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More than half this
number, 230,000, are
killed by the disease.

THE PROJECT
Colorectal cancer is the second most common
cause of cancer-related deaths in the developed
world. This type of cancer is often treated by antiEGFR therapy. However, some patients have genetic
mutations that make anti-EGFR therapy ineffective.
These patients receive a drug called bevacizumab
(bvz, Avastin®) in combination with chemotherapy.
However, this therapy is also not effective in all patients - these non-responding patients suffer the
side effects of treatment, but without benefit.
Biomarkers are substances in the body that can be
used to understand differences in individual patients. It is universally agreed that the future use of
Avastin® in colorectal cancer (and other cancers) is
likely to be greatly influenced by the availability of
predictive biomarkers to allow selection of patients
who will attain the greatest benefit. Neither predictive validated markers, nor associated companion
diagnostics currently exist.
ANGIOPREDICT is a research project working towards personalised medicine for patients with
metastatic colorectal cancer. In ANGIOPREDICT,

academic cancer biologists and industry-based
biotechnology researchers will work together with
clinicians to identify biomarkers to predict whether
individual colorectal cancer patients will respond
positively to Avastin® combination therapy. Diagnostic tests using these biomarkers will also be developed to provide clinicians with the means to predict
patient treatment responses in the future.
Identifying patients who will not respond to Avastin®
combination therapy will spare these patients from
potential side effects of the treatment. It will also
help to prevent relapse, as these patients may ultimately be directed towards alternative, potentially
more effective therapies. Health care providers will
be able to provide more focused and cost-effective
care, because ineffective investment in Avastin®
combination therapy will be avoided.
The underlying genomic mechanisms that determine whether or not a patient will respond to Avastin® combination therapy are currently unknown.
ANGIOPREDICT also aims to unravel these pathways.

The AngioPredict project is funded by the EU’s Framework Programme Seven (FP7) under contract #306021.
Please visit www.angiopredict.eu for more information.
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ANGIOPREDICT
INFORMATION AT A CLICK

Project Website

Project Flyer

The project website is now online at

The ANGIOPREDICT team have developed a flyer
to promote the project at conferences and other
events - the flyer can be downloaded from the
project website.

https://www.angiopredict.com/
Information about the project can be found
there, as well as recent project news.
You can also follow the project on Twitter
(@AngioPredict) and Facebook.

The AngioPredict project is funded by the EU’s Framework Programme Seven (FP7) under contract #306021.
Please visit www.angiopredict.eu for more information.
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PROJECT RESULTS - YEAR 1
Clinical Samples
ANGIOPREDICT involves the collection and analysis
of tumour samples from retrospective (already collected) and prospective (to be collected) sources.
The team, led by partners ICORG and UHEI, has
now obtained ethical approval for the collection and
analysis of these samples. Recruitment of patients
for the prospective trial is underway at sites in Ireland and Germany and the study has already been
initiated in a number of centres.
Partner VUmc has also collected 100 patient samples for the project. These samples include tissue
from patients with or without Avastin® treatment. In
the coming months, partners VUmc and SOM will
analyze the tissue samples using a variety of techniques, with the aim of identifying potential biomarkers for validation later in the project.

Tumour Sample Analysis
ANGIOPREDICT aims to discover and validate predictive pharmacogenomics biomarkers for combination Avastin® therapy in colorectal cancer. In order
to discover new biomarkers, the team will perform
different tests on genetic material from tumour samples. As the first step of this process, the pathology
team at partner UHEI have identified retrospective
tumour samples meeting the ANGIOPREDICT criteria. These samples have been distributed to partners ONCO, NUID UCD and EPI, who have carried
out extensive work to determine the best way to isolate genetic material (RNA and DNA).
Partner ONCO has begun work to develop a predictive gene signature for Avastin® in colorectal cancer.
The signature will be based on a Real-Time Polymerase Chain Reaction (RT-PCR) assay.

What is a Real-Time Polymerase Chain
Reaction (RT-PCR) assay?
When molecular biologists want to study sections
of DNA, they use PCR assays. In a PCR assay, a
mixture of enzymes and other chemicals naturally
found in cells are combined in the lab to make multiple copies (‘amplify’) DNA. Real-Time PCR assays
are a specific type of PCR assay that is quantitative - meaning that they give molecular biologists a
measure of how much of a specific DNA section is
present in a sample.

Potential predictive biomarkers identified during the
project will be verified using In Situ Hybridisation
(ISH). Partner ONCO have begun optimization of a
state-of-the-art ISH assay for this purpose. In Situ
Hybridization (ISH) uses a probe made of genetic
material (RNA or DNA) to detect a specific DNA or
RNA sequence in a section of tissue.
Partner EPI have started methylation analysis to
identify potential predictive biomarkers. Methylation is a process where DNa molecules are chemically modified with methyl groups. The role of these
modifications in diseases, such as cancer is not well
understood. Partner EPI will use Differential Methylation Hybridization (DMH) to carry out methylation
analysis. DMH is a screening tool that measures
methylation and can be used to measure a lot of
samples very quickly.

