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1. MOTIVATION

There are at least 6000 to 7000 distinct rare diseases, the great majority being of genetic
origin. Although individually rare, taken together rare diseases affect at least 26-30 million
people in Europe. Moreover, they represent a major issue in health care: a large number of
these diseases lead to a significant decrease of life expectancy and most of them cause
chronic illnesses with a large impact on quality of life and the health care system.

Therefore, research on rare diseases is needed to provide knowledge for prevention,
diagnosis and better care of patients. Yet, research is hampered by lack of resources at
several levels: (1) Few scientists work on one specific disease, (2) There are few patients per
disease and they are scattered over a large geographic area, causing difficulties to gather
the necessary cohorts, (3) Existing databases and material collections are usually local,
small, and not accessible or standardised, (4) Diseases often have complex clinical
phenotypes and require interdisciplinary cooperation for research, hence, interdisciplinary
approaches to treatment.

The specificities of rare diseases - limited number of patients, scarcity of relevant knowledge
and expertise, and fragmentation of research - single them out as a distinctive domain of
very high European added-value. Rare diseases are therefore a prime example of a research
area that can strongly benefit from collaboration/coordination on a transnational scale.

In this context, the ERA-Net “E-Rare” for research programmes on rare diseases has been
extended to a second phase “E-Rare-2” (2010-2014) to further help in coordinating the
research efforts of European countries in the field of rare diseases.

The following parties,

The Austrian Science Fund (FWF), Austria

The Research Foundation Flanders (FWO), Belgium, Flanders

The Fund for Scientific Research (FNRS), Belgium, French-speaking community
The French National Research Agency (ANR), France

The Federal Ministry of Education and Research (BMBF), Germany

The General Secretariat for Research and Technology, Ministry of Education, Life
Long Learning and Religious Affairs (GSRT), Greece

The Italian National Institute of Health (ISS), Italy

The Chief Scientist Office of the Ministry of Health (CSO/MOH), Israel

The Institute of Health Carlos Il (ISCIII), Spain

The Scientific and Technological Research Council of Turkey (TUBITAK), Turkey

have decided to open the third E-Rare joint transnational call (JTC 2011) for funding
multilateral research projects on rare diseases. The call is being opened simultaneously by
the partners in their respective countries.

2. AIM OF THE CALL

The aim of the call is to enable scientists in different countries to build an effective
collaboration on a common interdisciplinary research project based on complementarities
and sharing of expertise, with a clear translational research approach. Projects shall involve
a group of rare diseases or a single rare disease following the European definition i.e. a
disease affecting not more than five in 10.000 persons in the European Community. Rare
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infectious diseases, rare cancers and rare adverse drug events in treatments of
common diseases are excluded from the scope of this call.

Transnational research proposals must cover at least one of the following areas, which are
equal in relevance for this call:

a) Collaborative research using patient databases and corresponding collections of biological
material that would generally not be possible at a national scale. This research must have
clear potential for clinical application and well defined scientific objectives e.qg.:

o definition of new nosological entities, epidemiological studies, genotype/phenotype
correlations, natural history of diseases;
e characterisation of the genetic/molecular basis of specific diseases

b) Research on rare diseases including genetic, epigenetic, and pathophysiological studies,
using innovative and shared resources, technologies (OMICS, new generation sequencing,
etc.) and expertises. The clinical relevance of this research must be clearly demonstrated.

¢) Research on development of applications for diagnosis and therapies for rare diseases.
This may include identification and characterisation of (bio)-markers for diagnosis and
prognosis, development of innovative screening systems and diagnostic tools, the generation
of relevant cellular and/or animal models, and preclinical studies using pharmacological,
gene or cell therapies.

Interventional clinical trials are excluded from the scope of the call.

Project proposals must clearly demonstrate the potential health impact as well as the added-
value of transnational 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.

