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Angiopredict Quick Guide
Our Key Aims and Objectives

Colorectal cancer is the second most common cause of cancer-related deaths in the
developed world. Currently, the first line treatment for patients with mutations in Ras/
Raf/ PI3K pathways who do not respond to anti-EGFR treatment is bevacizumab (bvz,
Avastin®) in combination with chemotherapy. However, the treatment is not effective in all
patients - which may result in some patients suffering related side effects, without benefit.
In ANGIOPREDICT, academic cancer biologists and industry-based biotechnology researchers
are working together with clinicians to explore biomarkers and their potential for use to
predict whether individual metastatic colorectal cancer patients will respond positively
to Avastin® combination therapies. Our ultimate goal is to help meet the challenges of (i)
clinical decision-making in mCRC, so that the right treatment is delivered to the right
patient at the right time and (ii) facilitate delivery of more focused and cost-effective care.
In the project ANGIOPREDICT partners are using a number of different technologies
to analyse tissue samples from patients receiving Avastin® combination therapy
or chemotherapy, to explore potential predictive biomarkers. The results of this
exploratory work is then being validated using other tissue samples (e.g. from the ACANGIOPREDICT clinical trial), where patients are receiving Avastin® combination therapy.
The project is nearing completion. Final results are currently being reviewed and analysed
and will be described in our final reports (due end March 2016). You can read about
some of our results to date in our project publications (see Essential Reading below).

Visit the Education Section on the Angiopredict website for more information about:
• Colorectal canczer.
• Treatment options.
• What will Angiopredict do?
• How will Angiopredict achieve its goals?
• The background to the project and its aims.

Visit us at https://www.angiopredict.com/go/education
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ESSENTIAL READING

AN UPDATE ON ANGIOPREDICT PUBLICATIONS
Although final project results are still being collated and analysed and we envisage many additional papers in the future,
we have already achieved some significant publications. A selection of recent
articles by Angiopredict researchers are
described below.
“Genetic variability of VEGF pathway genes in six
randomized phase III trials assessing the addition
of bevacizumab to standard therapy” (S. de Haas et
al. Angiogenesis, October 2014, Volume 17, Issue 4,
pp 909-920). This paper describes a meta-analysis of
individual patient data from six randomized phase III
trials, exploring relationships between 195 common
genetic variants in the vascular endothelial growth
factor (VEGF) pathway and bevacizumab treatment
outcome. Potential value for predicting treatment
outcome across tumor types was found for variants in
VEGF-A, EPAS1, IL8RA, VHL, and VEGF-C.
“Genetic variants in VEGF pathway genes in neoadjuvant breast cancer patients receiving bevacizumab: Results from the randomized phase 3 GeparQuinto study” (A. Hein et al Int J Cancer. 2015
Dec 15;137(12):2981-8). Here researchers explored
whether single nucleotide polymorphisms (SNPs) in
VEGF pathway genes correlate with pathological complete response (pCR) in the neoadjuvant GeparQuinto
trial. Findings included that five SNPs may be associated with a better response to BEV and several SNPs in
VEGF-A may be associated with improved pCR when
receiving BEV in the neoadjuvant setting. However,
none of the observed effects survived correction for
multiple testing. Results are consistent with previous
studies on BEV efficacy in breast cancer. Further research is warranted to clarify the predictive value of
these potential biomarkers.
“Integrating Colon Cancer Microarray Data: Associating Locus-Specific Methylation Groups to Gene
Expression-Based Classifications” (A. Barat et al.
Microarrays 2015, 4(4), 630-646). Changes in gene
expression and abnormal DNA-methylation are both
known to play an important role in cancer onset and

