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IGR’s goal is

to become an
internationally
renowned
reference centre,
a guiding light
for the medicine
of the future.

Prof. Alexander
Eggermont,

IGR’s Director General

The Institute

A world renowned institution in cancer research, the Institut
de Cancérologie Gustave Roussy (IGR), located in Villejuif

to the south of Paris, caters to all patients, adults and children
alike, suffering from common or rare forms of cancer at all
stages of the disease. