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Scientific aim
“"PRE-CLINICAL RESEARCH TO DEVELOP EFFECTIVE THERAPIES FOR RARE
DISEASES’

Malattia rara: patologia che affligge non piu di 5 persone ogni 10.000 persone nella
Unione Europea, nei paesi EC associati e in Canada

Attenzionelll USA e Giappone per es. utilizzano criteri differenti per definire se una patologia sia rara o no!

| progetti possono essere su | sola patologia rara o su un gruppo di patologie rare

NON POTETE PRESENTARE PROGETTI SU ("Approaches and topics excluded from the scope of the call”):
Malattie infettive rare

Tumori rari

Rari eventi avversi alla somministrazione di un farmaco

Interventional clinical trials

Terapie bastate sulla chirurgia o sulle radiazioni

Studi su metodi per accelerare la diagnosi di malattie rare (topic dello scorso annol)

Malattie neurodegenerative rare > potete fare demenze infantili o malattie neurodegenerative infantili
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Scientific aim

At least one of the following areas:

Development of novel therapies in a preclinical
setting (including small molecules, repurposing
drugs, cell and gene advanced therapies)
focusing on condition(s) with unmet medical
needs

Use of disease models suitable for medicinal
product’s development according to EMA
guidelines

Development of predictive and
pharmacodynamics (PD) biomarkers (with
appropriate analytical methods e.g. OMICS) in
a preclinical setting (e.g. in the validated model
or in pre-collected human samples) for
monitoring the efficiency of the therapy. The
model chosen must mimic the human diseases
and be fransposable so that the biomarker
identified in animals can be valid for humans

Proof of principle studies fostering an early (pre-
clinical) stage of drug development (excluding
interventional clinical trials of phase 1-4).
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Scientific aim

Novel therapies or proof of principle studies:

% ODD: orphan drug designation planning

% Scale up feasibility for clinical trials and manufacturing

s For new targets: validation in preclinical models should be the first step

Validation or development of predictive and pharmacodynamics biomarkers:
s Ensure that the biomarker undergoes analytical validation using high quality samples from an
independent collection - samples from BIOBANKS!!!

Disease models:

% Describe how the model replicates the pathology

% Describe if and how the model replicates aspects of the therapy target

% If you use animals, describe why you use them, if there is no alternative method, how many animals you
use and how you defined the number, the choice of sex

% Describe how the preclinical model aligns with future stages in humans
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Scientific aim

Additional elements — Read very carefully page 8:

% Study design

% Bioinformatics

% Preliminary data

% Risk management

% Feasibility

% If relevant — intellectual property management

% Information on other studies on the same target

% Use of existing European health research infrastructures, or IRDIRC recognised resources

% FAIR principles: Findable, Accessible, Interoperable, Reusable - to be included in the
data management plan

% PATIENTS ORGANIZATIONS AND PATIENTS REPRESENTATIVES
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Evaluation and Scientific revision

La valutazione viene effetfuata da due organi distinti:

Call Steering Committee (CSC) =1
rappresentante per ogni Funding Agency
che partecipa alla Call.

« Supervisiona tutto il processo

« Definisce le procedure della Call

« Da laraccomandazione finale sui
progetti da finanziare sulla base della
graduatoria

« TUTTE LE PROCEDURE SULLA CALL
VENGONO DECISE DAL CSC

9%

Scienziati riconosciuti a livello
internazionale che valutano i progetti
Firmano una dichiarazione di non-
conflict of interest
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Sp.ti Clarity and pertinence of

the objectives

/

proposed approach and
methodology

Involvement Excellence

of PAOs

-~

Competence and
experience of
participating research
partners in the field(s) of
the proposal (previous
work in the field, specific
technical expertise)

Soundness of the concept

Innovative potential

Feasibility of the project (adequate requested
resources, time schedule, access to patients or
patient’s data and/or material)

Added-value of tfransnational collaboration: gathering
a critical mass of patients/biological material, sharing
of resources (models, databases, diagnosis, etc.),
harmonization of data, sharing of specific know-how
and/or innovative technologies, etc

Inclusion of Early Career Scientists as
Principal Investigators

Potential of the expected results for fu’rur;\
\

/

clinical, public health and/or other socio- Impact
economic health relevant applications, -
including patients’ needs; 5 p.i

