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. CANCER & FAMILY CARE FOR UKRAINE CHILDHOOD CANCER PATIENTS - PAEDCAN

As of September 10, 2024, the European Paediatric Oncology Community (SIOPE, CCI-E and many ERN PaedCan
Sites) assisted 1643 Ukrainian pediatric cancer patients through the SAFER (Supporting Action for Emergency
Response) Ukraine program (St. Jude).

* The following countries have accepted the following number of patients under their care since 2022:

+»Poland > 400 patients +»Spain > 80 patients «“*Austria, Belgium, Romania, Slovakia:

“» Germany > 250 patients +» Czech Republic > 70 patients 10'- 20ipatients each

+ Italy > 200 patients +» Switzerland and France > 60 patients *+Bulgaria, Croatia, Denma.rk, Lithuania,
Portugal, Sweden: 1- 6 patients each

“»*Netherlands > 100 patients + United Kingdom: over 20 patients

* 724 patients were directly evacuated through the SAFER Ukraine referral pathway.
The other patients received support e.g. through translation of medical records.

*  This data does not include patients and families who left Ukraine seeking care on their own/through other
pathways. The total number of patients who left Ukraine is estimated > 2000 childhood cancer patients.

After the attack on July 8th, 2024 to the Okhmatdyt National Children “s Hospital in Kyiv, Ukraine, acute evacuation
of paediatric cancer patients was needed again. ERN PaedCan members closely collaborated with SAFER Ukraine
a/o directly with European National Health Ministries supporting the safe evacuation of 13 patients:

“»Germany = 7 patients “»Switzerland = 2 patients “»Austria = 4 patients

8 October,
2024
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www Creation of the ERNs website erncare4ua.eu and a logo
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The European Reference Networks for rare and complex diseases

respond to the Ukrainian crisis
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/ \

Contact with Ukrainian clinicians to | ! Launch of an ERN workgroup

identify their needs




[l UKRrAINE - EPICARE

/EPICARE WITH UKRAINE WAR \

EpiCARE is officially represented at the “Emergency and Crisis Response Task Force”
for Ukraine, created by the International League Against Epilepsy.

Monthly calls and direct contact with epilepsy experts and patient advocates in
Ukraine.

@dedicated webinar was organized by EpiCARE with invited speakers from Ukraine. /

% )
.
-. S\ European
Qe Reference
Networks

Rare Diseases Doctors

Managing Epilepsies in Crisis Situations -
The Ukraine Experience

March 21, 2024 5:00 pm

Andriy Dubenko, Volodymyr Kharytonov
See the video

@ ERGENCY TASK FORCE ACTIVITIES https:/iwww.ilae.org/files/dmfile/emergency-and-crisis-task-forces-annual-report-2023.pdf \

websites to the crisis response section
* Reviewed material on the crisis response webpage for completeness or correction

Klreland in 2023 and the European Epilepsy Congress held in Rome in 2024.

During 2023 — 2024 the Task Force met at least once per quarter and completed the following projects:
« Drafted a suggested process for identifying crisis or emergency situations that may require a response
» Assisted in the transfer of emergency or crisis response information from the Ukraine portion of the ILAE and EpiCARE

Developed and presented a seminar on emergency response during the 35th International Epilepsy Congress held in Dublin,

s>, European
( 9 : \0 Ref .
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for rare or ence
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. COVID-19: HELPLINE FOR RARE BONE DISEASES

S 24/7

European
Reference
Network

for rare or low prevalence
complex diseases

COVID-19 Helpline (24/7)
for supporting patients with rare bone diseases and
centres during COVID-19 emergency

Tish Journal of Medical Science (1971 -)(2021) 190:1243-1244
https://doi.org/10.1007/511845-020-02400-6

LETTER TO THE EDITOR

i

The line between COVID-19 pandemic and rare bone diseases

Luca Sangiorgi (@ - Evelise Brizola' (3 - on behalf of the COVID-19 Helpline for Rare Bone Diseases Group

Received: 23 September 2020 /Accepted: 15 October 2020 / Publshed ontine: 2 November 2020

© The Author(s) 2020

The recent outbreak of COVID-19 pandemic had a dramatic
global impact for healthcare systems and required a rapid re-
arrangement of the priorities. In Europe, a disease is defined as
rare when it affects no more than 5 in 10,000 people [1].
Between 6000 to 8000 distinct rare diseases exist today affect-
ing around 6-8% of the population—over 30 million people
in Europe are directly involved [2], which number is close to
the number of people currently affected with COVID-19 glob-

Helpline for Rare Bone Diseases”™ [5]. The purpose is to pro-
vide experience and knowledge about RBD to patients and
healthcare professionals working in the intensive care units
and/or COVID-19-devoted wards who are treating or will treat
patients affected by RBD, initially focusing on patients with
osteogenesis imperfecta. For all patients with RBD, it is cru-
cial to know that they can constantly rely on their primary care
physicians and keep these professionals informed about their

This successful experience highlighted the fundamental
role of remote high quality of care for RBDs during the
COVID-19 outbreak that could become a gold-standard
practice for remote care, particularly relevant for RBD
patients.

=¥ ERN BOND
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ON RARE BONE DISEASES
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Sangiorgi et al., 2021

Providing high-quality care remotely to | ®
patients with rare bone diseases during
COVID-19 pandemic

E. Brizola', G. Adami?, G. . Baroncelli®, M. F. Bedeschi®, P. Berardi®, S. Boero®, M. L. Brand/’, L. Casareto’,

E. Castagnola®, P. Fraschini®, D. Gatti?, S. Giannini'®, M. V. Gonfiantini'’, V. Landoni'?, A. Magrelli"?,

G. Mantovani'*'®, M. B. Michelis®, L. A. Nasto®, L. Panzeri’, E. Pianigiani', A. Scopinaro'®, L. Trespidi'’, A. Vianello'®,
G. Zampino'? and L. Sangiorgi’”®

Abstract

During the COVID-19 outbreak, the European Reference Network on Rare Bone Diseases (ERN BOND) coordination
team and Italian rare bone diseases healthcare professionals created the "“COVID-19 Helpline for Rare Bone Diseases”
in an attempt to provide high-quality information and expertise on rare bone diseases remotely to patients and
healthcare professionals. The present position statement describes the key characteristics of the Helpline initiative,
along with the main aspects and topics that recurrently emerged as central for rare bone diseases patients and
professionals. The main topics highlighted are general recommendations, pulmonary complications, drug treatment,
trauma, pregnancy, children and elderly people, and patient associations role. The successful experience of the
“COVID-19 Helpline for Rare Bone Diseases” launched in Italy could serve as a primer of gold-standard remote care
for rare bone diseases for the other European countries and globally. Furthermore, similar COVID-19 helplines could
be considered and applied for other rare diseases in order to implement remote patients’ care.

Keywords: 2019-nCoV, Bone diseases, Care, Coronavirus, COVID-19, ERN, Rare diseases, Remote

Brizola et al, 2020
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https://link.springer.com/article/10.1007/s11845-020-02400-6
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Jl IMPACT ON PATIENT CARE — SUCCESS STORY :

COVID-19

Received I8 May 2020 I Arcepted 29 Juby 2020
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BRIEF COMMURNICATION lw WILEY

Pediatric transplantation in Europe during the COVID-19
pandemic: Early impact on activity and healthcare

https://doi.org/10.1111/ctr.14063

12" Congress of the
International Pediatric Transplant Association
Austin, Texas, USA | March 25-28, 2023

’r"!b‘.& A ,;,.-‘{,h Ibl' '.4‘

Clinical characteristics and outcomes of
COVID-19in paediatric transplant
recipients: an international retrospective

study of the ERN-TransplantChild

Luz Yadira Bravo Gallego®+, Mara Cananzl!, Daniele Dona®, llisa Banetti®, Marta Gonzalez Vicent’, Esteban Frauca Remacha™?, Paloma Jara Vega'*S, an behalf of
COVID-18 study group of the Clinical Audits Working Group - ERN-TransplantChild.
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* 93% (112/120) were living in an EU-MS:
* Spain: 27.5%
« Italy: 26.7%
* Portugal: 11.7%

* 61.7% (74/120) were male.

CONFIRMED COVID-19 CASES  N=120 Birth Tx COVID-19
Median age: 44 months ¥
(IQR 11-101)
W HSCT (n=11) | > -
M Liver (n=61)
M Kidney (n=31) e )

m Combined (n=7)

W Multivisceral (n=3)
MW Heart (n=4)
M Lung (n=3)

Median age: 132 months (IQR 72-188) .8 ®
3 .
=2 Median time: 48 months ﬁ_ -

(IQR 16-108) i

*  This study reports one of the largest series of COVID-19 in pediatric transplant recipients.

Conclusions

*  The importance of being a member of scientific associations or networks, like the ERN-
TransplantChild.

*  While this population is theoretically more at risk for severe illness from SARS-CoV-2 infection due to ongoing
immunosuppression and/or compromised immune system, our data show that, in this patient group, COVID-
19 is mainly asymptomatic or mild, and seldom associated with patient death or graft loss.
6




. DRUG ACCESS /AVAILABILITY — A JOINT EFFORT TO ENSURE ACCESS TO TREATMENTS
FOR PATIENT — ERN BOND

Once the needs were identified from each Italian HCP, ERN
During the ERN BOND Italia meeting, the healthcare E BOND engaged AIFA (ltalian Medicines Agency) to discuss
D

professionals highlighted critical shortages and unavailability potential solutions and guarantee access to essential
of essential drugs and diagnostic agents treatments and diagnostic agents for patients with rare
diseases.

Importation: Via the USMAF (Maritime, Air, and Border
Health Office), following the rules outlined in the Italian
Ministry Degree of 11/02/1997.

@ AR Following the meeting with AIFA, two supply solutions

AAAAAAAAAAAAAAAAAAAAAAAAA were identified
% Galenic production: Sifap (Italian Society of Compounding
Q2| Pharmacists) can produce these medications.

::-::?‘\ European

%5 80 Reference B
RSN »'2: ERN BOND

() N k L4

e for?;-:‘;;’lfw prevalence ":.". ONRAREBONE DISEASES This presentation is owned by the ERN and may contain information that is confidential, proprietary or otherwise legally protected. 8 October, 2024
complex diseases C
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. ENSURING DRUG SUSTAINABILITY - METABERN %5 Reference

®o0 A) Network

MetabERN

ropean Reference Network
for Hereditary Metabol c Disorders

A LIFE SAVING DRUG IS WITHDRAWN METABERN ITALY TAKES ACTION

Cobalamin C defect (CBLC) is a rare * The ltalian CBLC ~APS Patient —  pAT|ENTS ARE SAFE
congenital disease affecting the Organization and the METABEBN N [ =i
metabolism of vitamin B12 ITALY TEAM lead by the Bambino )

the Military Pharmaceutical

(cobalamin), it is lethal if not treated
Life-saving therapy: daily

administration of high dosage of
hydroxocobalamin (OHB12)

In 2022 the marketing of OHB12 was
discontinued and a shortage of the
drug was recorded

Patients without treatment are
exposed to serious clinical events
including death

Gesu Children’s Hospital in Rome join
efforts among patient organisations,
clinicians and the Italian Medicines
Agency (AIFA).

