinol. 2016;175:G1-G34.
- Bollerslev J et al. European Society of Endocrinology Clinical Guideline: Treatment of chronic hypoparathyroidism in adults. Eur J
Endocrinol. 2015;173:G1-20.
- Stegeman BH et al. Different combined oral contraceptives and the risk of venous thrombosis: systematic review and network
meta-analysis. BMJ. 2013;12:347
- Dekkers OM et al. Multisystem morbidity and mortality in Cushing's syndrome: a cohort study. J Clin Endocrinol Metab.
2013;98:2277-84.
9.3.4 Beneficiary 04: University of Ghent
Main tasks attributed in the project
Ghent University (UoGh) will lead WP05 and work closely with WP02, WP03, WP04 and WP06 to ensure patient-centeredness of
all project deliverables. UoGh will work together with A Smyth, who is a patient representative operating in the UK as a deputy and
co-opt patient advocates of WG 01-06, representing the broad range of conditions within Endo-ERN and taking into account
geographical, cultural, age and gender differences. The group will be further composed of Sabina Gainotti, bioethicist at the Istituto
Sanità Superiore, Rome and a EURORDIS representative. The main tasks of WP05 are the production and implementation of a
patient priorities report, an ethical guidance report and a patient-centered checklist and scoring tool for appraisal of registries.
Brief description of the organisation and summary of experience relevant to the project
Cools is the coordinator of the DSD clinical and research group at UoGh and the affiliated HCP Ghent University Hospital. She is
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the lead local coordinator for the EndoERN for her HCP and is the Paediatrics representative in the board of the Rare Diseases
Committee of Ghent University Hospital. In the past she has received funding from the EUFP7 and COST programmes for her
involvement in EuroDSD and the COST Action ‘DSDnet’ respectively. Within this COST Action, Cools leads a working group on
clinical phenotyping, composed of clinicians and patient representatives. In the past years, she organized several patient and
parent days for affected families. She has close contacts with several support groups across Europe and collaborated with several
patient organizations to create and translate informative brochures for patients with rare endocrine conditions.
Personnel
Professor Martine COOLS – Professor of Paediatric Endocrinology, UoGh, Ghent, Belgium
Ms Bronwen VAN TITTELBOOM – Administration and Services Project Manager, UoGh, Ghent, Belgium
Five recent publications relevant to the project
- M Cools et al on behalf of the Management Committee of COST Action BM1303 “DSDnet: Response to the Council of Europe
Commissioner for Human Rights’ Issue paper on Human rights and intersex people. Eur Urol 2016;70:407-9.
- C Badiu et al. Developing and evaluating rare disease educational materials co-created by expert clinicians and patients. COST
Action BM1105,. Orphanet Journal of rare diseases 2016, provisionally accepted
- N Callens et al. The costs of pleasure and the benefits of pain: Self-perceived genital sensation, anatomy and sexual dysfunction..
Sex Health 2015 Nov 16. doi: 10.1071/SH15160
- G Bronselaer et al. Self-assessment of genital anatomy and sexual function in women (SAGAS-F): Validation within a Belgian,
Dutch-speaking population. J Sex Med 2013;10: 3006-18.
- O Hiort et al. Requirements for a multicentric multidisciplinary registry on patients with disorders of sex development. J Ped Urol
2012;8:624-28.
9.3.5 Beneficiary 05: Istituto Auxologico Italiano, Milan (IAIM)
Main tasks attributed in the project
IAIM will cordinate WP03 and will be supported by the expertise of the National Registry Coordinator at the Istituto Superiore della
Sanità in Rome (deputy). IAIM will work in collaboration with the coordinators of Working Groups, with the leaders of WP04 and
WP05 and the patients' organization to assure the quality of existing and new registries in the field. In addition, IAIM will review the
current classification of rare endocrine conditions to clarify the case for new registries.
Brief description of the organisation and summary of experience relevant to the project
IAIM is the reference centre for rare endocrine conditions in Lombardy and recognized by the Italian Ministry of Health for the
Research and Cure of Endocrine and Cardiovascular diseases (IRCCS). Persani is the Head of the Division of Endocrine and
Metabolic Diseases and Professor of Endocrinology at the University of Milan; he was the Italian representative in the Managing
Committee of the COST action the Neuroendocrine control of Reproduction (BM1105) and is the Coordinator of the Italian Network
on Central Hypogonadism (NICe group). Persani is a member of the Steering Committee and co-Chair of the thematic group on
Sex Development within Endo-ERN. Persani is also the coordinator of the Italian Network on Congenital Central Hypogonadism
and Kallman Syndrome and has collected clinical information and blood samples for DNA analyses in over 540 patients. This
resource is funded by the Italian MoH (GR-2008-1137632. One of Persani’s collaborator (Dr. Graziano Grugni) at IAIM is also
developing a National Registry for Prader-Willi syndrome together with the patients’ organization and the National Institute of Health
in Rome. Persani will be supported by the local Scientific Secretariat and will work in close collaboration with the deputy, Dr D
Taruscio, coordinator of the National Registry for Rare Diseases in Rome and Dr Marco Roos at LUMC, Leiden.
Personnel
Prof Luca PERSANI, Head of the Division of Endocrine and Metabolic Diseases, IAI, Milan, Italy