Budget and cost-effectiveness
of the project (rational
distribution of resources in
relation to project’s activities,

partners’ responsibilities and
time frame) / l

Complementarity of the participants
within the consortium, including the
integration of PAOs where possible

Treshold
3/5
12/15

Appropriateness of the management
structures and procedures, including risk
management, contingency plans and
innovation management

Plan for sustainability of
infrastructures or resources
initiated by the project

—

Quality and efficiency of the
-« implementation

5 p.ti

Coherence and effectiveness of the work
plan, including appropriateness of the
allocation of tasks, resources and time-

frame

Involvement of industry (when
appropriate/applicable/available)

Benefit to patients, their families, and carers

developed through the involvement of
patient’s organizations and patient
representatives where possible

Effectiveness of the proposed measures to exploit and

disseminate the project results (including management of Fondazione

) ; Regionale
IPR), to communicate the project, and to manage per la
research data. A data management strategy in the full E'igﬁ:ggica

proposal is mandatory



Evaluation and Scientific revision

Il processo di sottomissione € composto da 4 fasi:

STAGE 1
Pre-proposal

STAGE 2
Full proposal

STAGE 3
Rebuttal stage

STAGE 4
Consensus meeting

Le proposte che hanno passato I'eligibility check vanno al SEC
=2 2 membiri/proposal
Commento + score per ogni criterio

¥

Consensus meeting del SEC e graduatoria delle pre-proposal
Meeting del CSC e decisione finale sulle pre-proposal

\ 4

Invio delle valutazione e possibiliraccomandazioni del SEC

\ 4

Underrepresented countries possono unirsi alle
proposal
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Evaluation and Scientific revision

Il processo di softomissione € composto da 4 fasi:

STAGE 1

Pre-proposal ,
Le proposal che hanno passato il pre-proposal stage vengono

invitate a sottomettere il Full Proposal

STAGE 2 ‘
Full proposal

Le Full Proposals vengono inviate almeno a 2 revisori specializzati
esterni al SEC
STAGE 3 non c’'e votazione prima del rebuttal stage
Rebuttal stage

STAGE 4
Consensus meeting
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Evaluation and Scientific revision

Il processo di softomissione € composto da 4 fasi:

STAGE 1
Pre-proposal

Prima di arrivare di nuovo al SEC, le Full Proposal fornano ai Pl che

STAGE 2 pPOossono chiarire alcuni punti rispetto ai commenti dei revisori esterni

Full proposal

STAGE 3 NON si possono aggiungere parti mancantfi
Rebuttal stage NON E' OBBLIGATORIO

STAGE 4
Final decision
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Evaluation and Scientific revision

Il processo di sotftomissione € composto da 4 fasi:

STAGE 1
Pre-proposal

STAGE 2
Full proposal

STAGE 3
Rebuttal stage

Il SEC si incontra per dare le votazioni e definire la graduatoria finale tenendo

conto di;

> Evaluation criteria
> External reviewer comments
» Rebuttal discussion
» Discussione in sede di consensus meeting

Il SEC ha a disposizione anche:

» Valutazioni da parte di expert patient reviewers
> Valutazione da parte di statistici (no score)
» Valutazioni etiche

hd

Il CSC prende atto della graduatoria del SEC e si
incontra per stabilire quali progetti verranno finanziafi
IN BASE ALLA GRADUATORIA E Al FONDI DISPONIBILI
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General provisions

The maximum duration of the project is three years.

Eligible partners:

e academia

e clinical/public health sector
* enterprise (all sizes of private companies). Participation of small and medium size enterprises (SMEs) is
encouraged when allowed by national/regional regulations

* patient advocacy organisations (PAO)

The inclusion of a non-eligible research partner (principle investigator) in a proposal leads to the rejection of the
entire proposal without further review.

Consortia:

Each consortium submitting a proposal must involve four to six eligible principal investigator from at least four
different participating countries.

No more than two eligible partners from the same country can be present in each consortium.

The number of partners can be increased to 8 in two cases:

a) The inclusion of partners from participating countries usually underrepresented in projects (Czech Republic,
Slovakia, Hungary, Lithuania, Poland, and Turkey).

b) The inclusion of Early Career Researchers as full partners (see section 4.5).
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General provisions

Early Career Researchers

v. Guidelines

ECRs are defined as per the regulations of the European Research Council criteria for starting grants. In short, the researcher
must have been awarded their first doctoral degree (PhD) two to seven years prior to the pre-proposal submission deadline.
Extensions to this period are allowed (with documentation) in the case of reasonably justified career breaks: absence for
maternal, paternal or long-term sick leave, and compulsory military service.

