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LIST OF ABBREVIATIONS AND RELEVANT DEFINITIONS

ERN European Reference Network

ENDO-ERN European Reference Network on rare endocrine conditions

ERN BOND European Reference Network on Rare Bone Diseases

EuRREB European Registries for Rare Endocrine and Bone Conditions

EU European Union

GCP Good Clinical Practice

GDPR General Data Protection Regulation; in Dutch: Algemene Verordening

Gegevensbescherming (AVG)

IC Informed Consent

METC Medical research ethics committee (MREC); in Dutch: medisch-ethische
toetsingscommissie (METC)

Sponsor The sponsor is the party that commissions the organisation or performance of
the research, for example a pharmaceutical company, academic hospital,
scientific organisation or investigator. A party that provides funding for a study
but does not commission it is not regarded as the sponsor but referred to as a

subsidising party.

UAVG Dutch Act on Implementation of the General Data Protection Regulation; in
Dutch: Uitvoeringswet AVG

WMO Medical Research Involving Human Subjects Act; in Dutch: Wet Medisch-

wetenschappelijk Onderzoek met Mensen
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SUMMARY

e-REC (e-Reporting of Rare Endocrine Conditions) is an electronic reporting platform that captures
activity and allows for a better understanding of the occurrence of a wide range of rare endocrine and
bone conditions. For clinical networks such as Endo-ERN and ERN BOND, the e-REC platform allows
continuous reporting of core indicators of activity and enables these clinical networks to objectively
map the conditions and related activity. However, the platform is open to all centres that look after
people with such conditions and not just limited to reference centres within ERNs. Participants can adapt
the reporting setup and report any newly encountered cases of any of the condition groups that have

been included in Endo-ERN and ERN BOND.
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INTRODUCTION AND RATIONALE

The European Reference Networks (ERNs) were established in 2017 in accordance with Article 12 of
the Directive 2011/24/EU of the European Parliament and of the Council in the Field of rare or low-
prevalence complex diseases. The ERNs initiative has been an unprecedented move to improve the
healthcare management of patients suffering from rare diseases and complex conditions through
European collaborations. Rare diseases (RDs) or complex conditions have particularly low prevalence;
the European Union considers diseases to be rare when they affect not more than 5 per 10,000 persons
in The European population (cf. Regulation (EC) No 141/2000 of the European Parliament and of the
Council of 16 December 1999 on orphan medicinal products). Since the start of the ERN initiative, 24
ERNs were approved each focusing on a specific medical domain of RDs or complex conditions. These
24 virtual networks facilitate knowledge sharing and care coordination, thereby establishing new ways
to reduce negative outcomes for RD patients while subsequently improving quality of care by expert
healthcare professionals and their teams and diminishing the cumulative cost for society. Registries, by
enabling surveillance, audit, and research through a virtual environment, improve the care of people

with rare conditions.

A core group of the European Reference Network on Rare Bone Diseases (ERN BOND) and Rare
Endocrine Conditions (Endo-ERN), healthcare providers, patient representatives, affiliated centres and
other experts, have joined forces to establish a harmonised European Registry for Rare Endocrine and
Bone conditions, with the purpose of dramatically improving the lack of high-quality and comprehensive
data on rare endocrine and bone conditions. Insights from registry data can guide clinician-patient care
decision-making, facilitate epidemiologic mapping, accelerate research, expedite validation studies,
benchmark clinical outcomes and provide leads for novel interventions. Both Endo-ERN and ERN
BOND established registries (EuRRECa and EuRR-Bone respectively) in separate grants but now fall
under the structure of the ERNs under Work Package 5 Registries.