Dr Graziano GRUGNI, MD at the Division of Auxology, IAI, Milan and Piancavallo (VB), Italy
Dr Marco BONOMI, Assist Prof at the Div of Endocrine and Metabolic Diseases, IAI, Milan, Italy
Dr Domenica TARUSCIO, Coordinator of the National Registry on Rare Diseases, NIH, Rome, Italy
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Dr Yilka KRODA, National Registry on Rare Diseases, NIH, Rome, Italy
Dr Claudio CARTA, National Registry on Rare Diseases, NIH, Rome, Italy
Dr Alessandro PIERSANTI, Scientific Secretariat, IAI, Milan, Italy
Five recent publications relevant to the project
- Giusti F et al. Multiple endocrine neoplasia syndrome type 1: institution, management, and data analysis of a nationwide
multicenter patient database. Endocrine. 2017 Jan 28. doi:10.1007/s12020-017-1234-4.
- Grugni G, Marzullo P. Diagnosis and treatment of GH deficiency in Prader-Willi syndrome. Best Pract Res Clin Endocrinol Metab.
2016;30:785-794.
- Baldovino S et al . Rare Diseases in Europe: from a Wide to a Local Perspective. Isr Med Assoc J. 2016;18:359-63.
- Hansson MG et al. The risk of re-identification versus the need to identify individuals in rare disease research. Eur J Hum Genet.
201;24:1553-1558.
- Refetoff S et al. Classification and proposed nomenclature for inherited defects of thyroid hormone action, cell transport, and
metabolism. J Clin Endocrinol Metab. 2014;99:768-70.
9.3.6 Beneficiary 06: Assistance Publique – Hopitaux de Paris, Paris (APHP)
Main tasks attributed in the project
APHP will coordinate the Working Group on Growth disorders and Calcium-Phospate disorders. This task will be lead by Irène
Netchine (for growth disorders) and by Agnès Linglart (for calcium-phospate disorders). APHP will work in collaboration with WP01WP06 with the aim of creating a new Core Endocrine Registry and with the later development of a growth and calcium-phospate
disease-specific registry. Linglart will also work actively to build bridges between Endo-ERN and BOND ERN registries.
Brief description of the organisation and summary of experience relevant to the project
APHP, the largest HCP in France, is associated to medical universities (Netchine, Trousseau APHP hospital associated with Pierre
et Marie Curie school of medicine and Linglart at Kremlin Bicètre associated with Paris Sud university). Netchine is the coordinator
of the national French reference center for rare growth disorders. She is the vice-chair of the COST network on imprinting disorders
(www.imprinting-disorders.eu) and co-chair of the Growth thematic group in Endo-ERN. She has been chair of the first international
expert consensus on Silver Russell Syndrome. Linglart is the coordinator of the national French reference centre for rare diseases
of Ca and PO Metabolism and has created the Platform of Expertise Paris-Sud that gathers 20 reference centers for rare diseases,
research laboratories and patient organization. She leads a research group within the “Epigenetics and genetics” Research team at
INSERM Unit U1169 (University Paris-Sud) and coordinates EuroPHP to promote research activities in the field of
pseudohypoparathyroidism and related disorders. She is also co-leader of the WG “Dissemination of results and promotion of public
awareness” within the EUCID-COST Network and leads the IMPRINT-ID-School. In addition, she is a member of the steering
committee of BOND ERN. Netchine and Linglart are leading a project to build a national cohort on the long-term metabolic
consequences of imprinting disorders (RADICO-IDmet (www.radico.fr/fr/ connaitre-radico/nos-cohortes-et-autres-programmesassocies/80-radico/146-radico-idmet).
Personnel
Pr Irène NETCHINE, Hôpital Trousseau, Assistance Publique-Hôpitaux de Paris, Université Pierre et Marie Curie
Pr Agnès LINGLART, Hôpital Bicêtre, Assistance Publique-Hôpitaux de Paris, Université Paris-Sud
Five recent publications relevant to the project
- Thiele S et al. From PHP to inactivating PTH/PTHrP Signalling Disorder (iPPSD), a novel classification proposed by the European
EuroPHP network. Eur. J. Endocrinol. 2016
- Wakeling EL et al. Diagnosis and management of Silver-Russell syndrome: first international consensus statement. Nat Rev
Endocrinol. 2016 Sep 2.
- Eggermann T et al. Imprinting disorders: a group of congenital disorders with overlapping patterns of molecular changes affecting
imprinted loci. Clin Epigenetics. 2015 Nov 14;7:123.
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- Azzi S et al. A prospective study validating a clinical scoring system and demonstrating phenotypical-genotypical correlations in
Silver-Russell syndrome.. J Med Genet.2015;52:446-53.
- Brioude F et al. Beckwith-Wiedemann syndrome: growth pattern and tumor risk according to molecular mechanism, and
guidelines for tumor surveillance. Horm Res Paediatr. 2013;80:457-65.
9.3.7 Beneficary 7: Semmelweis University (SU), Budapest
Main tasks attributed in the project
The Semmelweis University will lead on WG2 Genetic Endocrine Tumour Syndromes. SU will work in collaboration with WP01WP06 with the aim of creating a new Core Endocrine Registry and with the later development of more disease-specific registries. In
addition, SU will review the current guidelines of Multiple Endocrine Neoplasias, Carney complex and hereditary
pheochromocytoma/paraganglioma syndromes to clarify the key elements necessary for new registries and to identify core PCOMs.
Brief description of the organisation and summary of experience relevant to the project
The Semmelweis University is one of the biggest health care provider in Hungary. About two million patients are treated
