L Leids Universitair
C Medisch Centrum

Building the European Reference Network

for Rare Endocrine Conditions (Endo-ERN)

Journee Annuelle, FIRENDO, Paris, 14 december 2016

;_iallll" |

e T TR S

—1 f——- w o

I—*-r _I.'_'l
=~ | — S
£ o o e




European Reference Networks: Scope and Context

Article 12 Directive of patients' rights in cross-border healthcare

Networks of healthcare providers aiming at:

Improving quality and safety and access to highly specialised healthcare across the EU
Patients affected by rare or low prevalence and complex diseases

for the
best|healthcare.

-
ot European
..o:-.-;':l Reference
og0' Networks

Imagine if the best specialists from across
Europe could join their efforts to tackle medical
conditions that require highly specialised
healthcare and a concentration of knowledge

and resources

That’s the purpose of the European Reference
Networks and it’s becoming a reality.

Share and enhance your expertise. Talk with
your colleagues. Join a Network proposal
in early 2015.

More information at ec.europa.eu/join-ern

Share. Care. Cure.

Added value ( EU level )

Need for Cooperation:

v'Scarcity of knowledge
v'Need for education
v'Complexity / high costs

v Effective use of resources




Key issues adressed by the directive

Directive 2011/24/EU of patients' rights in cross-border healthcare
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N » Right to choose and be reimbursed for healthcare provided
Seeking neawhc:‘.lrﬂ by public or private providers located in the EU

in another E

Merriper 5-5 < ' More transparency about their rights, treatment options or

your._rights
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I's ' » Strong focus on cooperation among Member States

the quality and safety levels of healthcare providers

o Mutual recognition of prescription

o eHealth

Did you know?
o Health Technology Assessment
You have the right to receive medical treatment in another EUJ Member State
and the right to have your horne country cover some or all of the costs.

o European Reference Networks
You hawe the right to be informed about the treatrment options open to youw,
how other EU countries ensure quality and safety in healthcare, and whether a
particular provider is legally entitled to offer services.

Look inside to find out more.

Entry into force at National level 25 October 2013
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National actions at the level of the Board of Member States:

Ministeries of Health: Recognition of expertise centres
National evaluation of for rare endocrine diseases:
expertise centres national endorsement

for rare diseases

October 2014 - jan 2016

The trajectory towards an European Reference Network for Rare Endocrine Conditions
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National actions at the level of the Board of Member States:

Ministeries of Health: Recognition of expertise centres
National evaluation of for rare endocrine diseases:
expertise centres national endorsement

for rare diseases

Proces completed in march 2015 in the Netherlands, and
late 2015 in Denmark

Proces not even initiated in jan 2016 in many other member
states

October 2014 - jan 2016

The trajectory towards an European Reference Network for Rare Endocrine Conditions
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states

Alberto Pereira

1st ESPE-ESE statement

A European Reference Network for Rare Endocrine Conditions - An Update from
the European Society for Paediatric Endocrinology (ESPE) and the European
Society of Endocrinology (ESE)

The callfor the first European Reference Networks (ERNs) is anticipated in March. The
objectives of an ERN are to share expertise, improve diagnosis, educate and train
patients, care providers and doctors, produce guidelines, build databases, develop
connections to facilitate research, perform clinical trials on rare endocrine conditions,
disseminate results to patients, health care providers (HCPs) and public health
organisations, and link up with other ERNs.

ESPE Council and the ESE Executive committee view a European Reference Network
for Rare Endocrine Conditions as vital for improving the care of people with the diverse
range of rare conditions that present in childhood and are managed by the members of
the two societies. There is currently a great deal of discussion about how an Endocrine
ERN might be formed and the processes required to achieve this. ESPE and ESE are
willing to support and facilitate these processes, and we would therefore like to outiine
our participation to date and going forward

An ERN is formed from Endocrine centres approved in their own countries as European
Reference Centres (ERCs) according to standard criteria. Approved ERCs are then
eligile to join an ERN. A bid to form an ERN must come from a single HCP with a
named co-ordinator along with allthe HCPs of Centres that will make up the ERN.

ESPE and ESE fimly hold the view that an ENDO ERN should cater for the full range
of rare endocrine conditions from birth through adulthood, and they will commit to
providing support for this. From a pragmatic aspect, it s liely that the initial ERN bid
will be shaped around networks that are already in place and have a strong track-
record of collaboration at a European level. In time, this platiorn will allow the
development of multile domains under a single over-arching umbrella.