For medical doctors (or applicants holding a degree in medicine), an MD is not by itself considered equivalent to a PhD award.
To be considered an ECR, these applicants must provide the certificates of both a medical doctor degree and a PhD, or proof
of an appointment that requires doctoral equivalency (e.g. post-doctoral fellowship or professorship appointment). MD
applicants that do not hold a PhD must have been awarded their MD four to nine years prior to the pre-proposal submission
deadline. For medical doctors who have been awarded both an MD and a PhD, the date of the earliest degree that makes
the applicant eligible will be used to calculate eligibility. Extensions to this period will be given (with documentation) for clinical
training periods up to a maximum of four years.
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General provisions

Each partner (with their respective research groups) must contribute substantially to at least
one of the project work packages. Consortia may include collaborators that secure their own
funding. Collaborators do not count toward the limit of 8 partners requesting research funding.
Each transnational proposal must nominate a project consortium coordinator among the
project partner principal investigators. The coordinator must be an eligible project partner from
an EJP RD JTC 2020 funding country/region.

Double funding of research projects is not permitted. The JCS and national/regional funding
organisations will perform cross-checks of subbmissions against other joint transnational (e.g.
NEURON, JPND, EuroNanoMed, ERA PerMed etc.) and national calls. Partners may not apply for
funding for the same research activities in different calls.

Consortia are strongly advised to include patient representatives and patient advocacy
organizations (PAOs), which are eligible to receive funding for their activities. If patient
involvement is not deemed appropriate within a research project, this should be explained and
justified.

9%
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General provisions

Research consortia who intend to submit a tfransnational project proposal should register via the electronic
proposal system: hitps://ptoutline.eu/app/ejpord20 . -

Please fill in the data sheet in the system.

Two-stage submission procedure for joint applications:
* pre-proposal
« full proposal.

One joint proposal document (in English) shall be prepared by the partners of a joint fransnational proposal,
and must be submitted by the coordinator only to the JCS via the electronic submission system. The proposals
must strictly follow the instructions in the proposal form.

In general, no fundamental changes between the pre- and full proposals concerning the composition of the
consortia, objectives of the project or requested budget will be accepted. The CSC, however, may allow such
changes if detailed justification is provided to the JCS.

The Call Steering Committee (CSC) and the Scientific Evaluation Committee (SEC), will manage the evaluation
process of the call with support of the Joint Call Secretariat (JCS) (ANR, France). The process includes the
Lvaluation procedure of pre- and full proposals and the final selection and award of research projects.

X
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https://ptoutline.eu/app/ejprd20

General provisions

The JCS will check all pre-proposals to ensure that they meet the call’s formal criteria. The JCS
will forward the proposals to the CSC members who will perform a check for compliance to
country/regional/PAQO eligibility rules. Please note that proposals not meeting the formal

criteria or the national/regional eligibility criteria and requirements will be declined without
further review.

The adherence to the national/regional regulations in the “Guidelines for Applicants”
document is mandatory
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EUROPEAN FRRB rule§ounw and Region Specific Information

Dl

ITALY, FRRE

[taby
Fondazione Begionale per la Bicerca Blomedica - Regional Foundation for Biomedical Ressarch (FREE)

Wia Taramell 12,
20124 = Milanao
Tel +3% 02 47450174

Mizs Foolo Belle

Mrs. Carmen De Froncesco
Cr. Facla Larghi, PRD

Mail to: bandi@frb. it
€ 1.000.000
Up to 20% flat rate calculated on direct costs — Subcontracting costs excluded from this calculation.

2-3

Maxamum € 300,000 per project
MAXIMUR TWO PARETHERS FER FROJECT

Maxirmum 3 vears

Fulbhc or Prvate IRCCS (Scientific Institutes for Research, Hospitalzation and Health Care), Puklic Health Care
Froviders [ASST), Universities and Ressarch Institutes located on the Lombardy territory.
It is COMPULSORY that at least one IRCCS [public or private] or ASST iz partner in the project proposal.