annually in the University’s Clinical Centre, which is comprised of 35 University institutes and clinical departments. The 2nd
Department of Medicine is part of the Centre of Expertise for Rare Diseases of the Semmelweis University, and the
Endocrine Genetics Laboratory has great expertise in genetic testing for a variety of inherited endocrine disorders including
multiple endocrine neoplasia type 1 (MEN-1), multiple endocrine neoplasia type 2 (MEN-2), familial
Pheochromocytoma/Paraganglioma syndromes (Pheo/PGL) and von HIppel-Lindau disease (VHL). Moreover, the institute
has a great experience in the clinical management of the full spectrum of endocrinology, with a particular interest focusing on
pituitary, endocrine pancreas and adrenal diseases. Dr Patocs is an MD qualified in Laboratory Medicine and in Molecular
Genetic Diagnostics and head of “Genetic Endocrine Tumor Syndromes” main Thematic Group in Endo-ERN.
Personnel
Dr. Attila PATOCS MD, MSc, PhD: associate professor Semmelweis University, head of Clinical Genetics and Endocrinology
Laboratory Semmelweis University, head of the Hungarian Academy of Sciences and Semmelweis University “Momentum”
Hereditary Endocrine Tumors Research Group.
Dr. Vince GROLMUSZ MD, PhD, Fellow in Human Genetics
Five recent publications relevant to the project
- Grolmusz VK et al. Cell cycle dependent RRM2 may serve as proliferation marker and pharmaceutical target in adrenocortical
cancer. Am J Cancer Res. 2016;6:2041-2053.
- Grolmusz VK et al. Fluorescence activated cell sorting followed by small RNA sequencing reveals stable microRNA expression
during cell cycle progression. BMC Genomics. 2016 May 27;17:412.
Tretter L, Patocs A, Chinopoulos C. Succinate, an intermediate in metabolism, signal transduction, ROS, hypoxia, and
tumorigenesis. Biochim Biophys Acta. 2016;1857:1086-101.
Molnár Á et al. Polymorphisms of the GR and HSD11B1 genes influence body mass index and weight gain during hormone
replacement treatment in patients with Addison's disease. Clin Endocrinol (Oxf). 2016;85:180-8.
Castinetti F et al. Outcomes of adrenal-sparing surgery or total adrenalectomy in phaeochromocytoma associated with multiple
endocrine neoplasia type 2: an international retrospective population-based study. Lancet Oncol. 2014 May;15:648-55.
9.3.8 Beneficiary 08: Great Ormond Street Hospital, London, UK (GOSH)
Main tasks attributed in the project
GOSH will coordinate the Working Group on Pituitary disorders and work with Barcelona (Susan Webb). GOSH will work in
collaboration with WP01-WP06 with the aim of creating a core Endocrine registry, with the later development of a pituitary diseasespecific registry. The latter will encompass the pituitary disorders that have been included in Endo-ERN, namely pituitary
adenomas, congenital hypopituitarism and acquired hypopituitarism. The ultimate aim is to improve the diagnosis and management
of rare pituitary disorders, and to foster basic, clinical and translational research into these rare disorders.
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Brief description of the organisation and summary of experience relevant to the project
GOSH is the reference centre for rare paediatric endocrine conditions in London, and forms the London Centre for Paediatric
Endocrinology and Diabetes (LCPED) based between GOSH, University College Hospitals London (UCLH), and the UCL GOS
Institute of Child Health (ICH) London. The LCPED is one of the largest centres for rare paediatric and adolescent endocrine
disorders internationally. Dattani is the Head of Clinical Service in Endocrinology at GOSH, and also heads the Section of Genetics
and Epigenetics in Health and Disease Section within the Genetics and Genomic Programme at ICH. Dattani was a member of the
COST action on the Neuroendocrine control of Reproduction (BM1105) and served on the committee for paediatric reproductive
disorders. He is a member of the Steering Committee and co-Chair of the thematic group on Pituitary Disorders within Endo-ERN.
He is Chair of the Programme Organising Committee of the European Society for Paediatric Endocrinology (ESPE) and serves on
its Council. He has previously served as Chair of the Scientific Evaluation Committee for the EU-funded E-Rare Call “European
research projects on rare diseases”. He was Chair of a committee that revised the classification of pituitary disorders the
International Classification of Paediatric Endocrine Disease initiative coordinated by ESPE.
Personnel
Prof Mehul DATTANI, GOSH, UCL GOS Institute of Child Health London.
Five recent publications relevant to the project
1. Gaston-Massuet C, et al. Transcription factor 7-like 1 is involved in hypothalamo-pituitary axis development in mice and humans.
Proc Natl Acad Sci USA 2017;113:E548-57.
2. Boehm U et al. Congenital hypogonadotrophic hypogonadism: pathogenesis, diagnosis, and treatment. Nat Rev Endocrinol
2015:11:547-64.
3. Gregory LC et al. Novel lethal form of congenital hypopituitarism associated with the first recessive LHX4 mutation. J Clin
Endocrinol Metab 2015:100: 2158-2164.
4. Webb EA et al. ARNT2 mutation causes hypopituitarism, postnatal microcephaly, visual and renal anomalies. Brain 2013;136:
3096-3105.
5. Sun Y et al. Loss-of-function mutations in IGSF1 cause a novel X-linked syndrome of central hypothyroidism and testicular
enlargement Nat Genet 2012;44:1375-1381.
9.3.9 Beneficiary 9: Erasmus University Medical Center Rotterdam
Main tasks attributed in the project
The Erasmus University Medical Center Rotterdam (EMC) will lead on Working Group Thyroid and will work in collaboration with
