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ID-EPTRI project Feasibility phase foresees FSs aimed to test at different level the
acceptability, feasibility and sustainability of future EPTRI

1.
Feasibility
Study with
Scientists

EPTRI
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3. To test the

2,' . interest of patients
Feasibility  and yPAGs, a focus

Study with  groups or webinars
governmen will be organised

{s
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4. Common
services
with RIs

feasibility
studies




Background

The FSs with scientists are aimed to:

a. determine whether an intervention should be
or not be recommended in the specific
context (AB assessment);

b. demonstrate that using the large partnership
set up, EPTRI would be able to provide
research services necessary to the users;

c. provide useful information helping to prepare
for full-scale EPTRI proposal applications and
related future grants.
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Feasibility study process description

Step 1 : FS application and AB assessment of the proposal

A provisional procedure has been created within WP9 in order to assess the FSs.
It includes the setting up of an Advisory Board (AB) to evaluate the appropriateness

) of fea5|b|I|tY‘ studies. | /
¢« e °«_ < N
1. The Users send the 2. The AB chair engages a 3. AB assessment released:
study proposal (including | | rapporteur and a co- a)the proposal meets EPTRI
all the services rapporteur, within the AB mission,
requested) to the EPTRI members, to be involved in
Hub Coordinator. the assessment based on b)the. Proposal meets EPTRI
. capacities and resources,
the competencies
required. c) the scientific contents are

valuable (excellence science)

EPTRI
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Feasibility study process

description

2 In the nomination process of the AB members, a fair representation of the following
areas of expertise has been ensured. Experts were both External and Internal

)This composition demonstrates to cover the main areas of requests from users and
will be considered in the final EPTRI design

Pediatric HTA/Ethics/Regul
research

Toxicology/ Biomarkers/

. atory/Patient’s
Biosamples v/

methodology Pre-clinical _
representative

> One member of the
EAB was included

Developmental Formulation/ Data science/

Pharmacology Devices Bioinformatics

)It was selected also to

represent patients’

Del. 9.4 - Plan of the Advisory Board Activities

needs.

e PTRI
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Feasibility study process description

Step 2: FS Report and assessment of the Report

After receiving the AB assessment of the FSs, the Coordinator set up an Expert group
(anticipating the future Access Management Committee).

Feasibility Study preparation expert group in charge of:

@ Collect completed information on the study

Check services available in EPTRI
@ Collect opinion from TRPs,CSs, EAB, PPI

Prepare the FS report
CPTRI
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Step 1 - Feasibility Studies resulis

AB common assessment

B Platform 1. Paediatric

Medicines Discovery *-. 3
10 FS proposals were received from 6 el 4
. ® Platform 2. Paediatric Bt
internal and 4 external users pommianand | *1e._
Biosamples Rl B
e
H 1 H ¥ Platform 3.
All proposals dealt with paediatric AR L N
preclinical/translational research pharmacology e 4§
u Platform 4. Peediatric = f
. Medicines Formulations "~ 2
Each proposal included the request of 2 and Medical Davice IR
to 5 research services -
+ Patients/YPAG
representative should be
. . asked to commenton :
A total of 90 different research services impact of such a project in i
. order to contribute to the = S
* Ethic opinion should be
included in the Report.
Ethical
Advisory
Centralised Board y o * 9 pmposals

Services

G proposals

EPTRI
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Excellence and Innovation

Melatonine
during
pregnancy

Innovative value

Availability of data on
safety and efficacy both
for the mother and the

offspring, prior to the first
administration to pregnant
women.
Placenta-on-chip

Innovative value

Efficient discovery of new
bioactive compounds;
development and
preclinical evaluation of
novel drug-like molecules
as dual activators of SIRT1
and tissue specific
isoforms of AMPK kinase.

EPTRI
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Active
Pharmaceutical
Ingredient for
Phase 1 trial

Innovative value

New methods to prepare
experimental paediatric
medicine formulation.