The European Registries for Rare Endocrine and Bone conditions (EuRREB) is the joint platform
combining of EuRRECa (European Registries for Rare Endocrine Conditions) and EuRR-Bone
(European Registries for Rare Bone and mineral conditions) infrastructure. Part of this infrastructure are
e-REC and the Core Registry. The e-Reporting of Conditions (e-REC) is an electronic surveillance of
the conditions that are covered by those ERNs. The e-REC data can be used for the ERNs continuous
monitoring programme which HCPs need to complete yearly. This system has been active since 2018,

and regular reports are published on the registries website: www.eurreb.eu

Compared to the approved Core Registry (protocol W2020.048), where more detailed and longitudinal

data is collected, e-REC only captures the number of paediatric and adult newly encountered cases,
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(suspected or confirmed), seen monthly at the participating centres. Because e-REC does not collect any

personal data, there is no patient informed consent needed.

e-REC is open to all centres that look after people with rare endocrine and bone conditions, it allows
continuous reporting of core indicators of activity and enables clinical networks to objectively map the

conditions and related activities.
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OBJECTIVES

Data collection to evaluate centres’ activity on a variety of rare endocrine and bone diseases
represented by the ERNs.

STUDY DESIGN

Prospective observational data collection done by e-REC platform.

e-Reporting of Conditions (e-REC)

Electronic surveillance of the conditions that are covered by the ERNs. Each contributor will be able to
tailor his/her notifications to include only relevant age groups and conditions. The notifications data will
be held in a dedicated database structured to facilitate analysis and reporting, and the system will provide
a suite of extracts and reports for the purposes of data and statistical analysis. In order to encourage the
timely completion of the data for the notified cases in the Core Registry, the system will issue e-REC
IDs for use in the Core Registry automatically as soon as the contributor finalises a monthly notification.
This system has been active since 2018, and regular reports are published on the registries website:
www.eurreb.eu. All aspects of security, authentication, and authorization are managed entirely in-house.
Access control and user permissions are developed as part of in-house application, according to our

protocols and system architecture.
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1. STUDY POPULATION

1.1 Population (base)

All patients with Rare Endocrine and Bone conditions seen in the hospital (adult and paediatric).

1.2 Inclusion criteria

All new patients with Rare Endocrine and Bone conditions covered by EuRREB.

1.3 Exclusion criteria

Patients with other diagnoses, patients already under the regular care in the reporting centre.
1.4 Sample size calculation

Not Applicable.
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2. METHODS

2.1 Study parameters/endpoints

e-REC only captures the number of new cases, suspected or confirmed, seen monthly in adults or
children at the participating centres. Centre’s users decide in which ORPHA codes they want to report,
see example below. The full data dictionary covering all ORPHA codes collected in e-REC is available

on our website https://eurreb.eu/data-dictionaries/

HYPOTHAL & PITUITARY

Suspected Cases - Child Confirmed Cases - Child Suspected Cases - Adult Confirmed Cases - Adult

Condition (<18) (<18) (218) (=18)
Pituitary Adenoma [ORPHA99408] @ 0 0
Acromegaly [ORPHA963] 0 0
Cushing disease [ORPHA96253] 0 0
Prolactinoma [ORPHA2965) 0 0
Non-functioning pituitary adenoma 0 0
[ORPHA91349]
Acquired Hypopituitarism [ORPHA95502] 0 0
Craniopharyngioma [ORPHA54595] 0 0
CALCIUM & PHOSPHATE

Suspected Cases - Confirmed Cases - Suspected Cases - Confirmed Cases -
Condition Child (< 18) Child (< 18) Adult (> 18) Adult (> 18)
Hypocalcaemic vitamin D dependent rickets 0 0
[ORPHA289157]
Autosomal recessive hypophosphataemic 0 0

rickets [ORPHA289176]

2.2 Withdrawal of individual subjects

Not applicable to the data collection.

3. STATISTICAL ANALYSIS

Not applicable to the data collection. However, data can be used by reporting centres to accommodate

the continuous monitoring programme of the ERNS.

