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REALISTIC – Utility  

SELF-CRITIC – Competitors…? 

SOLIDARY – Equal share of tasks among partners  

WELL-DIMENSIONED – CV, timelines, resources    

METHODOLOGICAL - Statistics  

SOCIAL – Real need 

MARKET  – Novelty/ cost-efficacy 

IMPORTANT ELEMENTS… 

VISION 

GO / NO GO 

GO / NO GO 
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¿WHY DECIDING TO APPLY FOR THE SPECIFIC TOPIC? (PHC-13-
2014 - New therapies for chronic non-communicable diseases) 
 

- Previous collaboration: succesful COLTHERES Consortium (FP7) 
- No direct results from the project could be translated into the clinical setting 
- However, Agendia (SME participating in COLTHERES) had identified three 

molecular profiles of Colorectal Cancer patients with specific gene expression 
“signatures” 

- Idea pre-PoC: These specific populations might be treatable with therapies 
matching to their gene expression profiles 

Proof-of-concept: Three matched therapies for the three 
specific populations – preclinical validation 
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Proof-of-concept: Three matched therapies for the three specific populations? 

MSI-like gene 
signature 

TGFβ-like gene 
signature 

BRAFm-like 
gene signature 

Treatment A 

Treatment B 

Treatment C 

PoC 
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Topic adaptation 

First idea 



KEY ELEMENTS 

 
- Strategies aimed at patient stratification depending on each individual 

molecular profile were based on tumour mutations. MoTriColor goes one step 
further – for the first time patients will be stratified based on their gene 
expression profiles and then matched to a particular clinical trial 
 

- Patient’s specific response and resistance to specific therapies will be 
monitored by liquid biopsies 
 

- It is estimated that CRC is currently third in the list of incurable cancers in 
terms of lives lost. Because early detection is difficult, patients often go 
undiagnosed until the cancer is at an advanced stage, leading to particularly 
poor prognosis. 

 
- The objective is to improve both prognosis and treatment outcome for 

patients suffering from metastatic CRC who have not responded to standard 
therapies. It is estimated that up to 30% of these unresponsive patients 
present one of the disease profiles MoTriColor is addressing. 
 

NOVELTY 

NOVELTY 

SOCIAL 
IMPACT 

MARKET 



Who leads? Combination of elements 

VHIO leads 

Previous consortium 
leaded by 

Translational PI 
(succesful case: 

publications, results) 

Our team is leaded 
by key opinion 

leader Clinical PI 
(topic is clinical) 

From the clinical 
partners, others did not 

count with SUPPORT 
for writing/ 

coordinating proposal 



Molecularly guided Trials with treatment 
strategies in patients with advances 

newly molecular defined subtypes od 
Colorectal cancer 

 



MoTriColor 

Clinical 
Assays 

Clinical Assay 1: 
mesenchymal subtype 

Clinical Assay 2: BRAF 
mutant-like (BRAFm-

like) 

Clinical Assay 3: 
Microsatellite instable 

(MSI) like 

Hypothesis 

To test if CRCs are characterized by 
a mesenchymal subtype responsive 

to inhibitors of TGF-b signalling 
combined with chemotherapy 

To test if tumours with a 
BRAFm-like gene expression 

pattern are responsive to 
vinorelbine 

To test whether checkpoint 
blockade therapies are also 

beneficial for the larger group 
of MSI-like tumours 

Expected 
impacts 

FIRST MAJOR 
MOTRICOLOR IMPACT: 

THREE NOVEL 
THERAPEUTIC STRATEGIES 
FOR CRC PATIENTS WITH 

ADVANCED DISEASE 

SECOND MAJOR IMPACT: 
PIONERING WORK 

LEADING TO A FIRST 
COMPANION DIAGNOSTIC 
TEST IN CRC. A CUTTING 

EDGE 
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Principal Investigator 

Budget and 
Coordination 

Writing 

Partners 

VHIO’s management team 
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Parts of a protocol 
for a Research 
Proposal in Health 
(Oncology) 

Aims

Design

Scope

Subjects of the study

Technologies; Determinations

General

Specific

Population of reference

Inclusion & exclusion criteria

Sample size and sampling procedures

Design of the study

Variables (dependent and independent)