MetabERN Italy spreads the issue at
EU level and a survey is to look for
possible  alternative  therapeutic
options.

Results: the only therapeutic option is
a OHB12 10 mg/2 ml which need to
be imported in a very limited amount
from Spain.

Chemical Institute of Florence,
Italy, committed by law to find
solutions in national
emergency needs, has taken
action to make available new
stocks of OHB12, for all families

needing treatment.
The shortage s
patients ARE SAFE

restored,
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. INTER-ERN cOOPERATION — ERN BOND

Feasibility study the potential applications of
HRpQCT (High Resolution peripheral
Quantitative Computed Tomography) in bone
disorders related to endocrine conditions

Education and Training Survey:

A Collaborative Effort enhancing
education in Rare Bone diseases

Mapping of education and trainings needs and gaps in
rare bone and mineral diseases in ERN BOND and
EndoERN to eventually develop a comprehensive
cross-border educational programme in rare bone and
mineral diseases.

J

i

Endo-ERN

i

Endo-ERN

7% ERN BOND

' EUROPEAN REFERENCE NETWORK
" ON RARE BONE DISEASES

Joint Meeting EndoERN, ERKNet, ERN BOND. \
“Phosphate Imbalance Disorders: Dysregulation

of the FGF23A Endocrine System. Holistic
management of the disease”

The Italian members of these three ERNs

together with experts in X-linked
hypophosphatemia (XLH) met with the aim of
improving access to quality healthcare for XLH
patients.

o

Endo-ERN

/

Preliminary phase development of molecular
diagnostic tests in collaboration with
MetabERN

(JERKNet

\_/ThEp n Rare Kidney Dis
mmmmmmm

oriars | MetabERN

<

Joint Meeting EndoERN, ERKNet,

Diagnostic characterisation of Ollier's
ERN BOND

s IE S

:::3?.\ European
%essid Reference ,\
i - ERN BOND 8 October, 2024 9
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[l INTERERN COOPERATION — EURO-NMD

» The interERN Gene therapy webinar series

The Gene therapy webinar series, led by EURO-NMD and co-organized with ERN-RND and EpiCARE, featured 14
expert speakers from 8 countries* and included 12 sessions focused on sharing lessons learned and practical
implications relevant to all diseases of interest to the participating ERNs.

*Spain, UK, Germany, USA, Netherlands, Canada, Italy, France

- The interERN Survey on Gene therapy practices in Europe

This survey aimed to assess the current landscape of gene therapies in Europe, focusing on access conditions,
organizational aspects, and clinical decision-making processes. The findings are intended to improve and
harmonize practices, potentially leading to initiatives such as the establishment of treatment eligibility boards for
gene therapies, with a focus on diverse disease groups.

It was disseminated to the 5 participating ERNs (EURO-NMD, ERN-RND, EpiCARE, ERN-EYE, MetabERN) as well
as centers in Ukraine, UK and Switzerland.

185 responses were collected from 27 countries (61 EURO-NMD, 42 RND, 31 EYE, 25 EpiCARE, 25 MetabERN).

« The interERN Guideline on safe medication in mitochondrial epilepsy

5 ERNs; 24 European experts addressed a cross-disease challenge and provided a guideline to solve a treatment
dilemma (PMID: 38576261)




. SOLVE-RD. ERN-BASED DIAGNOSTIC
COLLABORATIVE RESEARCH (www.soLVvE-RD.EU)

* Solve-RD network contains six ERNs: RND, NMD, ITHACA,
Genturis, EpiCare, Rita

* Proven value of ERN-based systematic cutting-edge
diagnostic research

* Analysis framework combined with a two-level expert review
is a practical blueprint for re-analysis efforts on a global
scale

Analysis harmonisation

Data harmonisation ’

- Re-analysis: yield

RD families

(n=16,004)

]

Comprehensive analysis
suite

!

DATF/WG variant
identification

Two-level expert review 1 |

Comprehensive re-analysis

< 50 min per case

diagnosed 506 families

(8.4%)

Automated annotation of
known variants
(ClinVar; n = 185)

Solve-RD cohorts

SpPecIFIc ERN COHORTS

Data Analysis
Definition: Disease group spe- Task Force (DATF)
cific cohorts from four core ERNs

(exome available) o000

UNSOLVED CASES*

Definition: Rare disease cases
with an inconclusive exome/ge-
nome

Number: 19,000 unsolved exo- Number: a) 2,000 WGS for more

mes/genomes go(r:n ststev(r)\o‘n-)coding sequence ????
z S " Setc.;

Main activities: Perform stand elc. P99

b) 500 long-read WGS;
c) >2,000 cases novel omics
approaches
Main activities: Con-
duct ,beyond the
exome" approaches

ardised collationandre-analysis
Data analysts

*in collaboration with all ERN.
Undiagnosed Disease Initiatives
and further associated partners

