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Research Foundation - Flanders (FWO), Belgium

Fund for Scientific Research (FNRS), Belgium, French speaking community
Estonian Research Council (ETAg), Estonia

National Cancer Institute (INCa), France

ARC French Foundation for Cancer Research (ARC Foundation), France
Federal Ministry of Education and Research (BMBF), Germany

General Secretariat for Research & Technology (GSRT), Greece

The Chief Scientist Office of the Ministry of Health (CSO-MOH), Israel
Ministry of Health (MoH), Italy

Alliance Against Cancer (ACC), Italy

Lombardy Foundation for Biomedical Research (FRRB), Italy

State Education Development Agency (VIAA), Latvia

Dutch Cancer Society (DCS), Netherlands
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* Research Council of Norway (RCN), Norway

* Norwegian Cancer Society (NCS), Norway

* National Centre for Research and Development (NCBR), Poland

* Slovak Academy of Sciences (SAS), Slovakia

*  Ministry of Education Science and Sport (MIZS), Slovenia

* Spanish Association Against Cancer Scientific Foundation (FCAECC), Spain

* National Institute of Health Carlos 111 (ISCIII), Spain

* The Foundation for the support of the Applied Scientific Research and
Technology in Asturias (FICYT), Spain

*  Ministry of Science and Technology (MoST), Taiwan

* Scientific and Technological Research Council (TUBITAK), Turkey
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Minimally and non-invasive methods for
early detection and/or progression of
cancer

(-) Aim1

Aim 1:Risk stratification to distinguish groups by susceptibility for development
or progression of cancer based on molecular biomarkers and established cancer
risk factors, such as age, medical history, anthropometrics (e.g., body mass index,
waist circumference), and lifestyle related determinants (e.g., diet, physical
exercise, environmental exposure and medication).

e Risk stratification for cancer development (susceptibility to develop cancer) using
minimally invasive methods (imaging, biomarkers assessment in body fluids) to
identify high risk groups of individuals who will benefit most from a more
intensive and/or invasive screening.

e Risk stratification for cancer progression (biomarker(s) or clinical characteristic(s)
with a prognostic value, i.e. that provides information on the likely outcome of the
cancer in (untreated) individuals). Detection of tumour promoting subpopulations,
those with enhanced ability to drive tumour progression.

(=) Aim2

Validation of multiparametric methods, using the combination of promising®
biomarkers (genomic, proteomic, metabolomic and imaging markers) to
improve our capability for early detection or progression of cancer

Different tumour markers show different sensitivity towards different types of
tumours. Combining multiple markers significantly increases the ratios of positive
cancer diagnosis. Even though the increase in sensitivity when combining markers
and tools might be accompanied by a decrease in specificity, tumour markers
combinations may still play an important role in early tumour detection as well as in
prediction of cancer progression. As high throughput genomic assays become more
accessible, working with largescale data sets requires user-friendly and powerful tools
and techniques to help researchers manage, analyse and integrate big data from
genomics. The development and implementation of adequate bioinformatics
techniques are of essential importance. Biomarkers that are suitable for automated
measurement are promising tools.

® Biomarkers that already have shown to have predictive value, but need to be validated in

an independent heterogeneous target population
7
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Molecular tumour markers: increase sensitivity of detecting genetic, epigenetic or
proteomic markers, including circulating tumour cells (CTC techniques), exosomes,
tumour DNA, circulating free DNA in plasma and other fluids, micro RNA and
integration with metabolomic assays.

Imaging markers: such as low radiation CT scans or intravenously delivered
fluorescent peptide probes.

Bioinformatics techniques: techniques for mining complex genomic/biomarkers
data.

(2) Aim3

Aim 3: Improve clinical evidence of the minimally invasive methods

Important criteria to evaluate a biomarker are described in the ACCE model. It is
important to acknowledge these criteria when describing the outcome measures and
future directions of the project plan.

()

Analytical validity, clinical validity, and clinical utility: Evaluation (or describe the
planning) of the impact of minimally invasive methods on patient outcome (less
invasive detection, increased life expectancy, or reduced morbidity) and properties
such as sensitivity and specificity. Ethical, legal, and social implications (could also
be considered): Evaluation of implication and implementation aspects, e.g.
acceptance of personalised screening based on risk stratification.