3. MANAGEMENT BOARDS

Two boards, 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) (set up at The French National Research Agency, ANR). The process
includes the evaluation procedure of pre- and full-proposals and the final selection and award
of research projects.

e The Call Steering Committee (CSC) is composed of a single representative from
each country/region funding organisation. The CSC will supervise the progress of the
call and the evaluation of proposals. The CSC will make the final funding
recommendation to the national/regional funding organisations on the proposals to be
funded, based on the final ranking list provided by the SEC. All decisions concerning
the call procedures will be taken by the CSC.

e The Scientific Evaluation Committee (SEC) is a panel of internationally recognised
scientific experts responsible for the evaluation of submitted proposals. SEC
members will not submit or participate in proposals within this call, and must sign a
confidentiality form and a statement to confirm that they do not have any conflicts of
interest. The SEC will nominate external peer reviewers.
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4. APPLICATION

4.1.Funding recipients/Eligibility

Joint research proposals may be submitted by applicants belonging to one of the following
categories (according to country/regional regulations):

e academia (research teams working in universities, other higher education institutions
or research institutes)

¢ clinical/public health sector (research teams working in hospitals/public health and/or
other health care settings and health organisations)

o enterprise (all sizes of private companies). Participation of small and medium-size
enterprises (SMEs) is encouraged when allowed by national/regional regulations

» Please note that the inclusion of a non-eligible partner in a proposal leads to the
rejection of the entire proposal without further review. Whilst applications will be
submitted jointly by research groups from several countries, individual groups will be
funded by the individual funding organisation of their country/region that is
participating in the E-Rare-2 JTC 2011. The applications are therefore subjected to
eligibility criteria of individual funding organisations. Applicants are strongly
advised to contact their corresponding national/regional representative and confirm
eligibility with their respective funding organisations in advance of submitting an
application (see national/regional contact details and Annex).

» An optional eligibility check (on the basis of the institutions of the research
partners) will be offered to applicants before the submission deadline (up to January
7, 2011, please visit www.e-rare.eu).

Only transnational projects will be funded. Each consortium submitting a proposal must
involve a minimum of three and a maximum of six research groups from at least three
different countries participating to the call (see list above). Research groups from countries
whose funding organisations are not partner in this E-Rare-2 call may participate in projects if
they are able to secure their own funding. They must state clearly in the proposal if these
funds are already secured or if not, how they plan to obtain funding in advance of the project
start. It will be required to document the availability of their funds before October 1, 2011.

Consortia of projects funded in the first E-Rare joint transnational call 2007 can apply for
funding for a second phase/extension of their cooperation. These consortia must clearly
demonstrate the success of the current project and innovative scientific aims for their future
collaboration. Their applications will compete with applications for new research projects.

The number of participants and their research contribution should be appropriate for the aims
of the transnational research project and reasonably balanced in terms of national
participation. The latter means that there must not be more than two research groups
from one country in one project proposal. Each transnational collaborative project should
represent the critical mass to achieve ambitious scientific goals and should clearly
demonstrate an added value from working together.

Each transnational proposal must nominate a project consortium coordinator among the
project partner principal investigators. The coordinator must be a project partner from an E-
Rare-2 JTC 2011 funding country/region. The project coordinator will represent the
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consortium externally and towards the JCS and CSC, and will be responsible for its internal
scientific management (such as controlling, reporting, intellectual property rights issues and
contact with the JCS). Each project partner will be represented by one (and only one)
principal investigator. Within a joint proposal, each project partner principal investigator will
be the contact person for the relevant country/regional funding organisation.

The duration of the projects can be up to 3 years. Nevertheless, a partner can receive
funding for less than 3 years according to E-Rare-2 JTC 2011 funding organisations eligibility
criteria and regulations.

4.2.Submission of joint proposals

There will be a two-stage submission procedure for joint applications: pre-proposals and
full proposals. In both cases, one joint proposal document (in English) shall be prepared by
the partners of a joint transnational proposal, and must be submitted to the JCS by one
spokesperson, the coordinator.

Joint pre-proposals (in English) must be received by the JCS in an electronic version no
later than 31° January 2011 at 09 p.m. French time (Central European Time). The pre-
proposals should strictly follow the “Guidelines for applicants”.

The decision on selection of applications for invitation to full proposal will be communicated
by the start of April 2011.

Please note that joint full proposals will be accepted only from those applicants
explicitly invited by the JCS to submit them. Full proposals (in English) must be received
by the JCS in an electronic version no later than 16 May 2011 at 09 p.m. French time
(Central European Summer time).

The information given in the pre-proposal is binding. Thus, any fundamental changes
between the pre- and full proposals, e.g. composition of the consortia, objectives of the
project, must be communicated to the JCS with detailed justification and will only be allowed
by the CSC under exceptional circumstances.

The selection on full proposals will be communicated to applicants as soon as possible and
before the end of October 2011.

Further information on how to submit pre-proposals and full proposals electronically will be
made available through the E-Rare website (www.e-rare.eu) and in the "Guidelines for
applicants". The forms that have to be used for submission of pre-proposals and full
proposals are available on the E-Rare website. Applicants should take note of individual
national/regional rules, and should contact their national/regional contact person for any
guestions (see “contact information” section).

For applicants from some countries/regions it might be necessary to submit the proposals
and/or other information directly to the country/regional funding organisations. Therefore,
applicants are strongly advised to check their national/regional funding organisations for
more details (see country/regional contact details and "Guidelines for applicants").
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4.3. Further information

If you need additional information, please contact the JCS or your national/regional funding
agency representative (see contact information below). For further details please refer to the
"Guidelines for applicants" or www.e-rare.eu.

5. EVALUATION

5.1.Evaluation criteria

Pre-proposals and full proposals will be assessed according to specific evaluation criteria
(see below), using a common evaluation form. A scoring system from 0 to 5 will be used to
evaluate the proposal’s performance with respect to the different evaluation criteria.

Scoring system:

0: fails or missing/incomplete information; 1: poor; 2: fair; 3: good; 4: very good; 5:
excellent

Evaluation criteria:

e Scientific quality of the proposal (innovative potential, adequate methodology)

o Feasibility of the project (adequate requested resources, time schedule)

¢ International competitiveness of participating research groups in the field(s) of the
proposal (previous work in the field, expertise of the research groups)

e Level of collaborative interaction between the groups and added value of the
transnational consortium

e Potential of the expected results for future clinical, public health and/or other socio-
economic health relevant applications (impact)

5.2.Eligibility check of pre-proposals and first step peer review

5.2.1. Eligibility check

The JCS will assess all pre-proposals to ensure that they meet the call’'s formal criteria (date
of submission; number and country distribution of participating research groups; inclusion of
all necessary information in English, page length of each section). The JCS will forward the
proposals to the CSC members, who will perform a formal check for compliance to
country/region rules.

Please note that proposals not meeting the formal criteria or the national/regional eligibility
criteria and requirements will be declined without further review.

5.2.2. Peer review of pre-proposals

Proposals passing formal checks (call secretariat and country/region) will be forwarded to the
SEC members for a first evaluation (see evaluation criteria above). The SEC will meet to
establish a ranking of the proposals. The CSC will meet to decide which proposals will be
accepted for the full proposal submission based on the SEC recommendations.


http://www.e-rare.eu/

a/’\

5.3.Evaluation of full proposals with right to reply (rebuttal stage)

5.3.1. Formal criteria check

The JCS will check the full proposals to ensure that they meet the call’s formal criteria and
have not changed substantially from the respective pre-proposals before sending them to the
external reviewers.

5.3.2. External reviewer’s evaluation

Each proposal will be allocated to at least two external reviewers who fit the profile of the
application.