- Data analysis in
tool-oriented
working groups

S

Analysis Project X
Working Group a
Use Case 1

3

Analysis Project Y
Working Group b
Use Case 2

- Develops novel
tools

> Compiles existing
tools

Working Group

oo

ULTRA RARE
RARE DISEASES

Definition: Phenotypi-
cally most special/
remarkable patients with a
rare disease withoutan exome

THE

UNSOLVABLES
Definition: Highly re-
cognisable clinically de-
fined diseases / syndromes
. forwhich no disease gene was
identified yet despite S/IWGS
and considerable research in-
vested

Number: 120 syndromes/ disea-
ses

Number: 1,200 exomes (300 per
core ERN)

Main activities: Carry out pheno-
}yp‘e jamborees and exome ana-
ysis

o0
o0

Main activities: apBly all -omics
» Tools

tools to crack' the ,Unsolvables”

Use Case

Solve-RD data analysis organisation

Data Interpretation
Task Force (DITF)

Clinicians & gensticists

- Data interpretation
in the disease
context

- 1DITF per ERN

- Defines disease
groups / disease
specific use cases

- Selects cohorts

eeoe 0eoe

s808 00088

Cohorts

This presentation is owned by the ERN and may contain information that i

DITF/expert review

o

Ad hoc
expert review

confide

New genetic ’ New genetic diagnosis Candidate genetic
diagnosis SNV/InDel other variant types diagnosis
l (n=419%) (n=87") l (n=333)
S Expert i Ad-hoc expert review
(h83)  (n=181) oeen diagnosed 249 families
(4.1%)
Solve Resource

genome phenome
analysis platform

>27k individuals
>100M unique variants

KL G PA P 180 neer SR EuRoPEAN
. , =~ GENOME-PHENOME
% ARCHIVE

* Controlled & easy access
* Graphical User Interface
* Variants in genomic context

* Linked data layers

RAW INTERPRETABLE

DATA DATA
.’7.‘ —
| & & B
v g o =

Genome-wide discoveries
by RD consortia and data analysts

Genotype-phenotype driven discovery
by individual clinical scientists

htial, proprietary or otherwise legally protected.
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[l MIULTIDISCPLINARY TEAM -

ﬁu NETWORK OF NURSESN
EEG TECHNICIANS &
PARAMEDICS

Nurses, EEG technicians and
neuropsychologists play an
essential role in epilepsy care.
For this reason, EpiCARE
reserved the first Exchange
Program funded by the EU to
those disciplines. A workshop
on exchange of local practices
was held in 2023 leading to the
creation of an EU network of

EPICARE

/"IN SEARCH OF LOST TIME

We are at the 5th edition of a
multidisciplinary annual 3 days

workshop “In search of Lost time”
focusing on ne knowledge in the field.

Organized by the Italian EpiCARE
members it is held in Rome and
systematically involves next
generation experts, researches,

~

7~ EpiCARE STRUCTURE

The need for a multidisciplinary care
in epilepsy is reflected in the ERN
EpICARE structure.

WGs Per discipline or field of
expertise regularly interact to ensure
a multidisciplinary approach of best

NURSES and EEG Technicians
wvolved in epilepsy care. /
| ' 4 I ‘wﬂil‘\’m; ol X

Y g e B
, ¥y 2 GORELT TNeA {826y ‘¢
i I K6 B e
oo u = - *‘\*“_' ? e "»_‘—
R
F .Llﬁ /.h_ iR &
o:-:-,_{\ European

9 '....:.\ Reference
060" Network
for

(-\
) EpiCARE

senior clinicians and patient

@dvocates.
ILNBEUROPE . 7.
e @ epicare
IN SEARCH OF LOST TIME 5

CHALLENGING FOCAL CORTICAL DYSPLASIAS &
AUTOIMMUNE DISEASES with epllepsy

LW ILICE
(M

ROME, MONDAY 16™ - WEDENSDAY 18™ DECEMBER 2024

practices in epilepsy care.

\ /

Work with EpiCARE for
Standards & Best practices
WG 2 WG 4 e WG 8.
Clini.cal Clinical Neuro- ¢ o athology Pr:e-:t;rglcal
:er:‘etncsd & physiology | eval. urgery
rphacodes \_ /w |
Xy - o j Gl we\é
N WG3 WG 5 Targeted N o
Neuroimaging  Neuropsychology medical eonae
: seizures and
therapies & lepsi
Trials epilepsies
WG 20
Nurses & EEG
technicians
49




THE FIRST ACCREDITED E-LEARNING PROGRAMME ON IIVIDs METABERN

Diagnostic, Clinical &
Therapeutic Education
Programme

on Inherited Metabolic Disorders

Created by the

S, Buropean | \otgbERN

i3 Reference IR
0 o0 Al Network For Heraditsry Wetgkolic Disorders

Accredited by the

European Accreditation

Medical Education
(EACCME)

11 Modules, 27 Web lectures, 17 EACCME credits.

ee

CRISTINA POPESCU
PAEDIATRICIAN

There were some hours really well spent, I
felt like participating to an international The extensive range of subjects covered by the
congress, but in the quiet of my home, taking
notes, rewinding and listening again

