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International Detailed Disease Registries

- Uniform platform for collecting data s
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>3000 cases

Newborn to 90yrs

Approved by ethics to store
routinely collected clinical data
following informed consent

Median Age — 16 yrs




EuRRECa Participation In DSD Registries

How does your centre Hurdles restricting
record activity? participation in registries
Multicentre registry
y 65 %
40 (52%) e
26%
. 14%
I - _ No consent No | Lack of No time
No RegiStry | ocal Reglstry from parents institutionlal personnel available
9 (12%) 28 (36%) i
DSD |II::1 |I1::n

Kyriakou et al, Orph J Rare Dis 2016




EuRRECa Participation In DSD Registries

How does your centre Hurdles restricting
record activity? participation in registries
Concerns about quality of Registry?
_ _ Awareness of Registry?
Multicentre registry
40 (52% 65 %
( ) 57%
26%
14%
.”““w:- - _ No consent No | Lack of No time
No Reglstry Local Reglstry from parents institutional personnel available
approval
9 (12%) 28 (36%)
DSD ::_::1 |.I;:n

Kyriakou et al, Orph J Rare Dis 2016




EuRR_ECa There Is A Science To Registries!

Chapter 8 :
Data Quality in Rare Diseases Registries Dnmnix e

Stephen O, Groft Fdfors

Rare Diseases
Epidemiology:

Yllka Kodra, Manuel Posada de la Paz, Alessio Coi, Michele Santoro,
Fabrizio Bianchi, Faisal Ahmed, YafTa R. Rubinstein, Jérime Weinbach,
and Domenica Taruscio

pdate and
Overview

Second Edition

In Europe — > 600 Rare Disease Registries
— local, national and international

- Concerns about quality, sustainability, codification and interoperability

Kourime ef ol Orpharset Jownal of Rare Disedies (2017) 1256
DO 10.1188/%13023-01 7-0603-7 Urphanetjr:rumal of

Rare Diseases

An assessment of the quality of the I-DSD @
and the |-CAH registries - international

registries for rare conditions affecting sex
development

M. Kourime' ", 1. Bryce', 1. Jiang', R. Nixon', M. Rodie’ and SF. Ahmed'
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Research Quality

Evidence Quality

- Registry Design

- Operational Aspects

- Data Quality

Level of Activity

- Internal Validity

- External Validity

- Enrollment of centres

- Rate of addition of cases

- Completed Studies

- Active Studies

- Types of studies

- Scope of data sharing

- Origin of centres

- Role in the network

- Patient involvement

Information Quality

International Acceptability

Networking Function

Some Components Of Quality

Quality

Many of these components are dependent on Awareness of Registry



» European Reference Networks (ERN) - clinical networks that aim to manage rare
conditions requiring specialist input and a concentration of knowledge and resources

» ERN for rare endocrine conditions (Endo-ERN) - largest ERN and includes 36
groups of conditions

71 Reference Centres (RC) 8 Thematic Groups
- adrensl
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» The range of cross-border registries that exist for Endo-ERN conditions is unclear

» The creation of Endo-ERN provided an opportunity to study the existence of registries in
Europe




EuRRECa Assessing The Awareness Of Registries

atabase search for international registries using Orphanet and RD-Connect using
rophacodes for all rare endocrine conditions within Endo-ERN

*An ‘international registry’ was defined as that used by >1 country with the
coordinating centre based in Europe

Survey of 71 RC from 19 countries within Endo-ERN (Oct-Nov 2016):

»Awareness and participation in registries at an international, national and
local level for Endo-ERN conditions within main thematic groups (MTG)
=\/iews on future priorities for new registries for conditions within each
MTG
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EuRRECa Awareness of Endo-ERN Members In Registries
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EuRRECa Participation of Endo-ERN Members In Registries
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EuRRECa Views On Future Priorities

Priority (median, 10th 90th) .
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EuRRECa International Registries For Rare Endocrine Conditions
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= Registries exist for 76% (32/42) of Endo-ERN conditions

» Several registries including all commercial registries not present in databases of
registries such as Orphanet & RD-Connect