5.3.3. Rebuttal stage

Before the SEC members see the reviews from external reviewers, each project coordinator
will be provided with the opportunity of studying the assessments and commenting on the
arguments and evaluations of the reviewers, which remain anonymous. This stage allows
applicants to comment on factual errors or misunderstandings that may have been
committed by the external reviewers while assessing their proposal and to reply to reviewers’
questions. However, issues which are not related with reviewers’ comments or questions can
not be addressed and the work plan cannot be modified at this stage.

The applicants will have up to one week (between first and second week of July) for this
optional response to the reviewers’ comments.

5.3.4. SEC evaluation

The JCS will send full proposals, reviews and rebuttals to the SEC members. The SEC will
meet to discuss each proposal and, after consideration of the evaluation criteria, external
reviews, rebuttals and their own discussions, the SEC will make a classification of the
proposals and rank proposals recommended for funding.

5.4.Funding decision

Based on the proposals’ classification established by the SEC and on available funding the
CSC will suggest the projects to be funded to the national/regional funding agencies. Based
on these recommendations, final decisions will be made by the national/regional funding
agencies and will be subject to budgetary considerations.

The Joint Call Secretariat will communicate to all project coordinators the final decisions
together with the review from the SEC.

6. FINANCIAL AND LEGAL ISSUES

6.1. Funding model

The E-Rare-2 JTC 2011 Funding Partners have agreed to launch a joint call using the “virtual
common pot funding mode. This means that national/regional funding will be made available
through national/regional funding organisations according to national/regional funding
regulations. Each country/region funds only its national/regional component of the
transnational research project. The funding rate within the call will be variable up to a
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maximum of 100% of the funds requested, according to national/regional rules. Prior to
submitting a proposal, applicants should verify their eligibility and the rate of financial support
with their national/regional funding organisation, and are recommended to contact their
national/regional contact person (see national/regional contact details).

Funding is granted for a maximum of three years according to national regulations. Eligible
costs may vary according to the corresponding national/regional funding agency regulations.
Each group is subject to the rules and regulations of their respective national/regional
funding agency.

6.2.Funding contracts

Each project includes several consortium members called research partners and one project
coordinator. Each research partner (including the project coordinator) will have a separate
funding contract/letter of grant according to national/regional regulations with the appropriate
national/regional funding institutions.

Changes to the composition of research consortia or in budget cannot occur during the
contract/letter of grant, unless there is a good justification. Any minor changes have to be
well justified and the relevant funding organisations will decide upon the proper action to be
taken. However, in case of major changes, an independent expert can be consulted to help
with the final decision of the funding organisations. The research partners shall inform the
JCS and the funding bodies of that project of any event that might affect the implementation
of the project.

6.3.Research consortium agreement and ownership of intellectual property
rights

The project consortium partners must sign a consortium agreement (CA) for cooperation
addressing the issues given in “Guidelines for Applicants” on consortium agreements
(available on the E-Rare-2 website). The research consortium is strongly encouraged to sign
this CA before the official project start date, and in any case the CA has to be signed no later
than six months after the official project start date. Upon request, this consortium agreement
must be made available to the concerned E-Rare-2 JTC 2011 funding organisations.

Results and new Intellectual Property Rights (IPR) resulting from projects funded through the
E-Rare-2 Joint Transnational Call will be owned by the researchers’ organisations according
to national rules on IPR. If several participants have jointly carried out work generating new
IPR, they shall agree amongst themselves (consortium agreement) as to the allocation of
ownership of IPR, taking into account their contributions to the creation of those IPR as well
as the European guidelines on IPR issues.

The results of the research project and IPR created should be actively exploited and made
available for use, whether for commercial gain or not, in order for public benefit to be
obtained from the knowledge created.