WP01-WP06 with the aim of creating a core Endocrine registry, with the later development of a thyroid disease-specific registry that
may contain some of the thyroid conditions covered by Endo-ERN. The ultimate aim is to improve the diagnosis and management
of rare pituitary disorders, and to foster basic, clinical and translational research into these rare disorders.
Brief description of the organisation and summary of experience relevant to the project
Visser is a clinical endocrinologist and Work Group Leader in the Rotterdam Thyroid Centre and chairs the Working Group ‘Thyroid
hormone signaling disorders’ in the EndoERN. In addition, he coordinates an international multicenter phase II trial for patients with
MCT8 deficiency (AHDS) and recently launched the global AHDS patient registry. Visser is member of the Taskforce of the
European Thyroid Association to formulate a guideline on diagnosis and management of resistance to thyroid hormone syndromes.
EMC is recognized as HCP in the EndoERN.
Personnel
Dr W. Edward VISSER, endocrinologist and Work Group Leader in the Rotterdam Thyroid Centre, EMC, Rotterdam, The
Netherlands
Professor Robin P. PEETERS, head of Rotterdam Thyroid Centre, EMC, Rotterdam, The Netherlands
Dr Stefan GROENEWEG – early career, ESE and ESPE affiliation, Rotterdam
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Five recent publications relevant to the project
- Groeneweg S et al. Therapeutic applications of thyroid hormone analogues in resistance to thyroid hormone (RTH) syndromes.
Mol Cell Endo 2017 (minor revisions)
- Groeneweg S et al. Triiodothyroacetic acid in health and disease. J. Endocrinol 2017
- Moran C et al. Resistance to thyroid hormone caused by a mutation in thyroid hormone receptor (TR)α1 and TRα2: clinical,
biochemical, and genetic analyses of three related patients. Lancet Diabetes Endocrinol 2014;2:619-26
- Visser WE et al. Different causes of reduced sensitivity to thyroid hormone: diagnosis and clinical management. Clin Endocrinol
(Oxf) 2013;79:595-605
- Van Mullem A et al. Clinical phenotype and mutant TRα1. N Engl J Med. 2012;366:1451-3
9.3.10 Beneficiary 10: Ludwig-Maximillians-University (LMU), Munich
Main tasks attributed in the project
The Ludwig-Maximillians-University (LMU) will participate in all work packages with a particular focus on endeavours related to
adrenal disorders. It will work in collaboration with WP01-WP06 with the aim of creating a new Core Endocrine Registry. It will bring
the expertise it already has in running rare disease registries such as ENSAT. The ultimate aim is to improve the diagnosis and
management of rare adrenal disorders, and to foster basic, clinical and translational research into these rare disorders.
Brief description of the organisation and summary of experience relevant to the project
Beuschlein leads the Endocrine Research department within the University Clinic of the LMU. He has served as the coordinator of
the FP7 funded consortium ENSAT-CANCER and as the president of the ENSAT network and currently as the head of the ACC
working group. Within EndoERN he coordinates the adrenal working group. Thereby, he is deeply involved in all aspects of adrenal
disorders and coordinates research endeavours on a local, national and European level. The ENSAT registry and associated
biobanks comprises clinical annotations and biomaterial from more than 10, 000 patients with adrenal tumours and is utilized as a
hub for numerous prospective and interventional clinical trials (among those H2020 funded ENSAT-HT).
Personnel
Professor Felix BEUSCHLEIN – Head of Endocrine Research, LMU, Munich, Germany
Dr. Nicole REISCH– Clinical Lecturer, LMU, Munich, Germany
Prof. Martin REINCKE – Head of Department, LMU, Munich, Germany
Five recent publications relevant to the project
Ronchi CL, et al. Genetic landscape of sporadic unilateral adrenocortical adenomas without PRKACA p.Leu206Arg mutation. J Clin
Endocrinol Metab. 2016;101:3526-38
Espiard S, et al. ARMC5 mutations in a large cohort of primary macronodular adrenal hyperplasia: clinical and functional
consequences. J Clin Endocrinol Metab. 2015;100:926-935.
Reincke M, et al. Mutations in the deubiquitinase gene USP8 cause Cushing's disease. Nat Genet. 2015;47:31-38
Beuschlein F, et al. Constitutive activation of PKA catalytic subunit in adrenal Cushing's syndrome. N Engl J Med. 2014;370:101928.
Beuschlein F, et al. Somatic mutations in ATP1A1 and ATP2B3 lead to aldosterone-producing adenomas and secondary
hypertension. Nat Genet. 2013;45:440-4.
9.3.11 Beneficiary 11: Karolinska University Hospital (KUH), Stockholm, Sweden
Main tasks attributed in the project
The Karolinska University Hospital will organize and coordinate the clinical and expert advisory group for disorders of sex
development and maturation to identify a core data set to be included in the registry for these conditions. It will work in
collaboration with WP01-WP06 with the aim of creating a Core Endocrine Registry. It will bring the expertise it already has in
running rare disease registries such as I-DSD, I-CAH and GnRH. The ultimate aim is to improve the diagnosis and management of
rare disorders of sex development and maturation, and to foster basic, clinical and translational research into these rare disorders.
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Brief description of the organisation and summary of experience relevant to the project
Nordenström is the lead local coordinator for the EndoERN for the Karolinska University Hospital. Nordenström is responsible for
the Swedish national CAH registry. In the past she has experience from the ESPE, EUFP7 and the EuroDSD and the I-DSD