development. Here publicly available microarraybased gene expression and methylation data sets
are used to characterize expression subtypes
with respect to locus-specific methylation. Unsupervised clustering techniques were used to determine methylation-based subgroups and these
were annotated with three published expressionbased classifications, comprising from three to six
subtypes. It was found that methylation profiles
provided a further basis for segregation of certain
finer-grained expression-based subtypes, though
other finer-grained subtypes were not distinctive.
“Evaluation of efficacy and safety markers in a
phase II study of metastatic colorectal cancer
treated with aflibercept in the first-line setting”
(D. Lambrechts et al British Journal of Cancer
113, 1027-1034, 29 September 2015). This paper
explores biomarker data from the randomised
phase II AFFIRM trial, assessing aflibercept in
combination with mFOLFOX6 first line in mCRC.
Findings included that at the gene level variability in VEGFB significantly correlated with progression free survival (PFS) and that high levels of circulating IL8 at baseline together with increased
levels of IL8 during treatment were significantly
associated with reduced PFS (suggesting that IL8
may act as a potentially predictive biomarker of
aflibercept treatment outcome).
“Bevacizumab in the treatment of metastatic
colorectal cancer - a retrospective analysis with
a focus on the elderly” (J. Betge et al. Zeitschrift
fur Gastroenterologie 2014; 52 - KG171). This
paper analyses the survival times of 87 patients
with mcrc who began chemotherapy in combination with bevacizumab from March 2005 to August 2008 in the University Hospital Mannheim.
Patients showed a median progression-free survival (PFS) of 8.7 months and a median overall
survival (OS) of 25.2 months. The survival rates
of patients were in line with results of previous
surveys. In this cohort, underlying chemotherapy
regimen and age had no significant effect on survival times.
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AT THE LECTERN
Since the last newsletter, project partners have been involved in numerous
dissemination activities. A selection of recent conferences, presentations and
events are summarised below.

•

•

•

On 20 January 2015 Prof Jochen Prehn (RCSI)
presented “Computational modelling of cell death
pathways for the prediction of patient outcome
and therapy responses” at a Symposium in Dublin
on leveraging the power of systems medicine in
personalised oncology. On 9 April 2015 Prof Prehn
also presented at the 1st Centre for Structural
Systems Biology (CSSB) Symposium: Systems
Biology of Infection from Molecules to Organisms,
held in Hamburg, Germany.
Prof Diether Lambrechts (Scientific Co-ordinator,
VIB) presented:
on 6 March 2015 in Orlando, Florida at the ACCR
Conference - Tumor Angiogenesis and Vascular
Normalization: Bench to Bedside to Biomarkers;
on 19 March 2015 at the 18th International
AEK Cancer Congress 2015 (Heidelberg),
(presentation on Angiogenesis biomarkers in
solid cancers);
on 19 April 2015 at the AACR Annual Conference
(“Biomarkers of Antiangiogenic Therapy: Are
We Lost in Translation?”), Philadelphia, USA and
on 8 May 2015 at the 9th International Experts
Panel Meeting “Antiangiogenetic Therapies
In NSCLC: Reality And Hopes” in Sperlonga,
Italy, presentation entitled “Biomarkers for
antiangiogenetics”.
Angiopredict Coordinators Dr Annette Byrne
(RCSI) and Prof Diether Lambrechts (VIB)
presented at the EU-LIFE Scientific Workshop on
Epigenetics and Disease in Copenhagen, on 1213th May 2015. The event was organised by BRIC
(the Biotech Research and innovation Centre)
and brought together scientists and clinicians/
translational researchers from EU-LIFE institutes.
Prof Lambrechts presented “Tumor hypoxia causes
DNA epimutations by reducing TET activity” and

Dr Byrne presented “Angiopredict: Predicting
response to combination bevacizumab
therapy in metastatic colorectal cancer”.
•

On 28 June 2015 researchers from partner
VU presented on Q-DNAseq at the EACR
Conference Series 2015, (2nd Special
Conference: Cancer Genomics). Dr Bauke
Ylstra (VU) also made a poster presentation
at the AACR Precision Medicine Series:
Integrating Clinical Genomics and Cancer
Therapy in Utah, USA on 13 June 2015 (title:
Q-DNAseq: a bioinformatics pipeline that
yields DNA copy numbers from shallow whole
genome sequencing with noise levels near the
statistical limit imposed by read counting.)