“? o s
5 3 . \' e E"f'-'-’): X E,.
Over 600 reéstered Iearners smce thse g

o

launch af’élae \DCTEH{on 19June ZOZA‘from P

~\..r_.. i f.' ) =y

7m€puntrles S al @
Y ?; .{f""yf"
50 tearners have coﬂnplete‘d‘the entlre o, O
£ % ¢ g
programme; W om R 35
B0
Over 210 Iearnens have c@mpleted aﬂeqﬂ o=
one module. - G, L B ':s{i “&f
“ X a0 i B =n3‘~.‘=?,-_~"4f.’-v‘§i OIS
- g ../f \ L B U B
Number reglstere[di Ie,a’rners = “\“ _
lf' __'~m,:‘ Jﬁ_w_j:_& ﬂf N .':‘:‘; = &

29

DCTEP provide a good basic knowledge on
metabolic pathways, the diseases that may
affect these pathways, as well as the work-up

of common presenting symptoms

MARK WIJNEN

INTERNAL MEDICINE RESIDENT
ﬂ 1




. ERKUCATION: FIRST STRUCTURED ERN POSTGRADUATE CURRICULUM - ERKNET

Clinical
experience

2 years
in the field of
rare kidney diseases

b

Webinars
3 years
every 2 weeks
including
, Webinar-related
54 topics e reexiris
pediatric &

adult diseases

Requirements:
Attendance to 80% of FRKnet Webinars

> 75% correct answers in the exams

eLearning

cases ﬂ]
3,

)

topic related
cases

basic &

complex tests
Requirements:
Processing of 80% of all cases

> /5% correct answers

m Pediatrics m Adult

4 Classes: 347 students from 65 ERKNet HCPs in 22 countries
| 104 webinars | 31 eLearning cases | 8 workshops / CME courses

Great Brital"
|relan

15 countries

14




CPMS BASED CROSS-BORDER HEALTHCARE PATHWAYS IN ERN-RND

(323 CASE DISCUSSIONS SINCE 2017)

- Neurorehabilitation * MLD treatment eligibility - DBS for Dystonia

confirming shared guidelines or panels Homogenization of a highly
%‘Sfﬁgwgnfovg%eer& f&féceigilgﬁrlence High-risk & high-cost: gene specialised, invasive treatment.

therapy/stem cell transplantation Lead: Wiirzburg, DE

Collaboration with MLDi, (registry
of treatment outcome/natural
history); Lead: Amsterdam, NL

/=the

(mLD
Sinitiative

 Disease Group Speciﬁc ° Neuroradiology advice \
Consultations & best practice: Eéigﬂgrgp‘?ﬁm 8% F%rareiﬁcalvmg | | R
Diagnosis, Disease management. findings by neuroradiology Development of fuiture I
experts nathwave
Cases clustered by the 6 ERN- Lead: Libeck. DE '”L“”T“““: A
RND disease groups ead: Lubeck, 2.0. treatrnent eligibility I
tl‘o for further gene theranys

management / unsolved/complex
oL

=

cases




. EURACAN SUCCESS STORY - VIRTUAL MULTIDISCIPLINARY TUMOUR GROUPS (MDTS)

EURACAN provides financial support to MDTs to review complex or very rare THE EXAMPLE OF THE RARE GYNECOLOGICAL CANCER GROUP
patient cases registered on the Clinical Patient Management platform (CPMS). 260 patients cases reviewed since 2017

By bringing together leading experts in different countries the goal is:
- to discuss cases of rare adult solid cancers

- to consider all perspectives and give timely and accurate diaghoses
- toincrease access to novel treatments and clinical trials.

As of September 2024, the Network reviewed 286 rare adult patient cases

* Impact of these Tumour Boards on patient care?:

=  Number of reviewed patients doubled over 6 years

= Further diagnostic testing in 1/3 of patients

= New treatment opportunities to those originally planned for 50% of patients
= Adherence to these treatment recommendations 94%.

= Surveillance instead of adjuvant chemotherapy was recommended in 17%

of patients
= 37 patients gained access to off-label therapies, 4 were enrolled in clinical

trials abroad

Patients could access off-label therapies not yet approved for rare gynaecological
cancers, which would otherwise not have been accessible in some countries.

29

1 Alice Bergamini, ESMO Gynaecological Cancers Congress 2024 #£ESMOGynae24, Abstract 82MO
8 October, 2024
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. E RKR e 3"“..\ The European ST
g °si% Rare Kidney Disease Registry ° o CO)
O 1000-1999
@ oo
@ 100-499
(&) <100
o Centralized online registry ”
o Modular concept: Core registry and disease- o
specific subregistries
o >26,00,500 patients enrolled since 1/2019 in 109 . :
®

specialized units in 25 countries

o 60% pediatric and 40% adult patients 30,000
o 100 new patients added per week % 25;000-2
o Annual follow-up achieved in 75% g 20;000%
o Key performance and outcome monitoring % 15»000‘2
system % 1o,ooo-f
www.registry.erknet.org 5 5»000'2
Bassanese et al. Orphanet J Rare Dis (2021)

https://doi.org/10.1186/s13023-021-01872-8 1019 10020 10721 10722 1023 1024



http://www.registry.erknet.org/

. ERNICA QUALITY CYCLE

« Aim of European Reference
Networks = to share, care &
cure

« ERNICA has developed its own
quality cYcIe to meet these
aims, involving guideline
development, implementation,
evaluation in the patient
registry and fill knowledge
gaps in research = ongoing
process

75 research projects in the
ERNICA research
catalogue & set-up of
clinical trails infrastructure

[ Current state of play ]