AEEBLEITP LM AR &iTny

Projects should be built from solid and established research and should be relevant with
regard to possible improvements in clinical practices. Projects should describe how the
research results would fit in current screening programmes and/or (inter)national
clinical cancer detection and diagnostic guidelines and how they can be implemented
in the future.

Proposals reach high impact if they meet the following requirements:

a)

There is a clear added value of the transnational collaboration.

b) They are presented by a sustainable network/consortium. As TRANSCAN-2 can

only support the consortium until the end of the project, it is stimulated to describe
a plan for future collaboration and to guarantee the sustainability of the consortium
with regard to the next translational steps and long term data accessibility for all
partners.

They are focussed on cancers without established screening programmes. Screening
programmes for rare or very aggressive tumour types or subtypes, may have high
impact as these are often discovered in a late stage, which is associated with a high
mortality rate.
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Translational research has the ambition to remove barriers to multidisciplinary
collaboration. It is envisioned that clinicians, researchers and the operational staff from
various sectors (academia, industry, regulatory bodies) will effectively work together to
expedite the translation of scientific discoveries to clinical application and to more rapidly
fuel research directions with observational or clinical findings. In fact, the complexity of
the process requires, at the individual and collective levels, the creation of translational
medicine research interfaces/infrastructures. To reach that goal, TRANSCAN-2 supports
capacity building activities for promoting the formation and upgrading of multidisciplinary
teams in an integrated process:

(- ) exchange/mobility of individual researchers/professionals within the
consortium in order to bring new expertise to an existing multidisciplinary
translational team, and/or

(=) recruitment of individual researchers/professionals by a translational research
team in order to cover expertise and “knowhow” unavailable in the existing
team. This type of activities, when present, will be supported within the
projects which will be selected for funding under TRANSCAN-2 JTC 2016.

Thus, applicants may add an additional part to cover these activities (with an associated
separate budget, in compliance with the rules of the respective national/regional funding
organisations). These capacity building activities have to be fully coherent with the
objectives of the research project, and aimed to strengthening the ability of participating
team(s) to perform the work detailed in the project plan as well as to improve, in the long
term, the quality and potential of the translational research performed by the team(s).
Depending on the project these activities could be (the following examples are indicative
only, and neither exhaustive nor prescriptive):

(= ) exchanges/mobility of investigators (especially young investigators) between
teams and countries participating in the project,

(=) short term training of scientists, operational staff, etc.,

(=) training technical workshop dedicated to relevant aspects of the scientific
work planned in the project,

(=) short training (1 or few weeks) of several partner teams by one expert, etc.
Activities related to the dissemination of results such as hosting a symposium,
conferences etc. are out of the scope of this capacity building activities
component.
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The following types of research projects are excluded from the call:

1. Analysis of preclinical models (cell lines and animal models) only.

2. Phase III and IV clinical trials.

3. Studies not compliant with the COMMISSION REGULATION (EC) No 800/2008
(link), with specific reference to the articles 30, 31, 32, and 33. For full reference,
please see also the COMMUNICATION FROM THE COMMISSION TO THE
EUROPEAN PARLIAMENT, THE COUNCIL, THE EUROPEAN ECONOMIC
AND SOCIAL COMMITTEE AND THE COMMITTEE OF THE REGIONS of
20.12.2011 (link). Studies not compliant with the Commission Regulation (EU) No
651/2014 of 17 June 2014 (link).

Loy FRRMEIFLRE

TRANSCAN-2 3% % & %4 ¥ 5 B F & & Bha 2 Bcd)(0-5 2)P#L > 5] 3.5 ARl fi»
Good and Very Good:

0 ~:  fails to address the criterion or missing information
1 »:  criterion poorly addressed/serious weaknesses

2 & fair/ some weaknesses

3 % :  good/shortcomings are present

4~ very good/ criterion well addressed

54 : excellent

(- )% 2 &8-: Excellence

a. Scientific quality of the proposal: soundness of the rationale including
transdisciplinary considerations, clarity of the objectives, expected progress
beyond the state-of-the-art, international competitiveness.

b. Relevance of the project regarding the topic (minimally and non-invasive
methods for early detection and/or progression of cancer) and the overall

objective (translational cancer research) of the call; availability and quality
of preliminary data.

