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Metastatic breast cancers

Characterising the profile of metastases for improed treatment

Brussels, 24 April 2017 Researchers at the Jules Bordet Institute -
Université libre de Bruxelles, VIB and KU Leuven piblished this 21 of
April an important study offering a better understanding of the

progression of breast cancer. The conclusions coulthve an impact on

care for patients suffering from a metastatic breascancer. This is one

of the first studies based on the analysis of muftie metastases obtained

© Benoit Deprez - The Image Factory

at the time of patient autopsies.

« Dr Christos Sotiriou and Christine
Desmedt,
Institut Jules Bordet »

A global understanding of the dissemination of thelisease

To date, the choice of treatment for metastases beged on the analysis of the primary tumour. Aelpet
understanding of the metastatic disease was criacelrive at an improved treatment. Unfortunatéhg study of
the dissemination of breast cancer, from the pnmitumour to the metastatic disease, is virtuapossible as it
would require an analysis of all the patient's mietses over time. Studying the different metastals&sned at the
time of the autopsy of patients who have unfortelyatlied of breast cancer therefore representsobmiee only
options for characterising the disease in its dlgba

Discovery of a unique metastatic precursor

The team from the Breast Cancer Translational Relse@enter (BCTL) J.-C. Heuson laboratory at thikeslu
Bordet Institute — ULB-Cancer Research Center, ehsité libre de Bruxelles, investigated the biologgifferent
metastases and of the primary tumour of 10 patiegidseby making it possible to reconstitute th&tdry of the
cancer's progression. This study, carried out opeaation with VIB, KU Leuven and the University Blidapest,
revealed that in the majority of cases all the states originate in a single metastatic precunsorda not result

from independent multiple dissemination events ftbenprimary tumour.
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In the case of certain recurrences that occur lghafter the initial diagnosis, the characterisicdthe metastases
were close, from a genomic point of view, to tho$¢he primary tumour. On the other hand, in theecaf later
recurrences, the molecular differences proved togteater. Moreover, the genomic profile of the vasi
metastases in the same patient could be very effeproviding a potential explanation for the hegeneous

nature of the response to anti-cancer treatmeneésm®s observed in a hospital environment in timeespatient.

Study conclusions

This study suggests that at least one metastaiigni€if possible several) should be biopsied amalysed at the
time of the breast cancer recurrence, especiatlyeifrecurrence comes several years after thalic#incer given
the possible modifications in the particular geromiofile of the metastatic disease. The detertiunaof the
genomic profile using high throughput sequenciraghteques targeting a set of predefined and clilyiaalevant

aberrations could be useful for making the theripeecision, in particular for the choice of taepktreatments.

Study references “Phylogenetic analysis of metastatic progressiobreast cancer using somatic mutations and

copy number aberrations” published on 21 April 2@ithe science journal “Nature Communications”.

Study financing: The Friends of Bordet, the MEDIC Foundation, thad®National de la Recherche Scientifique.

Enclosed Photograph of Dr Christos Sotiriou, MD, PhD, Maide Recherche FNRS, Director of the BCTL

(Breast Cancer Translational Research Laboratotheatlules Bordet Institute) and of Christine DedtnEhD,
Bio-Engineer and researcher at the BCTL. The BGTpairt of the U-CRCYLB Cancer Research Center)
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About the Jules Bordet Institute

An integrated multidisciplinary centre, unique ini@em, the Jules Bordet Institute is an autonomasphal devoted exclusively to
cancer.

For more than 75 years, the Jules Bordet Institagebeen providing its patients with diagnostic gnetapeutic strategies at the forefront of
progress to prevent, detect and actively combateraifhe Institute pursues three missions: caseareh and teaching. Its international
reputation attracts the world's leading cancer gxpHs spirit of innovation has enabled it totapate in the development and discovery of
major new methods of diagnosis and treatment \aithaim of bringing the findings to the patient agidly as possible.

In May 2013, the Jules Bordet Institute receiveditif accreditation and designation from the OEGig@hisation of European Cancer
Institutes) as a "Comprehensive Cancer Centre", atyjiaidel reserved for multidisciplinary cancer edmstitutions whose activities
include research and teaching. This is a firsBleigium.