Professor Olaf Hiort [ESPE] (Universitétsklinikum Schleswig-Holstein, Luebeck,
Germany) has offered to take a lead role in the development of an ENDO ERN, subject
to the approval of his local health care provider (HCP). Olaf Hiort is a very experienced
paediatric endocrinologist with particular expertise in endocrine conditions that affect
sex development and metabolic bone health. He is currently leading on the EU COST
action DSDnet and is on the management committee of another EU Cost action on
imprinting disorders. In addition, he has been a long-standing representative of
Germany and paediatric endocrinology on the EU Committee of Experts on Rare
Diseases (EUCERD).

Professor Alberto Pereira [ESE] (Leiden University Medical Center, the Netherlands)
has also offered to take a lead role in the development of an ENDO-ERN, subject to the
approval of his local HCP, and he has obtained full institutional support to hire the
necessary means to develop an ERN application. Alberto Pereira holds the Chair of
Endocrinology in Leiden, and has founded and chairs a Reference center which is
based on multi-disciplinary, patient-centered care and research. He is the Dutch
representative of the Reference centers with national endorsement for rare endocrine

October 2014

jan 2016

The trajectory towards an European Reference Network for Rare Endocrine Conditions
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Symposium 17 March 2016
Dear Collcagnes,

The Leiden Rare Badocring Discases ERN Symposinm
was held on Thursday 17 March 2016. The purpose of
the mecting, was first of all to inform and wpdate all those
inlerested in joining mEndoH{Nonﬂlcgoa]smlﬂlc
tajedory lowands a broad thematic Bndo ERN, in vicw
of the
perspechves of
ESE and BESPE.

ESPE

Eurcpean Soclety for
Paediatric Endocrinolog

NEWSLETTER
Update

March 21, 2016

iety of Endocrinology
mane sociely

PRI

arca of Tare should be offered a place
i the “ovemrching” network, provided that they fulfll
the opembional critena for BCPs and have oblamed
national endorsement.

With respect to the staclnre of the ERN 8 subthemes
were defined represcnbing 8 snbnaworks: Adrenal, DSD,
GmwﬂlDlsonlcrs,Pltmhry Thyrmd,Mcn&oﬂler
genchc sy Lip db obesity,
andpoaib]ygﬂmhcdmbetsandRmPﬂmﬂlyimd

Fusth . the
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aimad to provide
a platform to
dhscrss how o
further devdop
and shape the
ERN within the

provided
framework of the
call, but
importanily, also acconding to the wishes and neads that
hdmmgcddlmgﬂm]msth:gochry Scxlypusons
(both pacdiatric and adnll
14 difif Bl e 1

Welcome by the Dean. prof. Hogendoom
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The plemarnics in the moming exemplificd that the
devdopment and shaping of the ERN s a “bottom-up®
procature. We anhicipale a broad thematic, and very
suceessful FRN with a common denominator that wmifics
‘both pediatric and adnlt endocrinologists: “excellency in
diagnostics and treaiment of hormone disturbances
thronghont life’. As snch, there was a broad consensns
that all those that provide nniqne expertise in a specific

In onder to kecp such a large ERN managcable, it s
necessary bo adjust the stmcture and governance of the
‘board to these specific needs. This conld be ensured by a
mmltilayer boand, for instance composed of 1) an FRN
mamagement team (Chair +vice-chair (adnlt and

1 march 2016 Lubeck

17 marc

h 2016 Leiden

The trajectory towards an European Reference Network for Rare Endocrine Conditions



EndoERN: broad thematic network ensuring all patients have ‘a hom

excellency in diagnostics and treatment of hormonal disturbances
throughout life

European Society
e of Endocnnology

ESPE

European Society for
Paediatric Endocrinology
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Adrenal - Genetic Diabetes — Growth — DSD — Genetic Endocrine Syndromes — Pituitary - Thyroid

>

birth senescence



The development of the European landscape for Rare Endocrine Conditions

Workshop men- and other genetic endocrine syndromes




Rare Endocrine Conditions ERN: Main Thematic grouping

E-health

Education, training/
improved awareness

Information/communication

Research: database, registries,
biobank, trials

Quality of care/

Value based health care

M pituitary

m sex development and
maturation

™ adrenal

| disorders of calcium and
phosphate homeostasis

® thyroid

= disorders of glucose and
insulin homeostasis

" growth

" genetic endocrine tumour
syndromes
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European Society
of Endocrinology