Registries, respectively and is active in the COST Action 'DSDnet' work package on Clinical phenotyping and development of
registry parameters. Charlotte Höybye is deputy representative for Karolinska University Hospital in the EndoERN, and experienced
in working with national registries.
Personnel
Associate Professor Anna NORDENSTRÖM, Pediatric Endocrinology, Karolinska University Hospital, Stockholm Sweden.
Professor Charlotte HÖYBYE, Endocrinology, Karolinska University Hospital, Stockholm Sweden.
Five recent publications relevant to the project
- Lee PA et.al. Global DSD Update Consortium. global disorders of sex development update since 2006: perceptions, approach and
care. Horm Res Paediatr. 2016;85:158-80.
- Lucas-Herald A et al. The long-term outcome of boys with partial androgen insensitivity syndrome and a mutation in the androgen
receptor gene. J Clin Endocrinol Metab. 2016;101: 3959-3967.
- Falhammar H et al. Increased cardiovascular and metabolic morbidity in patients with 21-hydroxylase deficiency: a Swedish
population-based national cohort study. J Clin Endocrinol Metab. 2015;100:3520-8.
- Falhammar H et al. Increased mortality in patients with congenital adrenal hyperplasia due to 21-hydroxylase deficiency. J Clin
Endocrinol Metab. 2014;99:E2715-21.
-Gidlöf S et al. One hundred years of congenital adrenal hyperplasia in Sweden: a retrospective, population-based cohort study.
Lancet Diabetes Endocrinol. 2013;1:35-42.
9.3.12 Beneficiary 12: University Hospital Motol (UHM), Prague, Czech Republic
Main tasks attributed in the project
The University Hospital Motol (UHM) will work in collaboration with WP01-WP06 with the aim of creating a Core Endocrine Registry
that covers hyperinsulinism, insulin resistance syndromes and rare forms of diabetes, For the latter it will collaborate with the
Working Group – SWEET Consortium. It will bring the expertise it already has in nationally and internationally active rare disease
registries.
Brief description of the organisation and summary of experience relevant to the project
The Centre of Pediatric Diabetes at UHM has >700 diabetic children and was recognised as a "Centre of Reference for Pediatric
Diabetes" by the SWEET initiative in 2011. The Czech Registry of Childhood Diabetes was established at UHM in 1989 and is one
of the most complete nationwide European registries and regularly contributes to the EURODIAB Study. Since 2013, UHM has run
the CENDA project, a national web-based benchmarking study on quality of care of children with diabetes. The program for rare
forms of diabetes was established at the Department of Pediatrics in 1999, and since then, the Centre has focused primarily on
genetics of beta-cell dysfunction. Sumnik's main interests include neonatal diabetes, congenital hyperinsulinism, immunology of
diabetes and technologies in diabetes. He has been closely involved in the SWEET Project (Public Health Programme, 2008-2011)
and led the EU-CDEC Project (Leonardo – Transfer of Innovations, 2011-2013). He is the main co-ordinator of the Czech childhood
diabetes registry and the CENDA project.
Personnel
Professor Zdeněk ŠUMNÍK – Head of Diabetes and Endocrine Unit of the Department of Pediatrics, University Hospital Motol,
Prague, Czech Republic
Professor Jan LEBL - Head of the Department of Pediatrics, University Hospital Motol, Prague, Czech Republic
Professor Ondřej CINEK - Head of the Laboratory of Molecular Genetics, Department of Pediatrics, University Hospital Motol,
Prague, Czech Republic
Dr. Klára ROŽENKOVÁ - Research Assistant, Diabetes and Endocrine Group, Department of Pediatrics, Prague, Czech Republic
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Assoc. Prof. Štěpánka PRUHOVÁ – Researcher, lead of the Monogenic diabetes project, Department of Pediatrics, University
Hospital Motol, Prague, Czech Republic
Five recent publications relevant to the project
- Petruzelkova L, et al: Substantial proportion of MODY among multiplex families participating in a Type 1 diabetes prediction
programme. Diabet Med. 2016;33:1712-1716.
- Rozenkova K, et al.: High Incidence of Heterozygous ABCC8 and HNF1A Mutations in Czech Patients With Congenital
Hyperinsulinism. J Clin Endocrinol Metab. 2015;100:E1540-9.
- Witsch M, et al. Possibilities and challenges of a large international benchmarking in pediatric diabetology-The SWEET
experience. Pediatr Diabetes. 2016;17 Suppl 23:7-15
- Pacaud D, et al. A description of clinician reported diagnosis of type 2 diabetes and other non-type 1 diabetes included in a large
international multicentered pediatric diabetes registry (SWEET). Pediatr Diabetes. 2016;17 Suppl 23:24-31
- Méder U, et al. Severe hyperinsulinemic hypoglycemia in a neonate: response to Sirolimus therapy. Pediatrics. 2015;136:e136972.
9.3.13 Beneficiary 13: Children´s Hospital AUF DER BULT, Hannover (HKA), Hannover, Germany
Main tasks attributed in the project
The Children´s Hospital AUF DER BULT, Hannover (HKA) will work in collaboration with WP01-WP06 with the aim of creating a
core Endocrine registry. Within Endo-ERN, HKA leads the main thematic group (Glucose & Insulin) that covers rare forms of
diabetes, hyperinsulinism and insulin resistance syndromes. The diabetes centre at HKA leads the international network of Centres
of Reference for paediatric diabetes care called SWEET (www.sweet-project.eu). Within the EuRRECa consortium, SWEET will
serve as a general example of how a disease registry can become sustainable through engagement with patients and industry and
perform research whilst improving clinical care through developing clinical outcomes. HKA will bring the expertise it already has in