LeukoDatabase (France)
ENETS (Greece)

International pheochromocytoma and
paraganglioma registry (Germany)
ENSAT (Belgium)

EURADRENAL (Norway)

[-CAH (UK)

European parathyroid registry (Netherlands)
FIPA Consortium (UK) ERCUSYN (Spain)
EUROWABB (UK)
Orphanet -DSD (UK)

20

RaDiCo-IDMet (France)
GnRH Network (Switzerland)




& eurreca Summary of Survey

everal international registries exist for a range of conditions
till gaps in the coverage of conditions that needs addressing
igger gaps in the levels of awareness and use of existing registries

egistry libraries’ such as Orphanet and RD-Connect do not have a
cord of several international registries led from Europe

The current landscape of European registries for rare endocrine
conditions

in European Journal of Endocrinology

Authors: SR Ali':2, J Bryce2, M Cools ®-*, M Korbonits ®, J G Beun®, D Taruscio 7, T Danne ®, M Dattani®, O M
Dekkers '°, A Linglart 1", | Netchine '2, A Nordenstrom 3, A Patocs !4, L Persani '3: 1 N Reisch ', A Smyth?, 2
Sumnik '8, W E Visser ', O Hiort 2, A M Pereira?', § F Ahmed ' * 2and on behalf of Endo-ERN




EuRRECa December 2016 Endo-ERN Registries Workshop

European Registries For

European Society E S.PE

of Endocrinology Z.

The voice for endocrinology European Saciety for
Paediatric Endocrinology




EuRREca The Case For EURRECa

= Aneed to develop new registries for rare endocrine conditions

= A more immediate need to improve the awareness and
participation in existing registries

= A core registry which directs users to high quality detailed
registries is required

7 EuRRECa

European Registries For

www.eurreca.net




EuRREca The Concept Of EURRECa

e-REC Notifier Asked To WPO01 — Management
Notification Enter Case In WPO02 — Dissemination and Access
Core Registry WPO03 — Quality Assurance

WP04 — Core Outcomes

WPO05 - Patients & Ethics
Patient Consent WPO06 — Core Registry & eREC
Expert Working Groups = MTGs

Core Registry EuRRECa Quality Grade
Core Dataset - -
o ~20 fields Detalle_d Disease s
Minimum Dataset «——— EU recommended Registry - A
- Other Stakeholders Core Date Elements
Detailed Disease +t
Registry - B
Minimum PCOMs
Generic Detailed Disease +
Condition specific Registry - C
Clinical Dashboard «<————— | | Age specific
- Endo-ERN Clinician reported
Patient/Parent reported Patient Consent
Find Me A Detailed
Disease Registry
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The Organization Of EURRECa

Independent Advisory Board

WP01 Jesus Argente, Madrid
> Management & Coordination Segolene Ayme, Paris
Ahmed, Glasgow Matt Johnson, EURORDIS
! David Sandberg, Ann Arbor
Expert Working Groups
Ca/PO & Endo Pituitary Thyroid Adrenal Sex Dev & Gluc & Ins SWEET
Growth Tumours Maturation
Irene Attila Mehul Edward Nicole Anna Zdenek Thomas
Netchine, Patocs, Dattani, Visser Reisch, Nordenstrom, Sumnik Danne,
Paris Budapest London Rotterdam Munich Stockholm Prague Hannover
v
WP03
Quality Assurance & Evaluation
Luca Persani, Milan
WP04
Core Clinical Outcomes
Olaf Dekkers, Leiden
WPO05
Patient, Parent & Ethics
Martine Cools, Ghent
WP06
Core Endocrine Registry & E-Surveillance
Ahmed, Glasgow
WP02
Dissemination & Access

Olaf Hiort, Luebeck

<%@@bj> EndorERhf ‘

ESPE

Eurapean Society for
Faediatric Endacrinology

European Societ
> Od’ ErEducﬁmlugg
Thewnicn far endocrinagy




EuRREca The Review Of The Application By EU

Added value to the field of public health is significant primarily due to the effectiveness and
efficiency of the proposed method and the integration across several key stakeholders. The
considerations for linguistic diversity is ambitious and shows a patient centeredness, which
should lead to better access for more patients.