European Society for
Paediatric Endocrinology 2nd ESPE-ESE statement

(with main thematic groupings)

A European Reference Network for Rare Endocrine Conditions  An Update from
the European Society for Paediatric Endocrinology (ESPE) and the European
Society of Endocrinology (ESE)

The callfor the fist £ (ERNs) is antipated in March. The
objectives of an ERN are to share expertise, improve diagnosis, educate and train
patens, care providers and doctors, produce guideines, buld Gtabases, develop
‘connections to facilitate research, perform clinical trials on rare endocrine conditions,
disseminate resuls to patients, health care providers (HCPs) and publc health
E R N C a I | . organisations, and link up with other ERNs.
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providing suppor forthis. From a pragmatic aspec, i s fikely that the inial ERN bid
wil be shaped around networks that are afeady i place and have a strong track-
ecord of collaboraton at @ European level. In time, this platorn will alow the
development of mulipe domins under a single ver-arching umbrela

Professor Olaf Hiort [ESPE] (Universitatsklinikum Schleswig-Holstein, Luebeck,
Germany) has offered 0 take a lead role in the development of an ENDO ERN, subject
to the approval of his local health care provider (HCP). Olaf Hiort s a very experienced
paediatiic endocrinologist with partcular expertse in endocrine conditons that affect
sex development and melabolic bone healt. He is curentl leading on the EU COST
action DSDnet and is on the management comittee of another EU Cost action on
imprinting cisorders. In addion, he has been a long-standing representatve of
Germany and pasdiatiic endocrinology on the EU Commitiee of Experts on Rare
Diseases (EUCERD)

Professor Aberto Pereita [ESE] (Leiden Uriversty Medical Center, the Netherands)
f an ENDO-ERN, subject o e

approval of his local HCP, and he has obtained ful nstutonal support to hire the
necessary means to develop an ERN appiication. Abeto Pereia holds the Chair of
Endocrinology in Leiden, and has founded and chairs a Reference center which is
based on muli-isciplinary, patientcentered care and research. He is the Dutch
representative of the Reference centers with national endorsement for rare endocrine

7 april 2016
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The Network (Application)
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Governance Rare Endocrine Conditions ERN (Endo-ERN) /

Board Advisory Board
Chair (coordinator, 1 vote) (no votes)
Vice-chair (deputy coordinator, 1 vote) * ESE & ESPE
(Adult and Paediatric Endocrinologists) representatives EHI'OPEGH SOCi'EtY
‘ * Representatives of Of Endocrinology
other European SRR ;

. . Endocrine Societies
Steering committee «  Patient

* ¥ o
X ox 0 Board 0 representatives
*

Mk Main thematic group chairs (n=8, 1 vote per group) * National
Et;:gnelftgm Work Package chairs (n=5, 1 vote per WP) representatives = o=
—_— (National /

‘ Coordinators) European Society for

National Coordinator Management board Paediatric Endocrinology
_National_representative . (General Assembly, annual meeting) 0
issues arise

Health Care Provider representatives (1 per HCP)

.‘\
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(Leiden, NL)

Mehul Dattani
(London, UK)

Nienke Biermasz

Svetlana Lajic
(Karolinska,

Sweden)

Felix Beuschlein

(Miinchen,
Germany)

Agnes Linglart
(Paris, France)

Lars Rejnmark
(Aarhus, Denmark)

Thomas Danne
(Hannover,

Germany)

Olaf Hiort
(Lubeck, Germany)

Luca Persani
(Milan, Italy)

Pituitary

Sex Development and Matu

Adrenal

Growth & Gen Obesity synd

Irene Netchine
(Paris, France)

Gudmundur
Johannsson
(Gothenburg,
Sweden)

Michel Polak
(Paris, France)

Robin Peeters
(Rotterdam, NL)

Disorders of calcium and phosphat

Thyroid

Gen disorders of glucose and insuli

Jo Blair
(Liverpool, UK)

Attila Patdcs
(Budapest, Hungary)

Genetic endocrine tumour sy

Chairs

Main Thematic groups

Research & Science
Martine Cools (Ghent, Belgium)
Marta Korbonits (London, UK)