RESEARCH DESCRIBE DESIRED N
Fill the knowledge /\A LEVEL OF CARE

1 PhD project on
guideline development

consensus and quality i
statements and 2/9 quality
indicator sets developed

indicator sets

2D

BapS Develop guidelines, clinical { 3 guidelines 5 consensus J
t

in rare diseases | 7 /]\
(financed externally) m

This presentation is owned by the ERN and may contain information that is confidential, proprietary or otherwise legally protected.

k EVALUATE
CLINICAL PRACTICE

Explore and understand

DEVELOP & EXECUTE
GUIDELINE
IMPLEMENTATION
practice variation, identify

Develop and
knowledge gaps and the need ) execut'e
for guideline updates m f\ implementation plan
[} @ Y . 02 !

f 1 PhD project on \

implementation
science in rare

@ diseases, 1 central
L implementation team
30 centers have \( and 39 local teams to

registered >3000 patients K set-up j

across 6 diseases MEASURE
QUALITY OF CARE

Measure clinical practice &

w guideline adherence e.g. using the
EPSA-ERNICA clinical audit registry
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. GUIDELINES/CARE PATHWAYS - EPICARE

ﬂDEDICATED WG ON NATIONAL HEALTHCARE
PATHWAYS IN EPILEPSY CARE

Initiated in 2021 the WG focus on public healthcare issues. Structured
interviews of epilepsy leaders demonstrated that epilepsy care
pathways differ significantly across EU countries, indicating the urgent
need for a more structured approach.

The WG is now preparing a Delphi study to reach consensus on
optimal healthcare pathways for patients with epilepsy and an
evidence-based definition of Level Il and Lever IV reference center

@aracteristics

INEQUALITIES IN ACCESS TO CARE: \

EpiCARE performed and published a study on accessibility,
availability and costs within the EU, related to genetic testing for
rare epilepsies (DOI: 10.1002/epi4.12930). Differences are
significant indicating the urgent need for concrete and concerted
actions.

The ERN EpiCARE initiated and signed a Memorandum of

Understanding with all epilepsy-related scientific societies
(International League Against Epilepsy; European Academy of
Neurology; European Paediatric Neurology Society) for a shared /

production of Guidelines and Recommendations.

EPILEPSY CARE PATHWAYS MODELING 07 September 2022

EUROPEAN REFERENCE NETWORK FOR RARE & COMPLEX EPILEPSIES WWW .EPI-CARE.EU

“lllustration of differences in healthcare
pathways in EU countries”

-
o3, European
® it Reference
0o0’ Network
fol

U EpiCARE

Genetic costs' coverage by
the national insurance
following a justified
medical prescription

[l VYes. total coverage of all
avaialble tests

|]| Yes, total coverage but only
in some of the responding
EpIiCARE centers of the
country

[l Coverage of some genetic
tests only
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. GUIDELINES AND CARE PATHWAYS — ERN LUNG

Undiagnosed patients (Working group w/
JARDIN)

* Level 1- EXABO Online expert advice

* Level 2 - CPMS Panel discussion

* Level 3 —Cross-border referral

+* 3 level approach to cross-border care even for

BREATHeREGISTRY

Guidelines and Patient Pathways
“» 6 guidelines endorsed by ERN LUNG
+» 109 publications by ERN-LUNG members
«» Patient journeys for 4 ERN-LUNG disease areas
“ Patient Priorities project for 3 core networks (SARC, ILD, BE)

Population registry — Patient oriented,
voluntary entering of patient details by
patients.

July 2024 - 160 newly entered patients

ERN-LUNG PRIME Registry

* Approx. 2000 patients in registry

Turkey
Poland

Netherlands

Italy

Countries

Spain
Denmark

Germany

ERN-LUNG Academy
* 2023 - 43 participants
* 2024 - 41 participants
2025 - Recruiting ongoing

@

+» Patient Pathways available for CN:
* |diopathic Pulmonary fibrosis
*  Pulmonary Hypertension
*  Sarcoidosis
*  Primary Ciliary Dyskinesia

Clinical Trial Network
9 research projects supported, and
3 core networks supported CF,

AATD, PCD) implemented CTN.
Others like BE, PH are in early
phase.

Go East Initiative

Initiative to involve under-represented Eastern
European countries in ERN-LUNG. Interested HCPs

Belgium located in Romania, Hungary, Slovakia.
0 200 400 600 800
EU MEMBER STATES NON-EU MEMBER STATES %N
Number of Patient data oSN European
2023 - 2024 PRI Reference
. ®s0’ Network

E for rare or low prevalence

; - complex diseases

o Netv\.:ur]-( )
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[l PATIENT JOURNEYS — ERN-RND

5 patient journeys available and
3 in development

Main European languages

Goal: hand out a suitable patient
journey to all newly diagnosed
patients

PATIENT
JOURNEY

Patient Journeys are info-graphical overviews that visualize
patients’ needsin the care of their rare disease.

Hereditary
Spastic
Paraplegias

by PATIENTS
for PATIENTS

- b

Because Patient Journeys are designed from the patient's perspective,
they allow dinicians to effectively address the needs of rare
disease patients.

Adetailed version of this patient journey s available on our website.

Was this patient journey helpful?
Help us improve patient care
and participate in our short survey!