()% a2&8-: Impact

10
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a. Potential impact with reference to the development, dissemination and use of
project results: potential impact of the expected results on cancer control, in
terms of translation into public health or clinical practices (enhancing
innovation capacity and integration of new knowledge) and/or into
pharmaceutical/industrial applications; appropriateness of measures for the
dissemination and/or exploitation of project results including socio-economic
aspects and anticipation of intellectual property issues (patenting, industrial
exploitation, marketing, etc.).

b. Impact with reference to strengthening the translational capacity building
activities:

c. This sub-criterion will be assessed at the level of the full proposal only and
solely for the scientific proposals recommended for funding.

d. The assessment of the capacity building component and associated budget
will be performed under this sub-criterion after the scientific assessment of
the proposal: hence, a proposal could be recommended for funding without
the part related to capacity building activities if this part is evaluated as
“poor”.

e. The assessment under this sub-criterion will be performed independently
using the following:

* Content: relevance and coherence of the capacity building activities
with the proposal objectives.

* Candidate: background (scientific, medical, etc.), coherence with the
CV, scientific production.

* Host team: expertise of the host team in the field, research
qualification of the responsible person.

()% 2 &8.=: Quality and efficiency of the implementation

a. Coherence and effectiveness of the work plan: appropriateness and
feasibility of the methodology (including the clinical trial if applicable) and
associated technologies used, with particular regard to the study design, the
study population(s), study endpoints.

b. Statistical/bio-statistical aspects and power calculation (including the
clinical trial 1if applicable): study design; sampling calculations;
appropriateness and robustness of statistical analyses: adequateness of
endpoints.

c. Quality of the transnational research consortium: experience of the research
partners in the field(s) of the proposal (for young teams: appropriateness of
their current work and training of their members); quality of the

11



H jﬁ gﬁ Ministry of Science and Technology

SR

TRANSCAN

collaboration between the research teams and added value of the research
consortium as a whole.

d. Appropriateness of the management structures and procedures, including
risk and innovation management.

e. Appropriateness of the allocation of tasks and resources to be committed
(personnel, equipment, etc.) and of the estimated budget.

f. Compliance with ethical rules and regulatory aspects, please refer to
paragraph 6.2 of this document for requirements and advise.
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FridiEp2 e e 730 1 B Basic or Pre-Clinical Research Team
%2 1 i# Clinical Teame 3X: /i = % Consortium must involve at least one basic

or pre-clinical research team and one clinical team devoted to either
bench-to-bed or bed-to-bench studies.

AT ELz 3+ E > B R E F B S TRk It is mandatory for a
funded research project consortium to sign a Consortium Agreement (CA),
addressing the issues indicated in the document "Guidelines for Applicants".
See link for an EU example of a CA. For the composition of the CA, the
research consortium is strongly recommended to see legal assistance of a TTO
(Technology Transfer Office) at their own institute. Also, the research
consortium is strongly recommended to sign this CA before the official project
start date. In any case the CA has to be signed no later than six months after the
official project start date. The signed consortium agreement must be made
available to the concerned TRANSCAN-2 JTC 2016 funding organizations.

Results and foreground IPR resulting from projects funded through the
TRANSCAN-2 JTC 2016 will be owned by the organization that employs the
participant who creates the results, respecting to international/national/regional
rules on IPR. If several participants have jointly carried out work generating
new IPR, they shall agree amongst themselves in the CA as to the allocation of
ownership of IPR, taking into account their contributions to the creation of
those IPR. European Commission’s guidelines on IPR issues should be
respected in TRANSCAN-2 JTC 2016 research projects.

The results of the research project and IPR created should be disseminated and
made available for use, whether for commercial purposes or not, in order to
maximize public benefit. Dissemination should not conflict protection of IPR.
In the CA the parties agree on the procedures for delaying dissemination of
results to enable protection of IPR. The delay may not exceed 120 days after the
originally planned date of dissemination.
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