•

Dr Sudipto Das (partner RCSI) recently made
a number of significant presentations focused
on understanding different strategies to
optimise both experimental and bioinformatic
workflow. Dr Das (below) was shortlisted for
the Royal Academy of Medicine in Ireland
(RAMI) Barcroft Medal and presented at the
RAMI Biomedical Sciences Division annual
meeting in the Royal College of Surgeons in
Ireland (June, 2015). He also presented at
the European Society of Human Genetics
annual meeting,
Glasgow, UK in
May, 2015 and
at the Genome
Sciences Meeting 2015, in
Birmingham,
U.K., in August,
2015.
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AT THE LECTERN
•

•

CONTINUED

In
September
2015
researchers
from Angiopredict partner Somantix
presented at the University of Geneva
and at Birmingham University on the
identification of new biomarkers for
tumor vascular therapy.
On 30 October 2015 Prof Diether
Lambrechts
(VIB)
presented
on
“Genetic traits predicting the efficacy
of antiangiogenic therapy” at the
International Symposium on Metastatic
Colorectal Cancer held in Heidleberg.

•

Prof. Lambrechts also presented “Molecular profiling:
Personalizing your cancer treatment” at the Global
Nintedanib (BIBF 1120) Consultancy Meeting on CRC,
20 November 2015, Boehringer-Ingelheim, Germany.

•

Angiopredict Co-ordinator Dr Annette Byrne (RCSI)
was recently invited to discuss the use of pre-clinical
ultrasound to interrogate angiogenesis inhibitors
during the 47th Annual British Medical Ultrasound
Meeting held in Cardiff, UK on December 8-11th 2015.
Dr Byrne also presented at the inaugural ESMO-Asia
Congress held in Sinagapore, on December 18th-21st
2015, speaking on “Angiogenesis across Tumor Types”.

Researchers from Angiopredict at the Dublin plenary meeting on 3 December 2015. This, the final
project meeting, was particularly productive, with a packed agenda of scientific updates and discussions about publications, presentations and exploitation of results. We also had an opportunity to
plan for final deliverables and reports. Many thanks to project partner Oncomark for hosting.
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MEET THE ANGIOPREDICT TEAM
dŚĞŵƵůƟͲĚŝƐĐŝƉůŝŶĂƌǇĐŽŶƐŽƌƟƵŵŝƐĐŽŵƉŽƐĞĚŽĨĐĂŶĐĞƌƌĞƐĞĂƌĐŚĞƌƐ͕ďŝŽƚĞĐŚŶŽůŽŐǇĐŽŵƉĂŶŝĞƐ͕ĂŶ
The multi-disciplinary consortium is composed of cancer researchers, biotechnology companies, an
ĞǆƉĞƌŝĞŶĐĞĚĐůŝŶŝĐĂůƚƌŝĂůƐŽƌŐĂŶŝƐĂƟŽŶĂŶĚĐůŝŶŝĐŝĂŶƐĨƌŽŵĂĐƌŽƐƐƵƌŽƉĞ͕ƐƵƉƉŽƌƚĞĚďǇĂŶĞǆƉĞƌŝĞŶĐĞĚ
experienced clinical trials organisation and clinicians from across Europe, supported by an experienced
ƉƌŽũĞĐƚŵĂŶĂŐĞŵĞŶƚƚĞĂŵ͘
project management team.