European ({1 - Eurc-HSP
" Reference

Europesn Retersnce Netuod

Coondnator: Oc Kk Groessmr Cotwerst. 7 | 72076 Tabigen | Germuny
Univesiy Hospita Tabingen wem o e | irfoernndde

Challenges Clinic Disease

Goals

First symptoms Diagnosis Treatment Monitoring
9 2" ) B
7 £ ? ? 2 o
! ' ? Day-to-day variation in the
- g
Childhood ~ Age 30 - 50 “ @ S
: : ——
Early symptoms are often 90+ different disease types. mﬁg“'g;u ?s'“m?n"“; faligue, | o\ orogression of symp Understand how to accept life
unspecific Misdiagnosis is common o Y cogr%ve probl New symp can develop with HSP
o > - ..
29 ®
5 = . —t %
) ? &= o Q=
A = il il
Early symptoms in people with ini i 1 i i is migh Regular follow-up. Plan to consider:
HSP can include balance issues Chikent chadnice's aﬂ_er Genehcl dlagnoslts X Personlized plan changes over | future generations; changes at
and tripping excluding other conditions be inconclusive time with progression work; modifications at home
@, D
U ' B [ ]
i i - Increase certainty of diagnosis ﬁ No cure for HSP, only Not all people with HSP want to
Kriowladge of Fer. s W - Referral of people with HSP to different expert ympt { ikabl plan. Need for personalized
many healtheare professionals Awarcncss and prediction of all HSP aspeat R & dlinical frials nceded support

I
[ S
X =

- Clinicians should be able diagnose HSP and know experts to refer people with HSP to

- Support for people with HSP after diagnosis, including physiotherapy and stretching
- Providing people with HSP with information and treatment options

Get people with HSP to maintain
a routine with physical activity.
Best quality of life possible.

@
-

A

Providing information about
support networks; current

research work; patient registries

HSP Hereditary Spastic
Paraplegias

Please note that specific terms (e.g.
home care services, general physi-
cian, physiotherapy) do notinclude
thesame services in all EU countries
and might differ from country to
country. Patient advocacy groups
can often provide support and re-
sources forpatientsand families.

Disclaimer

ERN-RND specifically disclaimsany

warranties of merchantability or fit-
ness for aparticular use or purpose.
ERN-RND assumes no responsibility
for any injury or damage to persons
or property arising out of orrelated

to any use of this information or for

any errorsor omissions.

e,o2%, European
v Reference
? Network

for rave or low prevalence
compiunx diseases

B Network
Neurologcd [rssases
(N}




. PATIENT EMPOWERMENT - RARE-LIVER YOUTH PANEL

“We focus on improving medical care for young patients
and strive to make their journeys easier by supporting,
connecting and accepting.”

. ... 10-15young people with rare liver diseases (aged

mﬂ‘ 18-30 years)

Meeting at least 6 times per year online and once in
person

« Torepresent the interests of young
people and to create awareness

Closely involved in activities of ERN RARE-LIVER
% and the transition working group, participate in

workshops, online meetings and development of especially in young professionals.
guidelines « Tobe role models and mentors for
younger patients.
¢ ,:\‘ Decisions are made together, within the Youth Panel « Toconnect young people with rare
7 diseases.

A E
:.._,...-_,\ Ruijopean erRN RARE-
~..sV Retference
0%y LIVER
0s0’ Network
for rare or low prevalence
complex diseases
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. PATIENT EMPOWERMENT - EPICARE

EPILEPSIE(S) PATIENT ADVOCATES

Because of the major differences, in care and prognosis,
between the different types of the epilepsies, patient
representation has always been highly complex and
challenging.

Despite those difficulties the EpiCARE patient advocates
group succeeded in initiating partnership links with several
associations across Europe.

'Rare and Complex Q _______ @

e

- Russia

aaaaaaaaa

PE.

------

-=\"

Together for rare an: eplleps‘iﬁ*

d complex

o.n‘\ European
..- ..0 Reference
]

o0’ Network

for r rlo wp valens
compl d

This presentation is owned by the ERN and may contain information that is confidential, proprietary or otherwise legally protected.

/PATIENT JOURNEY AND \
LEAFLETS TRANSLATIONS

EpiCARE experts together with patient representatives
already produced a significant number of aetiology-
specific leaflets, with information for caregivers but
also for family doctors. They also take care to translate
them into as many languages as possible to reach a
widest audience. j

o

Rare epilepsies Leaflets
pilep @

Patient and caregivers leaflets are developed to give precise and accessible
informations on rare and complex epilepsies. With one part for healthcare

profesionnals, and one part for patients and their families or carers, PCItI e ntS 8\
these documents detail comprehensively what to expect when facing a B
rare epilepsy. and how to manage care. C O reg |Ver
Unless mentioned otherwise. all leaflets are in english. We are working on |er | ets
translating them in as many languages as possible with the help of
patients associations all over Europe. so check back regularly! L
S

Here you can d load Leaflets in Lar ? .1‘ an':;“,
* Dravet Syndrome

Versions: English (EN) / ftaliana (IT) /Romana (RO) / Hrvatska (HR) / Deutsche (DE) / Norsk {NO) / Srpska (RS) /S k {SE)

* Hypothalamic Hamartoma
Versions: English (EN) / Roman (RO) / Hrvatska (HR)
* Ring Chromosome 20
Versions: English / Hrvatska (HR) / eidapviay exdoom (CR) / Lietuviska (LT)
* Alternating Hemiplegia of Childhood
Versions: English (EN) / Hrvatska (HR} / ltaliana (IT) / Espafola (ES) / F e (FR)
* GLUT1 Deficiency Syndrome