nationally (DIVE/DPV, Prof. Holl, Ulm) and internationally (SWEET, INNODIA, EURO-WABB) active disease registries.
Brief description of the organisation and summary of experience relevant to the project
The Diabetes Centre for Children and Adolescents in Hannover is the largest pediatric diabetes center in Germany and has
participated in several collaborative projects on the EU level and national and international guideline development programs. The
centre is actively involved in the care of several forms of rare diabetes. Initiated with support of the EU Public Health Program in
2008 it leads the SWEET group and has over 9 years of experience in creating and sustaining a high quality professional network
based on agreed standards of care, criteria for certification, and international guidelines. Of the 34,525 patients included in the
current register 96% have Type 1 diabetes and the others have rare forms of diabetes. The Centre is certified by the Deutsche
Diabetes Gesellschaft (German Diabetes Society) for the treatment of children and adolescents with diabetes mellitus. HKA liases
with other existing platforms for rare forms of diabetes such as EURO-WABB Project (EU Health Programme 2008-2013). In
addition, HKA has links with the international consortium INNODIA under the Innovative Medicines Initiative (IMI) with 26 academic
institutions and clinics, 4 industrial partners (EFPIA), 2 patient organizations and one SME. HKA leads INNODIA WP5 to develop a
clinical trial network to significantly improve the understanding of Type 1 Diabetes and to pave the way to novel therapeutic options
to prevent and cure this disease.
Personnel
Professor Thomas DANNE – Chairman, SWEET Project, Co-Head of General Pediatrics, Clinical Research, Diabetes & Endocrine,
AUF DER BULT Hospital for Children and Adolescents, Hannover Medical School, Hannover, Germany
Five recent publications relevant to the project
- Bluhmki T et al. Time-to-event methodology improved statistical evaluation in register-based health services research. J Clin
Epidemiol. 2017 Feb;82:103-111.
- Bramlage P et al. Determinants of weight change in patients on basal insulin treatment: an analysis of the DIVE registry. BMJ
Open Diabetes Res Care. 2017 Jan 25;5(1):e000301.
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- Danne T, Hanas R. The mission of SWEET: harmonize care to optimize outcomes of children with diabetes worldwide. Pediatr
Diabetes. 2016 Oct;17 Suppl 23:3-6.
- Boonen SE et al. Transient neonatal diabetes, ZFP57, and hypomethylation of multiple imprinted loci: a detailed follow-up.
Diabetes Care. 2013;36:505-12.
- Rohayem J et al. Wolfram Syndrome Diabetes Writing Group. Diabetes and neurodegeneration in Wolfram syndrome: a
multicenter study of phenotype and genotype. Diabetes Care. 2011;34:1503-10.
9.4.
External and internal risk analysis and contingency planning
Prior to the start of the project, the consortium will review the table below, which constitutes the first version of the project risk
register, reviewing the status of each risk and mitigation measure, and evaluating whether any new risks need to be added. As part
of regular progress monitoring, this risk table will be maintained and updated. Risks will be routinely reviewed and updated
throughout the project to reflect progress made in implementing the mitigation actions. Updated risk tables will be discussed at the
PGB meeting.
Identified Risk
Likelihood
Impact
Contingency planning
Failure to obtain ethics for data Low
High
Working closely with ethical bodies; long track record of
access and storage
strong governance structures
Different regulations in different Moderate
Low
Previous track record of WP06 of interacting with investigators
countries
on
entering
in several countries; facility for bulk upload of data allows
pseudoanonymised data
complete anonymisation
Absence of critical staff
Low
Low
Incorporate other personnel working in related projects
Built in redundancy for possible short-term delays in
personnel availability into overall project management plan
Working groups do not provide Low
Low
Information can also be obtained from Endo-ERN
information
Need for complex software Low
Low
Software requirements for storing and analysing Core
solutions
Endocrine Registry data will be kept simple
Lack of sustaining the software
Low
Low
The software will be fully documented for future use or
exploitation by other users/projects
Due to the broad range of Low
High
Strong leadership and cross-communication between working
conditions,
identification
of
groups and work packages especially with WP04 which
common priorities may be difficult
includes a bioethicist.
Failure to synchronize deliverables Low
High
Strong leadership and project management with Project timing
strictly outlined from the beginning. Milestones for the different
WPs are reached in parallel at annual meeting.
Absence of critical staff
Low
Low
Incorporate other personnel working in related projects
Work not critically dependent on large staff
Clinical core outcomes not Low
Low
Close collaboration with other relevant WPs. Use of generic
incorporated in databases
outcomes
9.5.
Management
9.5.1 Financial management
This will be in line with the Grant Agreement and the Consortium Agreement. The Coordinator and the Management Support Team
will manage the overall project finances, including the distribution of funds to project participants, reviewing and monitoring total
project expenditure against budget, and reporting to the PGB at annual meetings. It will be the responsibility of each participant to