Cither types of organization are eligible OMLY in portnership with them. Eondcziclme
Enterprses and for profit Crganisation are NOT eligible. pgrgllgna e

Ricerca
' Biomedica




The Principal Investigator (P1] and all members of the research group must belong to eligible institutions.

If an applicant has a currently funded FRREE grant, he/she cannot submit an application (neither as Pl nor as WP leader)
Coexsting FRRE awards and applications for new awards are not permitted

Direct costs:
s  Personnel (for public IRCCS and ASST, OMNLY femporary confracts|: max 50% of the fotal direct costs (overheads
and subcontracting costs excluded)
*  Consumables, animals purchase, maintenance and bresding;
s  Equipment (on hire or eligible amortization rate):
s Travel: max 10% of the total direct costs[overheods and subconfracting costs excluded)
s Publications: max 5% of the total direct costs [overheads and subconfracting cosfs excluded)
s  Overheads: 20% flot rate calculated on direct costs (Subcontracting costs excluded from this calculation).
s  Subcontrocting: maox 20% of the total direct costs [overheads costz excluded)
FRRE will require the submission of a financial audit certificate togethear with the final financial report. This cost, fo be
included under the “Subcontracting category” will be eligible up to o maximum of € §.000.

Only costs generated over the lifefime of the projact will be consideraed eligibls.

According to intemal procedures, Regional Foundation for Biomedical Research (FRRE) will grant an eligibility clearance
ta the potential applicants prior to the submission of the pre-proposals,

The eligicility check will be based on the verfication of o dedicated form [“Eligikility check form”], also availakble on the
FRRE insfitutional website, to be refumed, by email, to FRRE (bandi@fmb.it] , duly completed and signed by the Principal
Investigator af least 10 working days before the pre-proposal submission deadline,

FRRE will provide feedback on the Eligibility check form ORLY in casze of major issues or non-aligibility.

Pls who submit a proposal without sending the "Eligibility check form” to FRRE beforehond wil be automatically
excluded.

In addition, FRRBE provides an excel shest to help applicants abide by FRRE funding rules. This form is meant to support the
Pls in the elaborafion of the budget, but it does not need fo be sent fo FEREB.

Lomizardy beneficiaries will e reguested fo submit annual scientific and financial reports.

Administrative and financial guidelines will be provided by FRRE in due time to the confact persons of the fundsd
organizafions.
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Appunti P Carattere 1 Allineamento P MNumeri P Stili
17 - F
A B C D E F G
E European Joint Programme on Rare Diseases (EJP RD) Call for Proposals 2020
2 ‘! ,.
3 Project Acronym | PLEASE NOTE : this budget table is provided as support to Lombardy applicants in the
4 droft of the budget.
5 Plname There is no need to submit it to FRRE. Only the pre elegibility check form is requested.
5 Institution
Type of organisafion
H=Heailth care provider, IRCCS aor
AT, A=Academia; RO: Research
7 |Organisation
g8
9 Type Total costs Item Description heading - T - Maximum percentage (%) -
Perzcnnel Flegse indicate the number of FMs per category of personnel [2.g. FhD Students, Personnel! #DIV/ Max 50% of the total direct costs
Past doc researchers, fechnicians) and the project fasks that justify the inclusian of [overheads and subcontracting costs
that number of FMs. For public IRCCS and ASST ONIY femporary confracis are excluded]
10 eligible costs
Consumables Flegse identify the consumabies nesded for the project fasks. [T /s possible fo Travel DIV, max 10% of the total direct
include here animal purchase, their maintenance costs and breeding costs(overheads and subcontracting
11 costs excluded
Equipment For FRRE, anly equipment on hire ar eligible amarfisation rate. Publications DIV, max 5% of the total direct costs
fowverheads and subcontracting costs
12 excluded]
Travel Flegse give an estimate an the number of fravel and main regsans for fraveling Other (direct costs) #DIV,/ O no limits but nesd fo be duly justified
during the project. Principal Investigators may be invited fo present their projectsin
13 EJF meetings.
Publications Flegse give an estimate an the n. of publications. The cost of publications shall be Subcontracting DIV, max 20% of the fotal direct costfs
included in "other cosf" in the project pre-proposal and full proposal femplates. 11 is [overheads costs excluded
14 presented separately here fo facilitate the compliance with the FRRE budget rules.
Other (direct costs) It may include shipping costs for sampies, all ather costs, efc. Flease justify each
15 predicted expenditure in relafion to project tasks and abjectives
16 |Subtotal direct costs £ - |Subtotal of all direct costs (subcontracting excluded)
17 |Overheads £ - |Fiaf rate 20% calculated on direct cosfs [subconfracfing excluded)
Subcontracting Flease justify each subcontracting cast in relation fo project fasks and objectives.
It is compulsary to include in this section the cost of a financial audit cerfificate to
be submitted with the final report (Eligible cost up fo a maximum of € 5.000] . . . . . .
Subconfracting cosfs shall be included in "other cosfs” line in the praject pre-proposal According to FRRE rules, it's compulsory to include the cost of a financial audit
15 and full proposal femplafes.
1% Total budget (€)
20
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FRRB rules

