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Colorectal cancer is the third most common cancer in Europe. It is approxmated that 50-55% of
colorectal cancer cases involve RAS mutations (mt). In addition, a sizeable subset of these cases
are classified as microsatellite stable, or MSS. Current treatment for metastatic MSS RAS mutated
colorectal cancer includes chemotherapy +/- the medicine bevacizumab. However, there are limited
treatments options for people with this type of cancer once they develop resistance to this standard
treatment. Targeting MSS RAS mutated cancer is clinically challenging and medical advances in this
area have not evolved significantly in recent years.

COLOSSUS is a Horizon 2020 funded project that aims to provide new and more effective ways to
classify patients with microsatellite stable RAS mutant metastatic colorectal cancer and to develop
better treatments for them. The COLOSSUS consortium studies patient blood and biopsy samples
and applies advanced multi-omic computational modelling approaches to identify new MSS RAS mt
specific subtypes. This strategy is designed to help us predict patient outcomes under standard
treatment and to enable the design of more targeted and personalised regimens.

Message from COLOSSUS Coordinator Prof. Annette Byrne, RCSI

Prof Annette Byrne, COLOSSUS Coordinator at the Royal College of Surgeons
in Ireland remarks “The COLOSSUS strategy is based on our ability to integrate
systems biomedicine, network analyses and computational modelling
approaches to identify new actionable pathways, biomarkers and targets across
RAS mutant colorectal cancer. We aim to identify new treatments and develop
diagnostic assays for this intractable disease. Metastatic colorectal cancer is a
highly prevalent, and complex pathology with a significant economic impact both

within a European and global context.”

Prof Byrne continued: “A centralized data repository and data exchange platform
has been established for genomic, proteomic, metabolomics and clinical data; all samples for the
retrospective cohort have been identified and the translational study has enrolled its first patients in
Germany, Ireland and Spain and is progressing.”
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Bartnermrtire Spotlight: HalioDx

HalioDx (https://www.haliodx.com/)isthe pioneer ofimmuno-oncology diagnostic,

a transforming approach of cancer care that benefits from novel and deep

understanding of the tumor immune microenvironment. The company provides a alio
unique and extensive range of proprietary assays that allow it to extract from the

immune contexture of cancer patients the useful information to guide individual x
treatment strategy and drive the development of new therapies, notably

immunotherapies.

HalioDx’s Immunoscore® platform aims to improve day-to-day care for patients by providing routine and
exploratory diagnostic solutions to clinicians, industrials and academic researchers. The company is based in
France (Marseille) and the US (Richmond, Virginia).

The COLOSSUS consortium at their Marseille plenary meeting hosted by HalioDx, October 2019

First Patient recruited to COLOSSUS
Translational Trial

University Hospital Mannheim, Germany recruited the first patient to COLOSSUS, an EU funded Horizon 2020
translational trial which could lead to a ground-breaking new way of treating people with advanced metastatic
colorectal cancer.

Chief Investigator Prof Matthias Ebert of Heidelberg University and the University Hospital Mannheim, said:
“I am very excited about the potential benefits of this study for people with MSS RAS-mutant metastatic
colorectal cancer. Patients and their doctors face special challenges in treatment of the cancer, therefore,
COLOSSUS is addressing a key question in colorectal cancer which may hopefully lead to new concepts for
the future management of patients in Europe and beyond’.

Our partners at VHIO have organised a public meeting on the
27th of February 2020. For details see: http://bit.ly/380f6Rq

VALL D’HEBRON
Institute of Oncology
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COLOSSUS Translationa

The COLOSSUS study will identify new biomarkers and classifiers in blood and/or tissue for microsatellite
stable RAS mutated colorectal cancer. Our aim is to develop new diagnostics and therapeutic options for
patients bearing this type of cancer after they develop resistance to the current standard of care, and for
whom there are no further treatment options currently available.

Thus far, the main focus has been to activate clinical sites and progress recruitment. It is planned to open
the study at 10 international sites with a target recruitment of 163 patients. As sponsor, Cancer Trials Ireland
manages and oversees the study activities on behalf of Chief Investigators Prof Ray McDermott (Ireland), Prof
Matthias Ebert (Germany) and Prof Josep Tabernero (Spain) and COLOSSUS clinicians and scientists.

Currently 5 patients are registered to the study. Prof Matthias Ebert and the clinical trials team at University
Hospital Mannheim registered the first person to the study in April 2019 and a second was registered in
June. The first person in Ireland was registered by Dr Brian Bird and his clinical trials team at Bon Secours
Cork in September 2019. In November 2019, Dr Rodrigo Dienstmann and the colorectal cancer clinical
research team under the leadership of Dr Elena Elez at Vall d’Hebron Institute of Oncology, registered the
first person in Spain and a second was registered by Dr Ramon Salazar and the clinical research team under
the leadership of Dr Cristina Santos at Institut Catala d’Oncologia; UHospitalet de Llobregat.

To date, a total of 7 sites have been activated which include:

Ireland: University Hospital Galway, Bon Secours Hospital Cork, and Tallaght
University Hospital

Spain: Hospital Universitari Vall d’Hebron and Institut Catala d’Oncologia
at UHospitalet de Llobregat. Both sites are in Barcelona

Germany: University Hospital Mannheim and Onkologische Schwerpunktpraxis
Speyer

An amendment to the protocol addressing challenges to the eligibility criteria for patients is currently under
way and it is anticipated that this will improve the accrual rate. The work of all team members at sites is truly
appreciated and thank you to all people who are willing to participate in this study.

Further information about the study and the sites can be found at cancertrials.ie, clinical trials.gov and
https://www.colossusproject.eu/the_project/colossus-translational-study/.

The COLOSSUS team at Bt
University Hospital Mannheim
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Communicating COLOSSUS to the public
Professor Annette Byrne, Head of the RSCI Precision Cancer Medicine Group and COLOSSUS Coordinator
hosted and chaired a Bowel Cancer Awareness Month PPl event at RCSI on the 30th April 2019 in Dublin.
UCD’s David Gomez-Matallanas exhibited COLOSSUS at a public festival in Dublin on 8th June 2019.
The UCD festival offered a packed programme of free events. Visitor numbers topped 16,000!

Conference Highlights
COLOSSUS Coordinator Prof Annette Byrne, RCSI was a distinguished speaker at BIT’s 12th annual
World Cancer Congress meeting on May 15-17, 2019 in Osaka, Japan. Annette’s talk was titled:
“Chromosomal Instability as a Predictive Biomarker in Metastatic Colorectal Cancer”.
Pl Prof Walter Kolch, UCD presented at the “The RAS superfamily and related pathways in health
and disease” in Santander, Spain. Walter’s talk entitled: “Computational analysis of RAS signalling
networks” took place on May 16, 2019.
VHIO PI Dr Rodrigo Dienstmann delivered the plenary talk at ESMO’s 21st World Congress on
Gastrointestinal Cancer in Barcelona. Rodrigo’s talk “Molecular classification of colon cancer: new
insights” occurred July 5,2019.
“Stratified Treatment of Metastatic Colorectal Cancer (CRC), New Molecular Classification” was the title of
VHIO PI Dr Rodrigo Dienstmann’s talk at the ESMO Annual Congress on September 30, 2019 in Barcelona.
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For more information visit the project website:
www.colossusproject.eu
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