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• I’m a clinician

DISCLOSURES
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KEY ELEMENTS

VISION
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THE MOTRICOLOR PARADIGM
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The evolution of biomarkers for matched targeted

therapies has been restrictive (until recently) in mCRC. HYPOTHESIS AND PERSPECTIVE

Intrinsic gene expression subtyping

MAY increase the biological

understanding of the disease and

optimize patient stratification based on

differences in outcome and response

patterns to targeted agents.

CRC SCENARIO

Van Cutsem E, et al. J Clin Oncol. 2015 Mar 1;33(7):692-700. 2. Douillard JY, et al. N Engl J Med. 2013 Sep 12;369(11):1023-34. 
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PUBLISHED CASSIFIERS
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THE CONSENSUS MOLECULAR SUBTYPES

Guinney et al. Nat Med 2015
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• To stratify CRC patients based on molecular signatures and match them to specific 
therapies

✓ TGFβ gene signature

✓ BRAFm gene signature

✓ MSI gene signature

MOTRICOLOR AIM
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Proof-of-concept: Three matched therapies for the three specific populations?

PROOF OF CONCEPT 
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PHC-13-2014

New Therapies For Chronic Non-communicable Diseases

¿WHY DECIDING TO APPLY FOR THE SPECIFIC TOPIC? 

• Previous collaboration: successful COLTHERES Consortium

• 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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THE CONSORTIUM
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THE CONSORTIUM

Patient Samples + clinical response data

Molecular analysis using 

multiple omics’ technologies

Mutational, expression 

epi-genomic and 

proteomic profiles

Reverse genetic screens to 

identify genes affecting 

resistance and sensitivity to 

targeted agents

Predicting individual response and resistance of 

CRC patients to targeted therapies

New algorithms for tumor-patients risk stratification 

Dissemination of project data 

Cellular/Xenopatients

modelling of biomarkers 

for targeted agents

Assays to detect mutated DNA 

in serum from CRC patient

Forward genetic screens to 

identify genes affecting 

resistance and sensitivity to 

targeted agents

Design of hypothesis driven biomarkers-based phase 1/2a clinical trials
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TOPIC ADAPTATION

First idea

Strengths: Repurposing strategies, letter of intent for CT1 and CT3
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- 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.

TOPIC ADAPTATION: KEY ELEMENTS

NOVELTY

NOVELTY

SOCIAL 
IMPACT

MARKET
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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).

TOPIC ADAPTATION: “MUST HAVEs”
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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.

TOPIC ADAPTATION: “MUST HAVEs”



© Vall d'Hebron Institute of Oncology (VHIO)

Someone must take care of (almost)
everything… ¿Who leads?
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¿WHO LEADS?
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MOTRICOLOR
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Principal Investigator

Writing

Partners

VHIO’s management team
Budget and Coordination

MOTRICOLOR
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ORGANIZATION OF IDEA AND WORK
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ORGANIZATION OF IDEA AND WORK

Flowcharts help understanding circuits
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TRANSLATIONAL NEEDS 
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MOTRICOLOR/INTRACOLOR FINAL PROPOSAL
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INTRACOLOR TRANSLATION

TRANSLATIONAL OPPORTUNITIES
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SOME LESSONS LEARNED (APPLICATION)

- Dependency of many occupied people: will be a handicap

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

- People will assume that you are reviewing everything… most will only

review their parts (if)

- When working with consultancy groups, tasks must be clearly defined

(overlap may jeopardize logistics)

Better to address potential risks than hiding them: 
Evaluators should be bloodhounds!
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THE MOTRICOLOR KICK OFF
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MOTRICOLOR WORK PACKAGES 
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BASIC: CONSORTIUM COMMUNICATION

General Assembly: One per year
Executive Board: Four per year
Clinical Stearing Committe Meeting: Q21D

Barcelona Kick off 2015

Valencia General Assembly 2017
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GENERAL TIMELINES
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SCIENTIFIC COORDINATION & PROJECT MANAGEMENT

2016
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BUILDING A GOOD NETWORK IS CRUCIAL

N=207; 42%

N=291; 58%

CRC 1ST VISITS 2019 (N=498)

Vall d'Hebron Referred
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WP1 KICK OFF
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WP1 IMPACTS ON WP2, WP3, WP4… WP5, WP6, WP7

An screening strategy must be agreed by all partners: resources are limited
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1st Batch screened Screening stopped Screening activate (RESTRICTED) Status

Date 23/01/2017 14/06/2018 20/09/2018 09/05/2019

Slots 23/575 458/575 476/575 548/575*

% eligible to CTs 55% 59% 59% 59%

* 200 extra slots ready to be used

PRE-SCREENING AND CT CRONOGRAMA

Site CT1 Site Activation date CT2 Site Activation date CT3 Site Activation date 

VHIO  17/04/2018 02/11/2017

ICO  03/04/2014 09/11/2017

INCLIVA  03/04/2018 13/11/2017

NKI 30/03/2018 31/01/2018 14/12/2017

GOMN  21/12/2018 04/05/2018

UNINA2  21/12/2018 23/11/2017

KUL  23/01/2019 08/01/2018
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RISK MANAGEMENT

Motricolor Kick-off meeting Barcelona 2015
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RISK MANAGEMENT
NOT YET

NOT YET

HAPPENED
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PRE-SCREENING AND CT CRONOGRAMA

MITIGATION PLANS: 
1. Speed up screening in order to include patients ready to start (some emergent slots)
2. Restrict screening to certain (90% sure) molecularly selected population
3. Create additional slots (provided by WP1 coordinators): 200 extra slots

CONTINGENCY PLANS:
1. Replace the drug: New 

generation drug (added 
value)

2. Consider alternative 
hypothesis based on 
preclinics
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KEY ELEMENTS

VISION
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✓ Clinicians

✓ Biologists

✓ Bioinformatics

✓ Statiticians

✓ Engineers

✓ And FUNDAMENTAL: PROJECT MANAGEMENT

H2020 IS A TEAM-WORK
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Sharing experiences and best practices in 

running clinical trials in Horizon 2020

Yes Hope so

Try to

*Thank you to the scientific committee for giving us the opportunity to present here our work (and help us 
with one of our deliverables (WP 9 dissemination and exploitation) 
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Thank you
Elena Elez MD PhD 
Colon Cancer Program
Medical Oncology Department
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