Project work is well integrated in the 71 member ERN, which together with the involvement of
European professional associations provides for an excellent geographic coverage. The
social, cultural and political context are generally well addressed, including the potential
impact of Brexit on the project

Consortium provides a thorough account of the current challenges, open issues and state- of -
the-art in a comprehensive and wide-span fashion. A detailed analysis with diagnosis is
provided of the present situation of registries. The elements for improvement are identified
and are at the basis of the proposed content of the project.

Described methodology addresses appropriately interoperability and secures a standards-based
development of the core Registry. There is good complementarity with the ENDO ERN
activities while the approach is promising as to the integration/linking of existing relevant
registries in a transparent and accountable way.

Work plan is very well designed and efficient with proper identification of tasks. The management
structure and internal communication are appropriate. The different bodies, their role and
composition is well described. The embedding of the project in the ERN is also an advantage
for internal communication.

Partnership is of high quality and the strong link with the ERN and two professional societies is
embedded in the partnership.

Underestimated budget for the work described ()
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FuRRECa (Furopean Registries for Rare Endocrine
Conditions) is supported by the EU Heatth Programme,
the European Society for Paediatric Endocrinology (ESPE)
and the European Society of Endocrinclogy (ESEL The

project which is clasely linked to the European Reference
Metwork for Rare Endocrine Conditions [Endo-ERN) was
launched in February 2018 and aims to support the
needs of the wider endocrine community.

The aim of the newsletter is to provide an update on
regent activities. The newsletter will be issued twice a year
at the end of January and July. You can subscribe to the
newibetter at eurrecs net/newsletter.

Specific aims of the EuARECS project indwede:-

= e-REC: gereporting programme of Rare Endocrine
Conditions

* Develop a new Core Endocrine Registry that collects a
core dataset For all rare endocrine conditions in Endo-ERN

* [ncorporate core dinical cutcomes in the Core Endocring
Registry

= Signpost  partidpants to  detailed, disease-specific
registries that have been endorsed by EuRRECa

* lnform the development of new high-quality detailed
disease registries

Detailed information & awailable at the project’s new
website surecanet. You will find information on
miilestones, deliverables, the Work Packages and the Expert
Warking Groups that form the EURRECa Project Group, the
Independent Advisery Board, past and fulure events and
also resources that are relevant for dewveloping registries, 5o
please visit the website and do let us know if you have any
ideas of how it can be improved.

The EuRRECa team was present at ESE 2018 in Barcelona at
a jaint stand with Ende-ERN and it will be present at ESPE
2018 in Athens. EURRECa will also be prominent in the main
programme (FC14 and ERNLS).

Launched in Feb 2018 - Activity To Date

EuRRECa

European Registries For

e-REC [e-Reporting Of Rare Endocrine Conditions] s an
electronic reporting system which captures sctivity and
allows far a better understanding of the ocourmenoe of rare
endocrine conditions. This system will allow Endo-ERN to
objectively map the conditions, the expert centres and
other related activity. The reporting platferm has been
undergoing a limited pilot which will be followed by a
micre extersive pilot from August 201E. Although e-REC is
currently aimed at serving the needs of Endo-ERN, it is
open ta all endocringe health care professionals. To find
out mare or to participate, please visit surrega.netfe-rec.

W3 on Quality Assurance B Evaluation and WPE on
Registry Development met in July
ata meeting hosted by Luca Persani
to discuss the core data elements
[CDE]. A draft copy i now available
on the EuRRECa website.

Oilaf Dekkers in WPA has reosived valuable input from the
EuRRECa Expert Waorking Groups. A preliminary list of
candition spedfic clinical outcomes can now be explared
for future inclushon inta the Core Endocrine Registry.

WP3 on Patient Parent & Ethics led by Martine Cools met
in Ghent to develop a set of recommendations that can
guide the deselopment of registries for rare endocrine
conditions. The draft recommendations will soon be
available for open consultation.