The funding partners shall have the right to use documents, information and results
submitted by the research partners and/or to use the information and results for their own
purposes, provided that the owner’s rights are kept and taking care to specify their origin.
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7. RESPONSIBILITIES, REPORTING REQUIREMENTS AND DISSEMINATION

The coordinators of all the funded projects must submit brief annual scientific project
reports and a final scientific project report (within six months of the end of the project) to
the JCS. All reports must be in English and use a common report form that will be provided.
The research partners are jointly responsible for delivery of the reports, and the JCS will only
accept reports delivered on behalf of the consortium, via the project coordinator.

If required, each participant should submit financial and scientific reports to their
national/regional funding organisations, according to national/regional regulations. The
progress and final results of each individual contract/letter of grant will be monitored by the
respective national/regional funding organisations.

Funding recipients must ensure that all outcomes (publications, etc.) of transnational E-Rare-
2 projects include a proper acknowledgement of ERA-Net E-Rare-2 and the respective
national/regional funding partner organisations.

The coordinators and/or national group leaders might be asked to present the results of their
projects at an intermediate and/or a final status symposium organized by the JCS.

8. CONTACT AND FURTHER INFORMATION

The JCS is set up at ANR (The French National Research Agency) to assist the CSC and the
national/regional funding bodies during the implementation of the call and the follow-up
phase until the funded research projects have ended. The JCS will be responsible for the
administrative management of the call. It will be the primary point of contact referring to the
call procedures between the research consortia, the funding organisations (CSC) and the
peer reviewers. The project coordinator will be the person contacted by the JCS during the
application procedure, so he/she must forward this information to the other participants.

Further information on the E-Rare-2 Project, the Call and the follow-up is available at the E-
Rare-2 website (www.e-rare.eu). It is advised to contact the national/regional contact person
for any questions regarding the Call (please see national/regional contact details below).



National/regional contact details

Austria

FWF

http://www.fwf.ac.at

Stephanie Resch

Phone: +43 (1) 505 67 40-8201; E-Mail: stephanie.resch@fwf.ac.at
Mag. Iris Fortmann

Phone: +43 (1) 505 67 40-8211; E-Mail: iris.fortmann@fwf.ac.at

Belgium
(Flanders)

FWO

http://www.fwo.be

Hans Willems
Phone: + 32 2 550 15 26; E-Mail: hans.willems@fwo.be

Belgium
(French-
speaking
community)

FNRS

http://iwww.frs-fnrs.be

Freia Van Hee

International and European Affairs

Fonds de la Recherche Scientifigue — FNRS

Rue d’'Egmont 5-1000 Brussels, Belgium

Phone: +32 02 504 93 09; E-Mail: freia.vanhee@frs-fnrs.be

France

ANR

http://www.agence-
nationale-recherche.fr

Natalia Martin

Health & Biology Department

Agence Nationale de la Recherche —~ANR-
7 rue de Watt - 75013 Paris, France
Phone: (33) (0) 1 7354 81 33

E-Mail: natalia.martin@agencerecherche.fr

Germany

BMBF/PT-DLR

http://ww.gesundheitsfors
chung-bmbf.de

Project Management Agency of the German Aerospace Centre (PT-
DLR) - Health Research -

Heinrich-Konen-StraRe 1

53227 Bonn

Phone: 0049 (0)228/3821-210

Telefax: 0049 (0)228/3821-257

E-Mail: gesundheitsforschung@dir.de

Greece

GSRT

http:/mww.gsrt.gr

Vassiliki Pletsa, Suzanne Kolyva

Department of European Union, Directorate of International R+T
Cooperation, General Secretariat for Research and Technology
Phone: +30-210-7458094, +30-210-7714495

E-Mail: vpletsa@gstrt.gr, skolyva@gsrt.gr

Israel

CSO/MOH

http://ww.health.gov.il

Zelina Ben-Gershon
Phone: +972 (0)2 5681209, 972(0)506-242-117
E-Mail: zelina.bengershon@moh.health.gov.il; zelinabg@gmail.com

Italy

ISS

http://www.iss.it

Domenica Taruscio, Paola Torreri

National Centre for Rare Diseases (Istituto Superiore di Sanita)
Phone: +39 (06) 4990 4371