Versions: English (EN) / Hrvatska (HR) / Romand (RO) / Deutsche (DE) / italiana (IT)
* CDKLS Deficiency Disorder
Versions: English (EN) / Espafiola {ES) / Portuguesa (PT) / Hrvatska (HR) / Romana (RO)

* Lennox-Gastaut Syndrome

JOURNEYS &
LEAFLETS

Versions: English (EN) / Romana (RO) / Hrvatska (HR)
* SYNGAP1

Versions: English (EN) / Romana {RO) / Hrvatska (HR}
* RETT Syndrome

8 October, 2024 38




. PATIENT EMPOWERMENT: OPEN DIALOGUE BETWEEN PATIENTS AND CLINICIANS

Workshop: “Patient priorities in ERN
BOND beyond Quality of Life Provision of
care to RBDs patients”

4 topics explored in the rare bone disease
area:

* Pain management

* Pregnancy

*  Movement/Functional limitations
* Transition from pediatric to adult

Publication “Defining priorities in the
transition from paediatric to adult
healthcare for rare bone disease
patients: a dialogic approach”
in the ERN BOND special issue in EJIMG

(Scognamiglio et al., 2024)

results under submission

Commentary paper on the workshop ‘

First author, a rare bone disease patient,
awarded as “Italian Health Champion”
aiming to valorize important scientific
achievements in the biomedical field

LRy
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https://www.sciencedirect.com/science/article/pii/S1769721223001970

Il RESEARCH - ITHACA 9 EuroNDD

)
I\
:i ket

)

FiTv Ao '-

 Elevating Care and Research in Genetic NeuroDevelopmental
Diseases (NDD), a Great Success
msciray Yo on e - Second-of-its-kind European workshop focused on the complex
care and research of genetic neurodevelopmental disorders.
« Over 250 experts including clinicians, patients, and researchers
from across Europe

 Held at the University Institute of Lisbon (ISCTE), April 4-5,
2024

« Highlights of interdisciplinary collaboration and patient-centric
approaches that led to practical innovations in diagnostics and
therapies

« EuroNDD 2024 aligned with and supported by ERN ITHACA's
ongoing initiatives to enhance patient care across Europe

5
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[l SUPPORT TO ORPHANET - ITHACA

Current database statistics, last update: 27/09/2024
« Orphanet is represented in ITHACA's board =
Definitive 1908
Nllo<.1erate 146
» Orphanet summaries e
- Each HCP is invited to collaborate with ORPHANET to create or update —
entries of the European catalogue for (neuro)developmental disorders

. Or|:>hanet proposes yearly a list of missing/outdated summaries that are
delivered on a voluntary base by ITHACA members

« Qver 80 contributions online since 2020

* Link between Orphanet and the SysNDD database

« SysNDD is a database of genes involved in Intellectual disability and Autism
« ITHACA support SysNDD, its curation and funded the link between Orphanet
and SysNDD for the list of non-syndromic ID genes (over 2000)

* Orphanet nomenclature & HPO ontology

- ITHACA has contributed to several updates in the ontology used by
ORPHANET, based on Human Phenotypic Ontology database

« Main contributions are in the field of fetal pathology and recent update in the
classification of spinal dysraphisms

26




. ORPHANET AND HPO REVISION — ERN-EYE

» Meetings » Revision and follow-up
on ontologies

- 3 meetings already took place:

December 2023 & February 2024 in - since 2018 (ERN-EYE meeting in
Strasbourg & July in Amsterdam Mont Ste-Odile, France)

Orphanet Journal of
Rare Diseases

An ontological foundation for ocular
phenotypes and rare eye diseases

Panagiotis . Sergou 3 Emi el Maxime’, Dorothée Leroux”, Annie Olry’, Rachel Thompson®, Ana Rath
Peter N. Hobmson e Dol m and for the ERN-EYE Ontology Study Group

- Development of a registry for - Improvement of genetic diagnosis

Rare Eye Diseases (REDgistry) INTEGRATED IN THE CURRENT

ORPHANET CLASSIFICATION

& HUMAN PHENOTYPE
ONTOLOGY (HPO)

human

\ (I) Phenolipe orphanet

- Context » Context ( OUTCOMES WILL BE \
| |
| |

|

B3 REDgistry

ontology

\____A}




°:°:'~-?-\ European | ERN eUROGEN

.'."."::. Reference Rare Urogenital Diseases

0o0' Network

& Complex Conditions

Aim
. Support development of paediatric
and orphan devices for rare diseases

. Consortium co-funded by the EC, of
academics, developers, clinicians,
regulatory experts, funding experts,
in-silico testing experts

. ERN eUROGEN and MetabERN
involved

DeCODe development

. Concept development

. Advanced development
. Device development and prototyping
. Testing and certification

. Implementation/Lifecycle
management

Goal

Develop a critical path for orphan
device development

Provide support to 5 orphan
device developers

Call for proposals in March 2025

DeCODe support

1. Business (IP, Needs assessment,
Value proposition, Funding)

. Technology (Proof of concept, Infra
testing, Hardware & software,
Connectivity)

. Regulatory (Preparation, Quality
assessment)

Consortium

Academics, developers, clinicians,
regulatory experts, funding experts,
in-silico testing experts

Co funded by EC

ERN eUROGEN and MetabERN
involved

Pilot cases

1.
. Rare and paediatric
. Unmet need, potential for significant

5 cases

benefit

. Off label going towards on label use,

de novo development

. Call open in spring 2025
. Device developers get min 6 months

of support