Quality of care & Patient view

Anna Nordenstrom (Karolinska, Sweden)
Susan Webb (Barcelona, Spain)

E-Health & ICT

Faisal Ahmed (Glasgow, UK)

Diagnostics &

Laboratory analysis

Anders Juul (Copenhagen, Denmark)
George Mastorakos (Athens, Greece)

Education & Teaching

Violeta Iotova (Varna, Bulgaria)
Jens Bollerslev (Oslo, Norway)

!
I

Chairs

Work Packages



The mission of Endo-ERN

Endo-ERN’s mission is to reduce and ultimately abolish inequalities in care for patients with rare endocrine
disorders in Europe, through facilitating knowledge sharing and facilitating related healthcare and research.
Endo-ERN provides equality between paediatric and adult patients. Ultimately, Endo-ERN will result in the best
possible care for every patient with a rare endocrine condition.
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Endo-ERN Work program structure

1% contact with a

healthcare Referral

professional o

Network’s action:
Increase awareness amongst
general public and healthcare

professionals by :

- dissemination of information on
endocrine rare diseases
(collaboration of Network with
patients associations)

- Conferences
- Network website
- Actions towards health

authorities

PATIENT PATHWAY

— Diagnosis
Networlk's action:

Shorten delay in diagnosis by:
- Multidisciplinary diagnostic

consultation by specialists
- Use of telemedicine

- Patient pathway monitoring

(tracer patient method)

- Access to specific diagnostic
tools: genetics/lab-hormonal

medsurements

a—) P2-
Education

ICT & E-
and Training Health
‘ WP4 — 1
Quality of

Care and

Patient View
WP5 — WP3 —
iagnostics and

nostics an Research
: .
whomory  {T——)

Treatment —_— Follow-up
Network’s action: Network’s action:
- Guidelines - Education of patients
- Care plan - Instructions to GPs
defined by the following the patient
Network - Transition from
- Facilitation of childhood to
clinical adulthood
trials/research - Qol surveys
- Training of delegates
- Prevention of

complications and
co-morbidities

. rdination,
dissemination
* Attracting additional funding
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71 Health Care Providers
19 countries




Member
State 1

Member
State 8

Member

State 2
State 7

ENDO-ERN
70 expertise
centres

Member Member
State 6 Healthcare State 3
Healthcare
Provider i
Ly Healthcare \ Provider
Provider =
S— = \‘\j—;_{-

Member -

State 5 o

*  Member
State 4

European network of Expertise Centers: how can it work optimally?

Shorten delay in diagnosis:

- Earlier referral

- All required experts together
- Best diagnostic techniques
Best treatment

Best education of all involved

:::::\ European
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European Network of expertise centers: patient travels

to expertse? /

patient with rare endocrine condition

patient with rare endocrine condition

Member Member
State 8 State 1
Healthcare
Provider
HEE":PIICB"E Healthcare
Provider Provider Member
Member - State 2
State 7

patient with rare endocrine condition

Healthcare Healthcare
Provider Provider

Y

patient with rare T
endocrine condition

ENDO-ERN
70 expertise
centres

Healthcare
Provider

Healthcare
Provider

Member

Member
State 6

State 3

Healthcare

Healthcare
Provider

patient with rare endocrine condition

Healthcare

Provider

Provider

N—
T\-;erI'Ib:l' Member PATIENT PATHWAY
tate State 4 1% contact with a
i Bl M s — — —
patient with rare endocrine condition

o

Network’s action:
Increase awareness amongst
general public and healthcare
professionals by :
- dissemination of information on
endocrine rare diseases
(collaboration of Network with
patients associations)
- Conferences
- Network website
- Actions towards health
authorities

© © o

Network’s action:
Shorten delay in diag is by:

- Multidisciplinary diagnostic
consultation by specialists
- Use of telemedicine
- Patient pathway monitoring
(tracer patient method)
- Access to specific diagnostic
tools: genetics/lab-hormonal
measurements

s action: s action:
- idelil - Education of patients
- Care plan - Instructions to GPs
defined by the following the patient

Network - Transition from
- Facilitation of childhood to
clinical adulthood

trials/research

- Qol surveys
- Training of delegates
- Prevention of
complications and
co-morbidities