manage their own budget and reporting in line with EC and institutional requirements, and provide financial updates to the
Coordinator. This will allow early identification of potential risks or spend issues, and ensure appropriate reallocation where
necessary to ensure that funds are spent effectively. Changes will be managed via a formal change management process.
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9.5.2 Schedule Management
Schedule Management will be undertaken by the Project Manager, under the supervision of the Coordinator. A high level Gantt
chart has been included in this proposal, which will be used as the basis for additional detailed activity planning at a WP level.
Milestones of the project are provided in Section 7.3. Six monthly progress reports prepared by WP Leaders will be used to track
progress against this plan, and will be evidenced through the timely completion of deliverables and milestones. All progress
meetings will be organised by the Project Manager and chaired by the Coordinator. Progress reports will be collated by the Project
Manager and reviewed by the Coordinator for submission to the PGB. This process will also be used as a means of identifying any
potential risks so that appropriate and timely action can be taken to ensure that the project’s objectives are achieved within time and
budget. In additional to internal progress reports, the PGB will also contribute to EC scientific reporting requirements.
9.5.3 Change Management
Local documentation management will be carried out by each member of the consortium using their own local control systems,
which shall in every case meet the EC audit requirements. A secure central data repository in the EuRRECa website will be
established to hold and share key documents and data between consortium members, including reporting requirements on
deliverables and milestones. All members of the consortium will have access to this central repository which shall be used to
facilitate communication and secure knowledge transfer. All documents will be subject to rigorous change control principles, which
will be managed centrally by the Coordinator and Project Manager. A change control process will also be established to request
changes to budget, tasks, deliverables or milestones on the master schedule, to ensure timely identification of potential delays and
understand their impact on the project overall. Changes requests must be submitted to the Coordinator, for review and escalation
to the PGB. No change will be applied before been approved through the Change Management procedure, involving the PGB.
9.5.4 Risk Management.
Risk management is the responsibility of all project participants. Accordingly, expectations from participants will be outlined at the
project kick-off meeting. Risks can be identified by any member of the consortium and escalated through the reporting lines. The
six monthly reports will include a dedicated risk section to ensure Work Package Leaders and participant representatives can record
any potential challenges they may encounter. All risks will be recorded on the central Risk Management Register, which will be prepopulated by the risks identified in this proposal. It will be maintained by the Project Manager and updated to ensure that any risks
are appropriately mitigated or reported. All risks will be allocated a severity/likelihood rating, and a person accountable for their
mitigation. Progress against the items on this Risk Register will be reviewed at PGB meetings, depending on their severity. Critical
risks and mitigating actions are provided in Section 9.4.
10.
Budget
10.1. Content description and justification
The project relies on the existence of expertise and resources. The costs to be co-funded with the CHAFEA will support the
management of the project and the development and extension of the registry platform that already exists at UoG. In addition a
major proportion of the funding that is sought from CHAFEA will support meetings and discussions. By coinciding as many meetings
as possible with Endo-ERN meetings, EuRRECa has aimed to keep the costs low. Specifically, the funding that is sought will cover
the following.
 EuRRECa Project Manager (0.4FTE), to be employed at the coordinating centre, University of Glasgow
 Database developer (0.5FTE) to be employed at the coordinating centre, University of Glasgow
 Costs of WP and WG leaders staff time plus indirects (40% of total eligible costs)
 Costs to enable meetings of the Work Package and Working Groups with an average of 7 members per group):
 Four meetings per year:
o One face-to-face meeting of the group in the lead’s city. €400 per person for travel and accommodation, €100 per
person for meeting venue and catering costs. Local participants only require the meeting rate.
o One face-to-face meeting held in conjunction with EndoERN general assembly. €400 per person for travel and
accommodation, €100 per person for meeting venue and catering costs. HCP representatives already supported
by Endo-ERN will only receive support from EuRRECa for the additional costs of the group meeting.
o Two teleconferences per year (no cost)
 Costs of Project Governing Board (all 13 WP and WG leads, plus ERN chair) to meet twice per year: €400 for travel and
accommodation, €100 for meeting venue costs.
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 IT infrastructure (software and maintenance of the registry platform): €800/year
All costs are detailed in section 10.3.
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Professor Syed Faisal Ahmed,
Faisal.Ahmed@glasgow.ac.uk