Royal
College of Surgeons in Ireland (RCSI)
ZŽǇĂůŽůůĞŐĞŽĨ^ƵƌŐĞŽŶƐŝŶ/ƌĞůĂŶĚ;Z^/Ϳ
http://www.rcsi.ie/
ŚƩƉ͗ͬͬǁǁǁ͘ƌĐƐŝ͘ŝĞͬ
Coordinator
of Angiopredict
ŽŽƌĚŝŶĂƚŽƌŽĨŶŐŝŽƉƌĞĚŝĐƚ

Epigenomics
AG (EPI)
ƉŝŐĞŶŽŵŝĐƐ';W/Ϳ
http://www.epigenomics.com/
ŚƩƉ͗ͬͬǁǁǁ͘ĞƉŝŐĞŶŽŵŝĐƐ͘ĐŽŵͬ

Stichting
VU-VUMC
^ƟĐŚƟŶŐshͲshD
http://www.vumc.com
ŚƩƉ͗ͬͬǁǁǁ͘ǀƵŵĐ͘ĐŽŵ

Flanders Interuniversity Institute for Biotechnology (VIB)
&ůĂŶĚĞƌƐ/ŶƚĞƌƵŶŝǀĞƌƐŝƚǇ/ŶƐƟƚƵƚĞĨŽƌŝŽƚĞĐŚŶŽůŽŐǇ;s/Ϳ
http://www.vib.be/
ŚƩƉ͗ͬͬǁǁǁ͘ǀŝď͘ďĞͬ
(Scientific
Coordination)
;^ĐŝĞŶƟĮĐŽŽƌĚŝŶĂƟŽŶͿ

SomantiX
B.V. (SOM)
^ŽŵĂŶƟy͘s͘;^KDͿ
http://www.somantix.com/
ŚƩƉ͗ͬͬǁǁǁ͘ƐŽŵĂŶƟǆ͘ĐŽŵͬ

OncoMark
Limited (ONCO)
KŶĐŽDĂƌŬ>ŝŵŝƚĞĚ;KEKͿ
http://www.oncomark.com/
ŚƩƉ͗ͬͬǁǁǁ͘ŽŶĐŽŵĂƌŬ͘ĐŽŵͬ

University College Dublin (National
Ruprecht-Karls-Universitaet
Heidelberg, hŶŝǀĞƌƐŝƚǇŽůůĞŐĞƵďůŝŶ;EĂƟŽŶĂůhŶŝZƵƉƌĞĐŚƚͲ<ĂƌůƐͲhŶŝǀĞƌƐŝƚĂĞƚ,ĞŝĚĞůďĞƌŐ͕
University
of Ireland, Dublin) (UCD).
University
of
Heidelberg
hŶŝǀĞƌƐŝƚǇŽĨ,ĞŝĚĞůďĞƌŐ;DĂŶŶŚĞŝŵhŶŝ- ǀĞƌƐŝƚǇŽĨ/ƌĞůĂŶĚ͕ƵďůŝŶͿ;hͿ͘ŽŶǁĂǇ
Conway
Institute
of Biomolecular and
(Mannheim
University
Hospital)
(UHEI)
/ŶƐƟƚƵƚĞŽĨŝŽŵŽůĞĐƵůĂƌĂŶĚŝŽŵĞĚŝĐĂů
ǀĞƌƐŝƚǇ,ŽƐƉŝƚĂůͿ;h,/Ϳ
Biomedical
Research
http://www.umm.de
ZĞƐĞĂƌĐŚ
ŚƩƉ͗ͬͬǁǁǁ͘Ƶŵŵ͘ĚĞ
http://www.ucd.ie/conway
ŚƩƉ͗ͬͬǁǁǁ͘ƵĐĚ͘ŝĞͬĐŽŶǁĂǇ

Irish Clinical Oncology Research Group Limited (ICORG)
/ƌŝƐŚůŝŶŝĐĂůKŶĐŽůŽŐǇZĞƐĞĂƌĐŚ'ƌŽƵƉ>ŝŵŝƚĞĚ>ďŐ;/KZ'Ϳ
http://www.icorg.ie/
ŚƩƉ͗ͬͬǁǁǁ͘ŝĐŽƌŐ͘ŝĞͬ

Pintail Limited
WŝŶƚĂŝů>ŝŵŝƚĞĚŚƩƉ͗ͬͬǁǁǁ͘ƉŝŶƚĂŝů͘ĞƵͬ
http://www.pintail.eu/
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