4. ETHICAL CONSIDERATIONS
4.1 Regulation statement

The study will be conducted according to the principles of the Declaration of Helsinki (9th July 2018 see for

the most recent version: www.wma.net).
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4.2 Recruitment and consent
Because e-REC does not collect any personal data, there is no informed consent needed of the patient.
4.3 Benefits and risks assessment, group relatedness

As this is an observational study, no risks are attached nor are there any direct benefits in the short term.
Long-term benefits might include better care and ability to define expert centres in Rare Endocrine and
Bone conditions. Patients cannot contribute to this register, however patient representatives are present
in all layers of the registries e.g. The Data Access Committee, Patient Advisory Group and the various

Study Groups.

5. ADMINISTRATIVE ASPECTS, MONITORING AND PUBLICATION
5.1 Handling and storage of data and documents

The data of e-REC Registry shall be held at the Leiden University Medical Centre where the registries
Coordinator (N.M. Appelman-Dijkstra) serves as a custodian of the data. The LUMC has a body of
projects associated with high-level security. In restricting access to the registry and its contents, role-
based access control (RBAC) is applied. All servers are backed up daily with 30 days of backups kept
on rotation. We use two Virtual (VMWare) servers; a webserver which forms the frontend/application
and MS SQL databases on a separate server/instance which forms the backend. Webserver backups
include daily incremental, weekly full, and monthly full snapshots. SQL databases are backed up daily

with differential backups, weekly and monthly with full backups, and transaction logs every 15 minutes.

All those involved in the running and development of the Registry centrally will have to be up to date
with Data Protection Regulations and will receive training as required by the LUMC. The Endo-ERN
and ERN BOND projects have received initial funding for five years followed by a bridging grant
between 2022 and 2024 and received ongoing funding till the end of 2027. The e-Reporting programme
will continue for the lifetime of the ERN projects. Any transfer of data into another database shall be in
compliance with the terms of the GDPR. Upon termination, all data shall be stored for an additional 10
years for verification purposes as required by applicable law and regulations, after expiration of which,

the coordinator shall delete such data.

5.2 Monitoring and Quality Assurance

Monitoring is done by the project management team (https://eurreb.eu/contact/) in collaboration with

the registries steering committee (https://eurreb.eu/steering-committee/). In addition to routine
oversight, the project management team conducts annual Quality Weeks during which the technical
aspects of the registries are reviewed, including checks on system performance, data flows, and

verification of active user accounts.
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Quality assurance: e-REC is designed to collect the number of new cases on a wide range of rare

endocrine and bone conditions listed in the Conditions Dictionary.

The e-REC registry is designed in accordance with the FAIR (Findable, Accessible, Interoperable,
Reusable) principles to support high-quality data sharing and reuse. Data are made findable through
structured metadata. Accessibility is ensured via controlled access procedures in line with applicable
data protection regulations, allowing authorised users to retrieve data in a secure environment.
Interoperability is supported through the use of recognised terminologies and classifications, including
Orphanet nomenclature, enabling integration with other datasets and registries. Reusability is facilitated
by clear data governance frameworks, standardised data collection, and documentation of data
provenance, ensuring that data can be reliably interpreted and used for research, benchmarking, and

quality improvement initiatives.

5.3 Amendments

Amendments are changes made to the research after a favourable opinion by the accredited METC has

been given. All amendments will be notified to the METC that gave a favourable opinion.

5.4 Annual progress report

As EuRREB is publicly funded, annual reports will be posted on the website: www.eurreb.eu.

5.5 Public disclosure and publication policy

As EuRREB is publicly funded, annual reports will be posted on the website: www.eurreb.eu. In
addition, policies, protocols and patient information folders are publicized through those pages. The data
shall be published as metadata and provided as reports to the members of Endo-ERN, ERN BOND and
the EU, and the data will be openly accessible on the Endo-ERN and ERN BOND website. These data
will only show the frequency of encounters of each condition included within Endo-ERN and ERN
BOND at the participating centres. If study groups would like to have access to the data, they can request
access via the data access committee, https://eurreb.eu/obtaining-registry-data/, via the data access

request form. The registries have a Data Access Policy which is publicized on the website as well.

6. REFERENCES

For an overview of all scientific outcomes related to our registries please find our publications page on

our website: https://eurreb.eu/publications/
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