% Leggere aftentamente le guidelines
*»» Ciascun ente interessato a richiedere un contributo a FRRB nell’ambito di una Call

dovra obbligatoriamente inviare, all'indirizzo bandi@frrb.it il form di «Pre-eligibility check
formy scaricabile dal sito internet di FRRB e dalla pagina ufficiale del singolo
programma.

% Tale modulo dovra pervenire agli uffici di FRRB almeno 10 giorni lavorativi prima dalla
deadline di sottomissione del pre-proposal cosi da permettere alla Fondazione di
verificare I'ammissibilita a partecipare alla Call degli enti proponenti.

% Soltanto nel caso in cui il controllo dovesse avere esito negativo o dovessero essere
necessarie maggiori informazioni sara cura di FRRB contattare I'ente interessato.

% Domande e quesiti dovranno essere inviati a bandi@frrb.it, specificando «EJP JTC
2020» nell'oggetto. Le domande, preferibiimente senza elementi identificabilli,
saranno pubblicate con la relativa risposta nelle FAQ pubblicate nella pagina web di
FRRB dedicata alla call.
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Iimeline

Date

Stage

December 18, 2019

Publication of the JTC 2020

February 18, 2020

Submission deadline for pre-proposals

April 30, 2020

Communication selection of pre-proposals

June 14, 2020

Submission deadline for full proposals

October/November 2020

Final funding decision consortium

First half of 2021

Funded projects start

9%
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Pre-proposal template

%6 . EUROPEAN JOINT

%9, RARE DISEASES

Call for Proposals 2020
"PRE-CLINICAL RESEARCH TO DEVELOFP EFFECTIVE THERAPIES FOR RARE DISEASES”

Submission deadline for pre-proposals:
February 18%, 2020; 2 p.m. [CET)

Pre-proposal application form

Please note:

» Proposalz that do not meet national/regional eligibility criteria and requirements will be
declined without further review.

» Format is Century Gothic font size 11, single-spaced, with margin: of 1.27 e¢m. Incomplete
proposals, proposals using a different format or exceeding length limitations of any sections will

% (& be rejected without further review. Fondazione
‘ » Once completed, the pre-proposal must be converted in a single PDF document before being Regionale
‘ ’ uploaded to the submission website. gﬁ:;?c q

) » Biomedica




Project awarded!

FRRB: Successivamente all’approvazione della graduatoria, il Cda di FRRB riceve I'informativa dal
Direttore generale e approva formalmente la graduatoria finale dei progetti ammessi e finanziati e
non finanziati. Gli Entfi interessati sono contattati da FRRB per le pratiche amministrative
(accettazione del contributo, conferma da parte dell’ente finanziato che nellambito del
progetto non si svolgano attivitd economiche, convenzione, modalita di erogazione...)

JCS:. The project coordinator is the point of contact for consortia during the application
procedure, and is responsible for forwarding relevant information from the JCS to their consortium
members.

The coordinators of all funded projects must submit a brief annual scientific project report (due on
the 28™ of February 2022 and subsequent years) and a final scientific project report (due within six
months of the end of the project). All reports must be in English and must use the reporting
templates provided. The research partners are jointly responsible for delivery of the reports. Only
reports delivered on behalf of the consortium, via the project coordinator, will be accepted.

Consortium members of projects selected for funding must fix a common project start date, which
will be the reference date for yearly and final reports and extensions. This common project start
date must appear in the Consortium Agreement (CA).
@ onaer
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