A group of experts, including members of EuRRECa, hawe
recently published recommendations in the International
Jourmal of Environmental Research & Public Health that
can be wed as a framework to guide the organizational
and data quality of registries. These
recommendations will guide the development of the
toolkit that EURRECa will use to support the guality of

rare  disease

- E-Reporting of Rare Endocrine Conditions

HOME ABOUT NEWS ~

PARTNERS v

REGISTRIES ¥

CONTACT

RESOURCES ~

e-REC

e-REC (e-Reporting Of Rare Endocrine Conditions) is an electronic reporting system which
captures activity and allows for a better understanding of the occurrence of rare endocrine
conditions. Having this electronic reporting system in place allows Endo-ERN to embark on
its stated mission of objectively mapping the conditions, the services and other related

activity.

Signup to e-REC

e-REC reporting instructions

Other relevant documents:

* e-REC Public Info Sheet

e e Professional Info Sheet

Information Sharing Agreement

Data Protection Officer Approval
e-REC Data Flow

Ethics Approval

Cenditions of Ethical Approval

- Core Data Elements for the Core Endocrine Registry
- Core Condition-Specific Clinical Outcomes
- Draft Recommendations by Patients, Parents & Ethics

RARE DISEASE AND ORPHA

Including

September 10-14, 2018

»”
elixir

Cooner

: E["IR-\ R RD#%2Connect

¥ ERORDIS  orphanet

s
uRRECa  |CORD
st E

SACNMR

th International Summer School on
e N DRUG REGISTRIES

N G B s

Bring Your Own Data Registries

Istituto Superiore di Sanita - Rome (Italy)

elixir

[

European
Reference
Networks

P& intemational Joumal of
| Environmental Research
WY and Public Health

Review
Recommendations for Improving the Quality of Rare
Disease Registries

Yllka Kodra !*, Jéréme Weinbach ?, Manuel Posada-de-la-Paz *', Alessio Coi *°
S. Lydie Lemonnier ®, David van Enckevort 7/, Marco Roos ¥, Annika Jacobsen *
Ronald Comet **, S. Faisal Ahmed '°, Virginie Bros-Facer ', Veronica Popa 12,
Marieke Van Meel ¥, Daniel Renault !, Rainald von Gizycki !, Michele Santoro *%,

Paul Landais 28, Paola Torreri !, Claudio Carta !, Deborah Mascalzoni 17, Sabina Gainotti 1®
Estrella Lopez* ', Anna Ambrosini !?, Heimo Miiller 2%, Robert Reis %, Fabrizio Bianchi %%,
Yaffa R. Rubinstein !, Hanns Lochmiiller % and D Taruscio




EuRREca The Concept Of EURRECa

e-REC Notifier Asked To WPO01 — Management
Notification Enter Case In WPO02 — Dissemination and Access
Core Registry WPO03 — Quality Assurance
WP04 — Core Outcomes
WPO05 - Patients & Ethics
Patient Consent WPO06 — Core Registry & eREC
Expert Working Groups = MTGs

Core Registry EuRRECa Quality Grade
Core Dataset - -
o ~20 fields Detalle_d Disease s
Minimum Dataset «——— EU recommended Registry - A
- Other Stakeholders Core Date Elements
Detailed Disease +t
Registry - B
Minimum PCOMs
Generic Detailed Disease +
Condition specific Registry - C
Clinical Dashboard «<————— | | Age specific
- Endo-ERN Clinician reported
Patient/Parent reported Patient Consent
Find Me A Detailed
Disease Registry
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www.eurreca.net

HOME ABOUT NEWS ~ PARTNERS - REGISTRIES ~ RESOURCES ~

CONTACT

e-REC

e-REC [e-Reporting Of Rare Endocrine Conditions) is 2n electronic reporting system which
captures activity and allows for a beftter understanding of the occurrence of rare endocrine
conditions. Having this electronic reporting system in place allows Endo-ERN to embark an
its stated mission of objectively mapping the conditions, the services and other related
activity.