European Network of expertise centers:

expertise travels to the patien
patient with rare endocrine condition

Q . . . e
@ patient with rare endocrine condition
g
(]
o
K
()
ber Member
State 8 State 1
Healthcare
Provider
Healthcare
Provider
Member

Healthcare
Provider Member
o State 2
State 7 )
Healthcare
l Provider

patient with rare endocrine condition
patient with rare

e /
ENDO-ERN

70 expertise

J
Ce ntres Healthcare
Provider

endocrine condition

Provider
Member Member \ i . . iae
State 6 Healtheare Health State 3 patlent with rare endocrine condition
Provider ea t.care
. [ Healthcare \ Provider
Provider =
_Mémber —
Member PATIENT PATHWAY
State 5 State 4 -
1% contact with a
healthcare e
professional
patient with rare endocrine condition

o =

— —
Network’s action:

Network’s action: s action:
Increase awareness amongst Shorten delay in g is by: - idelil
general public and healthcare - Multidisciplinary diagnostic
professionals by : consultation by specialists
dissemination of information on
endocrine rare diseases - Patient pathway monitoring
(collaboration of Network with (tracer patient method)
patients associations) - Access to specific diagnostic
- Conferences tools: genetics/lab-hormonal
Network website
Actions towards health
authorities

s action:
Education of patients
- Care plan
defined by the
- Use of telemedicine

Network

Instructions to GPs
following the patient
- Transition from

childhood to
adulthood

Facilitation of

clinical
trials/research - Qol surveys
Training of delegates
measurements - Prevention of
complications and
co-morbidities



Vision document Dutch Health Ministry: integral care, centered around the patie

Multidisciplinaire organisatie voor de integrale zorg voor een (cluster van) zeldzame

aandoening(en)

Expertiseteam

Spaans
Expertisecentrum

Nederlands

- Expertisecentrum

Europees
Referentienetwerk

Behandelteam

Duits
Expertisecentrum

Visiedocument

Concentratie en organisatie van zorg
bij zeldzame aandoeningen

VOOR ZELDZAME EN GENETISCHE AANDOENINGEN




National Networks that inter-connect with regional networks and ER

National Network

Regional Network

0o

althcare
rovider Member
Member State 2

State 7

Provider

N

e— '3 ENDO-ERN
Member
eal _l:are a ealthcare
rovider -
" Member - : Memt;er -

State 6
State 5 State 4

Member Member .
ea care
rovider
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@l plus funding

ﬂfll schemes

. Applicati tob Applicati tob
March - July Call for expression of B lted: S sanlecedt |

2016 interest ERN ERN

Grant

July -

September EC Eligibility check
2016

IAB Eligibility check &
Technical assessment

BoMS approval
decision




o:-::;‘\ European o
®:5 i\ Reference Update on Application
o0’ Networks

March June July
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@l plus funding
E‘n schemes

March - July Call for_ expression of bl et
2016 interest ERN ERN
Grant

July -

September EC Eligibility check
2016

e 15/71 HCPs: full technical assessment (documentation review)
IAB Eligibility check & 3/71 HCPs: on-site audit:

Technical assessment - 24 oct 2016: Tartu (Estonia) (HCP)

-4 nov 2016: Leiden (NL) (Network + HCP)

-7 nov 2016: Luxembourg (L) (HCP)

BoMS approval
decision

HCP audit: - patient-centered expert care (patient tracers)
- patient empowerment
- education
- research
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@l plus funding
E‘n schemes

PRI Call for expression of Applications tobe | Application tobe
2016 interest ERN ERN

Grant

July -

September EC Eligibility check
2016

ST 15 november 2016:
IAB El!glblllty check & positive recommendation from IAB to the EC and BoMS
Technical assessment for the Network and for 70/71 HCPs

BoMS approval
decision




Endo-ERN is ready to start!

15 dec 2016: Workshop on Registries (Glasgow, UK)

BoMS approval
decision

9-10 march 2017: 3™ ERN Conference: Official installation of ERNs (Vilnius, Lithuania)

27 march 2017: Endo-ERN first General Assembly (Leiden, the NL)
Initiation of operational ERN:
- update all members, advisors, national coordinators, third parties
- launch ENDO-ERN Logo & Website
- approval of Governance structure & Board Terms of Reference
- each member (HCP) signs ‘Members Role & Responsibilities’
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..':. -3 Reference
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o0’ Networks
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