E-Mail: erare.italy@iss.it

Spain

ISCIIl

http://www.isciii.es

Maria Druet

Subdireccion General de Evaluaciéon y Fomento de la Investigacion
Phone: +(34) 91 82 22530, E-Maill: mdruet@isciii.es

Juan E. Riese, PhD, MBA

Oficina de Proyectos Europeos

Subdireccion General de Programas Internacionales de Investigacion
y Relaciones Institucionales

Phone.: +(34) 91 82 22181, E-Mail: jriese@isciii.es

Gaspar Giner —Abati Bache

Subdireccion General de Evaluaciéon y Fomento de la Investigacion
Phone: +(34) 91 82 22477, E-Mail: gginer-abati@isciii.es

Instituto de Salud Carlos Il

Monforte de Lemos, 3

E-28029 Madrid — Spain

Turkey

TUBITAK

http://www .tubitak.gov.tr
and http://www.fp7.org.tr

Melike Sevimli

TUBITAK EU Framework Programmes National Coordination Office
Phone: +90 312 468 53 00 ext.:1976

E-Mail: melike.sevimli@tubitak.gov.tr
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ANNEX. Commitment and eligibility criteria of the participating organisations of
the E-Rare-2 JTC 2011

Indicative funding commitments of the participating organisations of the E-
Rare-2 JTC 2011

Anticipated
number of
fundable
research groups

Envisioned amount of

Country/Region Participating organisation funding (M€ for 3
VCEIS))

Austria The Austrian Science Fund (FWF)
Belgium (Flanders) Research Foundation Flanders (FWQ) 0,2 1
. gFrench-speaklng Fund for Scientific Research (FNRS) 0,2 1
community)
France French National Research Agency (ANR) 1,5 8-10
Germany German Federal Ministry for Education and Research 3 1215
(BMBF)
The General Secretariat for Research and Technology,
Greece Ministry of Education, Life Long Learning and Religious 0,2 upto2
Affairs (GSRT)
Israel Chief Scientist Office, Ministry of Health (CSO/MOH) 0,18 upto3
Italy Italian National Institute of Health (ISS) 1 minimun 7
Spain Institute of Health Carlos Il (ISCIII) 0,5 3-5
The Scientific and Technological Research council
Turkey (TUBITAK) 1.0 4-5

Eligibility of beneficiary institutions for the participating organisations of the E-
Rare-2 JTC 2011

| Eligible beneficiary institution

Country / Region Institution Academia Clinical /public Company
EEN]
Austria The Austrian Science Fund (FWF) Yes No No
Belgium (Flanders) Research Foundation Flanders (FWQ) Yes Yes (1, 2) No
Belglu_m (A ; Fund for Scientific Research (FNRS) Yes No No
speaking community)
France French National Research Agency (ANR) Yes Yes Yes (1)
Germany German Federal Ministry for Education and Research Yes Yes Yes (1)
(BMBF)
The General Secretariat for Research and Technology,
Greece Ministry of Education, Life Long Learning and Religious Yes Yes Yes (1)
Affairs (GSRT)
Israel Chief Scientist Office, Ministry of Health (CSO/MOH) Yes Yes No
Italy Italian National Institute of Health (ISS) Yes (1) Yes (1) Yes (1)
Spain Institute of Health Carlos Il (ISCIII) No Yes No
The Scientific and Technological Research council
Turkey (TUBITAK) Yes Yes Yes (1)

Please note that the information on this table is only indicative

(1) The eligibility of companies and institutions is subjected to different conditions in each
country/region. Further details regarding the eligible beneficiaries and other national eligibility
criteria and requirements are available on the “guidelines for applicants” and the E-Rare-2
website (www.e-rare.eu).

(2) only clinics associated with universities are eligible for the FWO

Applicants are encouraged to contact their national/regional contact points for
further information
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