Euro House, 22 Apex Court,
Woodlands, Bradley Stoke,
Bristol BS32 4JT UK.
Tel: +44 1454 642247
Fax: +44 1454 642222

Dear Professor Ahmed

Email: info@euro-endo.org
Web: www.ese-hormones.org

Please accept this letter as confirmation that the European Society of Endocrinology
(ESE) strongly supports the development of the European Registries for Rare
Endocrine Conditions (EuRRECa) via application for a grant from the European
Commission’s Consumers, Health, Agriculture and Food Executive Agency (CHAFEA).
ESE has played an instrumental role in the development of Endo-ERN and the links
that EuRRECa will develop with Endo-ERN as well as ESE represent a real opportunity
to significantly improve healthcare for patients with rare endocrine conditions across
Europe. Many leading members of ESE have a track record in international rare
disease registries and the Society is pleased to see that they are all participating in
EuRRECa.

President
A J van der Lely
Rotterdam, Netherlands
Vice President
Vera Popovic-Brkic
Belgrade, Serbia
Secretary
Manuela Simoni
Modena, Italy
Treasurer
Bulent Yildiz
Ankara, Turkey

ESE intends to be closely involved in the dissemination activities of EuRRECa and will
be interested to explore how EuRRECa can be sustained beyond the 3-year lifetime of
the project.

Executive Committee
members:

We look forward to continuing to work with you in the future

Jens Bollerslev
Oslo, Norway

Jérôme Bertherat
Paris, France

Georg Brabant
Lübeck, Germany

Jérôme Bertherat
Chair of the ESE Clinical Committee

Márta Korbonits
London, UK
Camilla Schalin-Jäntti
Helsinki, Finland
Susan Webb
Barcelona, Spain
Ex-Officio members:

AJ van der Lely
President of the European Society of Endocrinology

Sofia Llahana
Nurse Representative
London, UK
Djuro Macut
ECAS Representative
Belgrade, Serbia
Gesthimani Mintziori
EYES Representative
Thessaloniki, Greece

Company Limited by Guarantee. Registered in England and Wales No. 5540866
Registered Office: Euro House, 22 Apex Court, Woodlands, Bradley Stoke, Bristol BS32 4JT, UK. Registered Charity No. 1123492
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Professor Ahmed
Samson Gemmell Chair of Child Health
School of Medicine, Dentistry and Nursing
University of Glasgow

Euro House,
22 Apex Court,
Woodlands,
Bradley Stoke,
Bristol BS32 4JT UK.
Tel: +44 1454 642 246
Fax: +44 1454 642 222
Email: espe@eurospe.org
Web: www.eurospe.org

22nd Feb 2017
COUNCIL MEMBERS:

Dear Faisal
Re: ESPE Support for your European Registries Bid
Please accept this letter as confirmation that the European Society for Paediatric
Endocrinology (ESPE) strongly supports the development of the European Registries
for Rare Endocrine Conditions (EuRRECa) via application for a grant from the
European Commission’s Consumers, Health, Agriculture and Food Executive Agency
(CHAFEA).
The links that EuRRECa will develop with Endo-ERN as well as ESPE represent a real
opportunity to significantly improve healthcare for patients with rare endocrine
conditions across Europe as well as beyond.
As the largest international professional society for paediatric endocrinology, ESPE
will be very interested in exploring how this project can be sustained after the 3year lifetime of the project.
We look forward to continuing to work with you in the future.
Yours Sincerely

Secr etar y Gener al
Peter Clayton
Manchester, UK
Chair of Str ategic
and Finance Committ ee
Ani ta H ok ken-K oelega
Rotterdam, The Netherlands
Chair of Clinical
Pr actice Committ ee
Evangelia Cham andar i
Athens, Greece
Chair of Pr ogr amme
Or ganising Committee
M ehul D attani
London, UK
Chair of Cor por ate
Liaison Boar d
Annette Gr üter s-K ieslich
Berlin, Germany
Chair of Education and
Tr aining Committee
Rasa Ver k auskiene
Kaunas, Lithuania
Chair of Science Committee
Faisal Ahm ed
Glasgow, UK
Chair of Communications
Committ ee
Geor ge Chr ousos
Athens, Greece

Peter E Clayton MD FRCPCH
Professor of Paediatric Endocrinology
Faculty of Biology, Medicine & Health
University of Manchester

Improving the clinical care of children and adolescents with endocrine conditions, including diabetes, through research and education
Company limited by guarantee. Registered in England & Wales. Company No: 5766541. Charity No: 1122484.
Registered Office: 65 Carter Lane, London EC4V 5HF, United Kingdom.

EuRRECa Core Registry Studienprotokoll V.1., 26/05/20
53 von 53