Project-Wide Database
In ANGIOPREDICT, partners from across Europe will
generate large amounts of data that the research
team will need to pool to achieve the project’s goals.
Partner RCSI has consulted extensively with all partners to design a Database & Exchange Portal that
will support this process. The database will meet existing “genomics” standards so that the project data
can be easily shared within the team but also with
the wider research community, governmental and
industrial stakeholders, as well as patient advocate
groups. Test data sets have already been used to
look at the applicability of the database storage concept.

Data Analysis
ANGIOPREDICT will rely on statistical analysis and
systems biology to identify individual biomarkers
and combinations of biomarkers that will predict
Avastin® therapy success. Partner RCSI have developed a first prototype of a tissue-based tumour
model and are now testing the model using experimental data.

What is Systems Biology?
Systems Biology is a multi-disciplinary way of studying
complex interactions within biology to learn about how
systems function as a whole - it uses computational
models to study genomic regulation and proteomic
pathways on different biological scales. It includes
processes like the study of protein signalling in a cell,
or the growth of tumour and non-tumour cells within a
tissue.

The AngioPredict project is funded by the EU’s Framework Programme Seven (FP7) under contract #306021.
Please visit www.angiopredict.eu for more information.
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NEWS & UPDATES
Since the project kick-off in February 2012,
ANGIOPREDICT has been presented at a
number of scientific venues:
June 2012: ANGIOPREDICT Investigators Dr Annette Byrne (Project Coordinator, Partner RCSI) and
Professor William Gallagher (University College
Dublin) were among those honoured by President of
Ireland, Michael D. Higgins for their work as leaders
of major EU research projects at ‘Ireland’s Champions of EU Research’ in Dublin, Ireland.

Dr. Annette Byrne speaking at the Angiogenesis foundation in
San Diego, USA, in October 2012.

October 2012: Project co-ordinator, Dr Annette Byrne
(Partner RCSI), presented the ANGIOPREDICT initiative to a highly specialist audience at the Angiogenesis Foundation’s 10th International M. Judah Folkman
Conference: New Frontiers in Therapeutic Development, San Diego, USA. Dr Byrne was invited to
present at this prestigious event by the Foundation’s
President and Medical Director William W. Li MD.

WHAT’S NEXT

January 2013: Diether Lambrechts (Partner VIB)
receives the AstraZeneca Award for Translational
research for his work “Discovery and validation of
genetic biomarkers for targeted cancer therapies”.

• The ANGIOPREDICT clinical trial will continue to
enrol patients and collect samples in Germany and
Ireland for analysis by the consortium.

February 2013: Diether Lambrechts (Partner VIB)
lectured on biomarkers for anti-angiogenic therapies
at an ACHOG Course on Angiogenesis in Istanbul,
Turkey.
March 2013: ANGIOPREDICT-supported research
published in the Journal of Clinical Oncology
(Lambrechts, D. et al. Markers of Response for the
Antiangiogenic Agent Bevacizumab, 2013 Mar
20;31(9):1219-30. doi: 10.1200/JCO.2012.46.2762.

Over the coming months, the ANGIO
PREDICT team will continue to complete
work in a number of parallel streams to
meet the final project goals:

• Work will continue by multiple partners across
Europe to analyse tumour samples already collected
in order to identify potential biomarkers using methods optimized in the first year of the project.
• The tissue-based tumour model developed by the
project team will be tested using experimental data.

The AngioPredict project is funded by the EU’s Framework Programme Seven (FP7) under contract #306021.
Please visit www.angiopredict.eu for more information.
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CONSORTIUM
The ANGIOPREDICT team is composed
of cancer researchers, biotechnology
companies and clinicians from across
Europe, supported by an experienced
project management team.

Royal College of
Surgeons in Ireland (RCSI)

Flanders Interuniversity
Institute for
Biotechnology (VIB)

Epigenomics (EPI)

SomantiX B.V. (SOM)

www.epigenomics.com

www.somantix.com

www.rcsi.ie

OncoMark Limited
(ONCO)
www.oncomark.com

www.vib.be
UCD Conway
Institute
of Biomolecular
& Biomedical
Research

VU University Medical
Center (VUMC)

University of Heideleberg
(Mannheim University
Hospital) (UHEI)

www.vumc.com

University College Dublin
(UCD), Conway Institute of
Biomolecular and Biomedical Research

http://www.umm.de

Pintail Ltd

Irish Clinical Oncology
Research Group Limited
(ICORG)
http://www.icorg.ie

http://www.ucd.ie/conway

CONTACT INFORMATION
Dr. Annette Byrne
Royal College of Surgeons in Ireland
123 St Stephens Green
Dublin 2
Ireland
Email: annettebyrne@rcsi.ie
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