The Jules Bordet Institute is a member of the ind dniversité Libre de Bruxelles hospital netwoiéth its 160 beds dedicated
exclusively to cancer patients, every year thetlristtreats more than 6,000 in-patients, 12,0a&atients and provides 75,000
consultations. To effectively meet future demobgie@nd scientific developments, the Institutelésping to build a new Institut Bordet on
the ULB university campus in Anderlecht, next to BErasmus Hospital. Inauguration is planned for 2018

= Jules Bordet Institute websiteww.bordet.be
=  To consult the Jules Bordet Institute presentdtimchure, go tohttp://www.bordet.be/fr/presentation/brochure/indiéml
=  To view the Jules Bordet Institute presentation @jdm to:http://www.bordet.be/fr/presentation/organigr/tetbmrdet.htm

About the Friends of the Bordet Institute

The Friends of the Jules Bordet Institute is a nafipmaking organisation with the sole am of sugiipgy and financing research at the
Jules Bordet Institute, a cancer centre that i$eseece in Belgium and abroad. As the largest peidainor to the Bordet Institute, "The
Friends" have donated almost 12 million euros éhst five years.

Considerable progress has been made in the figddaiflogy in recent years. Our understanding obibigical origin of cancer is growing
all the time. Whereas 10 years ago we spoke ahibheoscopic analysis of tumours, today we speajeoktic profile, of sequencing, etc.
Dozens of new molecules and markers have beenapma| permitting the advent of personalised treatnihis progress has to a large
extent been made possible through the extraordbeahnological progress of recent years. But thesetachniques that now enable us to
probe the infinitesimally small are increasinglypersive.

For more than 40 years, the help of the "Frien@ds'dnabled the Jules Bordet Institute to pursuestsarch using the most advanced
technologies, thereby providing patients with thestinnovative screening and treatment technigbeshniques that generate life and

hope.

By helping and supporting "The Friends of the Botdstitute" you are participating in the many resbgrogrammes that they support and
that all pursue a single aim: victory for life.
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To find out more about the association The Friesfdee Jules Bordet Institute, go to the websitew.amis-bordet.be
To find out more about the "101 tables pour la vig' to the websiteww.101tables.com

About the ULB Cancer Research Center, U-CRC

The "ULB-Cancer Research Center" (U-CRC), headed by Prarficois Fuks, brings together researchers frorfrdcealty of Medicine of
the ULB, the Erasmus Hospital and the Bordet Ingtitut

Focused on the patient, the fundamental and trémséd research is carried out in close contadhwiinical research.

The U-CRC, which is a centre of reference both nalfipaad internationally for cancer research, isidatid to increasing cooperation
between teams, sharing technological platformspaiachoting interdisciplinary research.

The U-CRC websitehttp://ucrc.ulb.be

About VIB

Basic research in life sciences is VIB'’s raison &£@n the one hand, we are pushing the bounddrigsai we know about molecular
mechanisms and how they rule living organisms sschuman beings, animals, plants and microorgani®@mshe other, we are creating
tangible results for the benefit of society. Basad@lose partnership with five Flemish universitieGhent University, KU Leuven,
University of Antwerp, Vrije Universiteit Brussel andasselt University — and supported by a solidifag program, VIB unites the
expertise of 75 research groups in a single institdIB’s technology transfer activities translagse@arch results into new economic
ventures which, in time, lead to new products taat be used in medicine, agriculture and otherieatins. VIB also engages actively in
the public debate on biotechnology by developing disseminating a wide range of science-basedrnrdtion about all aspects of
biotechnology. More informationvww.vib.be

Questions from patients

A breakthrough in research is not the same asaktimough in medicine. The realizations of VIB resbars can form the basis of new
therapies, but the development path still takessyézhis can raise a lot of questions. That is wihyask you to please refer questions in
your report or article to the email address thd& Wakes available for this purpogatienteninfo@vib.beEveryone can submit questions
concerning this and other medically-oriented regedirectly to VIB via this address.

About KU Leuven

KU Leuven (University of Leuven) is a leading Eueap research university dedicated to excellenarebeeducation and service to
society. It is a founding member of the League wfdpean Research Universities and has a strong &amagnd international orientation.
Its sizeable academic staff conducts basic andeapp@search in a comprehensive range of discilidaiversity Hospitals Leuven, its
network of research hospitals, provides high-qudl@althcare and develops new therapeutic and dgigrinsights with an emphasis on
translational research. The university welcomesentioan 57,000 students from over 140 countrieddt$oral schools organise
internationally oriented PhD programmes for ov&00,doctoral students. More infeww.kuleuven.be/english/
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