Sign up to e-REC

e-REC reporting instructions

/ork needs to be
ed into other
nly used languages

Other relevant documents:

« g-REC Public Info Sheet

« g-REC Professional Info Sheet

» |nformation Sharing Agreement

» Data Protection Officer Approval
» g£-REC Data Flow

» FEthics Aoproval
» Conditions of Ethical Approval




EuRRECa e-REC Update Of Pilot

Non-Registered ERN Centres vs Registered Centres . Active Registered vs Inactive Registered Centres
i ] H | -
80 70
70 -
50 60 -
50 - 50 1
40 - 40 1
30 - 30 -
20 - 20 -
10 - 10 -
0 T T 1
Paed-Jul Adult -Jul Paed-Aug Adult-Aug 0 - ' ' ' '
Paed-Jul Adult -Jul Paed-Aug Adult-Aug
Paediatric Adult
Number of people who are reporting in total 34 51
- Number of people reporting per centre 1(1,7) 1(1, 14)
45 45 4
40 - 40 - B Paed
35 - 35 -
30 - 30
25 - 25 - ¥ Adult
20 - 20 -
15 - 15 -
10 - I 10 -
Sl I I N . o
L &SRS L SRS ®
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- Y)EuRRECa Further Information & To Keep In Touch
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www.eurreca.net @eurreca S

coNTACT

Subscribe to EURRECa news
& updates

fyou would like to sign up to receive any news and updates from EURREC, including its

‘ f\ newsletter, please fillin the form below

Name

| |)EuRRECa

European Registries For

ABOUT PARTHERS = RESOURCES - CONTACT

Email

]

Organisation

57" ESPE 2018
Meeting ATHENSGREI  E70°°2
27-29 September 2018

The European Registries For Rare Comments (optional):
| ‘ I | I I I l I Endocrine Conditions is a project
| | | | I supported by EU, ESE & ESPE to serve
EURRECA EVENTS FEATURED NEWS the needs of Endo-ERN and the wider

endocrine community

EuRRECa and | & eurscanct ’
stand at ESPE 20

Joined February 2018

Augp | Eds

Home

EuRRECa [European Registries for Rare Endocrine Conditions) which is funded by the European Union's Health Programmae |s almed at
mazimising the eppertunity for ail patients, health care professionals and researchers to participate and use high-guality, patient-centred
reglstries for rare endocrine condithons covered within the European Reference Metwork on Rare Endocrine Condltions (Ende-ERN).

The project, launched in February o138, will achleve its aim by running an porting p {e-REC), E @ new core E E Z 0 I 8
endocrine registry that collects a core dataset that also Includes objective markers of clinical outcome and, lastly, by signposting C

participants ta high-quality, detailed, disease-specific and patient-centred registries that have been evaluated by EURRECA. L ; 20th Eu ro P"Ean Cong Bss

The project bullds on the structure that has been created by Endo-ERN but will also be open to all health care professionals beyond this 1] F Endﬂ C rl“ﬂ'log y
ERM. EURRECa receives guldance from Expert Advisory Groups that allgn with the Maln Thematic Groups of Endo-ERN and thelr guidance
will flow through work packages that will revlew the needs of patlents, and parents, comply with the highest ethical standards, evaluate 1 g e 22 Ma 201 3
the quality and Interoperability of datasets and comblne them with patient-centred clinlcal cutcomes. Clear policles that are acceptable to y

patients, researchers and Industry for accessing data for research coupled with widespread disseminatien and knowledge exchange Ba]-CE IOI'IE Spain
through closely affiliated professional endocrine socletles, patlent support groups and acrass all the ERNS will ensure that EuRRECa is £}

sustalned beyond the current lifetime of the project.

www.ece2018.org

European [ ES.P.E
7 Reference o European Society
b . & of Endocrinology

s#' Network




= EXxciting times for European endocrinology!

» Endo-ERN - great example of how clinical centres across
Europe can work together at improving patient care

= Effective but simple registries are a cornerstone of networks

» EuRRECa - builds on Endo-ERN and aims to extend its reach
further further across all centres within and beyond Endo-ERN

» EuRRECa - aims to provide the evidence that networks for rare
(endocrine) conditions can provide the infrastructure that can be
used to improve clinical care and research