Modification of an APl to
make it appreciably water
soluble and in terms of
taste agreeable enough by
children of all ages.

Innovative value

Development of an
algorithm that includes
parameters and
biomarkers of early
inflammation in patients
with LOS will allow a
timely diagnosis (or ruling
out sepsis).
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Protease
resistant E. coli
asparaginase

Innovative value

academic basic research
and preclinical
development mature
enough to fill the gap
between academic basic
research and clinical and
commercial application.




Excellence and Innovation

ediatric. bet
thalassaemia
patients
responding to
drug
ydroxyure

Innovative value

identification and
development of a new
predictive serum
biomarkers to promote a
safe and effective
administration of MPs in
children.

Risk of
pathology in
preterm
newborns

Innovative value

To translate the basic
research findings into
clinical applications (bench
to bedside approach)
providing
diagnostic/therapeutic
tools for neonates.

EPTRI
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Innovative value

Set-up of different models
to better conceptualise
heterogeneity in
paediatric
neuropsychiatric diseases
(PND).

itochondria
regulation of
functional
pathways

Innovative value

To understands the
mechanisms underlying
brain damage caused by

alcohol toxicity in order to
identify new druggable
target
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Oral liquid

Innovative value

-Studying stable palatable
solutions containing
excipients tolerated by
paediatric patients of
sodium DCA.

- Studying orally
disintegrating mini-tablets
of sodium DCA as an
alternative and more
practical formulation.




STEP 2- Identification of services

providers

According to the EPTRI procedures, the service providers’ identification was performed on

the basis of:
More details on the proposals aims, expected
outcomes, preferred methods, timing, costs,

etc.

- ' - ' Consultation of EPTRI provisional Inventory

of services and research units

| | |
Motivated opinion of the TRPs chairs on the
accountability of the RUs identified

Il _l_=
Opinion of WP4 for centralised service availability
Opinion of EAB and PPI

€ PTRI
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STEP 2- Identification of service

oroviders

Results: a total of 90 research services can be covered
whithin EPTRI

RUS identified to provide services

PAEDIATRIC BIOMARKERS AND BIOSAMPLES TRP
PAEDIATRIC MEDICINES FORMULATION TRP
PAEDIATRIC MEDICINES DISCOVERY TRP

DEVELOPMENTAL PHARMACOLOGY TRP/PLACENTA PLATFORM

m N° of RUS
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Service identification and

assianment

Centralised Services

Communication with other paediatric initiatives and PPI _
Integration with clinical settings [ R
ELIXIR services [l

ELsi services [
Data Sharing, Fair Principles and data collection -
Contacts with investors | R

Support to address funding calls —

Ethic Consultation ([ G
Regulatory support _

0 2 4 6 8 10 12

) Centralised services will be also needed, the majority (seven out of ten) related to the need to
translate preclinical and basic research results into a clinical research phase, and to ethic and
regulatory support

EPTRI
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Ethical Advisory Board

coniribution

Melatonin administered during

pregnancy as a potential
neuroprotective agent again

EPTRI

The study shall be submitted to an Ethics
committee devoted to animal studies to
assess

1- justification of the study and
safety/welfare measures

2-National requirements related to

>storage, quality, traceability, the consent

regime to use it..) tissues and cells legal
provisions (e.g. quality, transfer etc.) included
in the EU Directive 2004/23/

3-Conformity with the principles for
“Good Laboratory Practices” (GLP) and in
accordance with all applicable internationally
agreed rules.
Data/biological materials sharing agreements

to be signed by institutions included i
study
EurOPEAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE EPTRI Stakeholders Roundtable - 09/07/2020




Ethical Advisory Board

coniribution

v" Ethical opinion as included in the Report (Examples)

This study should be conducted by accredited
research laboratories applying the principle
of the three Rs and the relevant EU laws,

Preparing a newly developed active guide and recommendations, by providing
pharmaceutical ingredient for Phase 1 trial < high-quality husbandry and appropriate
veterinary care and reporting any suspected
deficiencies in animal care and welfare.