Data collection and sources of information

Data analysis

Difficulties and limitations of the study (risks assessment)

Available means 

Budget and budget justification

Annexes

Summary

Aims

Hypothesis

Methodology

Work Plan & chronogram

Experience of the research team on the field

Applicability and practical utility of results

Title and Accronym

Key Words

Background and current status of the field

Justification of the study

Bibliography



KEY 

ACTIVITIES
EU DIMENSION

KEY 

RESOURCES

IMPACT/ 

EXPLOITATION

PROPOSAL TITLE AND ACRONYM

KEY PARTNERS/ CONSORTIUM
VALUE 

PROPOSITION
STAKEHOLDERS

FINANCING/ BUDGETING DISSEMINATION



Organization of idea and work 

WP2 

CT1 

TGFB-like signature 

Galunisertib + Capacetabine 

WP3 

CT2 

BRAF-like signature 

Vinorelbine 

WP4 

CT3 

TGFB-like signature 

Atezolizumab + Becizumab 



Flowcharts help 
understanding circuits 
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Topic adaptation 

1.2. RELATION TO THE WORK PROGRAMME  
  

(…) It is therefore clear that the MoTriColor proposal has a solid foundation on the basic pre-clinical 

research performed under this previous research. As such, the current proposal fits the scope of the 
PHC13-2014 call in that “The application may build on pre-existing pre-clinical research”.  
 
In the current application we propose three clinical trials, each based on molecular stratification of 

mCRC patients. As such, our program is a perfect fit with the stated challenge of PHC13-2014: 
“Nevertheless, while a considerable amount of knowledge has been generated by biomedical research 
in recent years, the development of new therapies is stagnating, in part due to a lack of clinical 

validation”. MoTriColor will do exactly that; bring new molecular insights into the biology of CRC to 
the clinic through molecular stratification of tumours. 
 
A second important aim of PHC13-2014 is “Clinical trial(s) supporting proof of concept in humans to 
assess the potential clinical efficacy of the novel therapeutic concept(s) / optimisation of available 

therapies (e.g. drug repurposing)”. All three of the trials we propose fit the general goal of 
assessing the potential efficacy of novel therapeutic concepts. One of our studies specifically fits the 
“drug repurposing” scope of the call, as we aim to test whether an established (off patent) BC and 
NSCLC drug, vinorelbine, has clinical utility for the treatment of a subgroup of mCRC patients that have 
a “BRAFm-like” phenotype, as identified by gene expression analysis (see below).  
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Topic adaptation 

In summary, this application for the Horizon 2020 call aims to bridge the results from 
previous research (the COLTHERES project) to the patient (clinical impact) and to the 
European market (value creation).  
  

(…) our three clinical trials represent three great opportunities to “improve the 
therapeutic outcome of a major chronic health issue with significant impact on the burden 
of diseases, both for individual patients and for health care systems”, which is one of the 
major expected impacts of PHC13-2014. 
 
The impact and benefit for individual patients is clear: getting the right drug early on to 
patients with molecularly matched therapies should be far superior to the “one size fits all” 
approach that we currently use for treatment of CRC. The benefit for the health care 
systems is equally clear: treatment of patients with ineffective drugs is costly and leads to 
additional cost downstream when a patient progresses on a given first line therapy. As 
such, molecular stratification has the promise of improved health outcomes at manageable 
cost to the health care system. 
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Translational “needs” 

First idea 
MoTriColor 

& 
InTraColor 

InTraColor 

Translation 



19 



Some lessons learned 

 
- Dependency of many occupied people: will be a handicap 

- Prepare to take decissions out of your expertise: no fear  

- People will asume that you are reviewing everything… most 
will only review their parts (if) 

- When working with consultancy groups, tasks must be clearly 
defined (overlap may geopardise logistics) 

Better to address potential risks 
than hiding them: evaluators 
should be bloodhounds! 
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5 key points to review a proposal before being sent: 
 
- Review section by section (coherence!) 
- Minimize distractions 
- Grammar and ortography 
- Think as an (external) evaluator 
- Be objective –avoid over-enthousiasme 

… and always have a spare coffee machine!  



 
COMPLEMENTARY STUDIES…… 

 
PATIENTS “MOTRICOLOR NEGATIVE”: ONGOING STUDIES 

 



Thank you 