These provisions will be devoted to assure

Identification of biomarkers for the
segregation of paediatric beta » that the animal studies are carried out

thalassaemia patients responding to drug respecting animal Wellfare’ in Conformlty Wlth
the principles for “Good Laboratory Practices”
(GLP) and in accordance with all applicable

internationally agreed rules.

EPTRI
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Patients groups contribution

The involvement of the members of the Young Patients Advisory Groups (YPAGs) might be of

great relevance for these studies:

Preparing a newly developed active
pharmaceutical ingredient for Phase 1 trial

New Agents for the treatment of
Duchenne

EPTRI
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Involvement in the following activities:
communication, training activities, short
training video clips, mobile apps or serious
games, definition of the research priorities
and outcomes, scientific events to explain the
importance of their involvement in research.

Involvement in the organisation of awareness
campaigns through the social media and in
the development of communication materials
to promote awareness on the rare diseases
and the Duchenne Muscular Dystrophy.

Involvement in the development of
communication materials on the relevance of
preclinical research, short video clips, age-
appropriate informative materials .
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Added value for EPTRI

To complete the process and to finally determine
whether an Intervention should be or not
recommended to be performed in the future
EPTRI, other characteristics of the proposals have
been evaluated in terms of sustainability
(potential to attract external funds from public
research  projects or private  sponsors),
advantages and innovation potential and specific
gaps to be solved within EPTRL
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Added value for EPTRI

. EPTRI scientific capacity building. Many projects will promote interactions and
further integration between pediatric research groups and will implement participation
of new partners to EPTRI. It will stimulate the creation and application of common
standards and procedures able to increase scientific interest around EPTRI.

MoSe2

A successful grant needs collaboration with large
clinical pediatric Networks.

* EPTRI sustainability will be in term of streamlining funding to identified research
areas, allowing successful grant application (public or private) and “selection and
prioritization” of drugs to be translated into clinical evaluation.

* Protease-resistant E. coli asparaginase
* Active Pharma Ingredient for Phase 1 trialActive Pharmaceutical Ingredient for Phase 1 trial

.« 4p

EPTRI Sustainability and attractiveness for sponsors.

EPTRI
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Added value for EPTRI

. EPTRI social value. The procedures that will be put in place in EPTRI will
increase the patients and children’s participation. In particular, PPI team and ID-
EPTRI Ethical Advisory Board appreciated the efforts made to reduce the lack of
effective therapies for children in relevant diseases areas.

Oral liquid formulations of sodium dichloroacetate
New formulations are included in the pipeline activities of
companies working on paediatric medicines.

* EPTRI economic interest. If the studies would be performed, their results will be used
to develop innovative paediatric medicines/products as well as to attract private
funders and sponsors on the basis of a well-organized collaborative research work.

* Protease-resistant E. coli asparaginase
* Active Pharma Ingredient for Phase 1 trialActive Pharmaceutical Ingredient for Phase 1 trial

* Oral liquid formulations of sodium dichloroacetate

Due to the innovation potentiality, a private sponsor could be
interested to promote the project.

EPTRI

EuroPeEAN PAEDIATRIC TRANSLATIONAL RESEARCH INFRASTRUCTURE

EPTRI Stakeholders Roundtable — 09/07/2020



FSs lesson and main results

The procedure put in place to solicit submission of proposals to

EPTRI has been successful. We collected 10 proposals with 3 from
external users.

The majority of the services required are potentially
covered by EPTRI RUs and Centralised Services . For 1
service EPTRI will contact another RI.

o@ Six proposals foresaw the use of IT tools for data
@ interoperability.

Seven of ten proposals require service to identify children
samples and data collection as well as service to bridge
translational research to the clinical setting
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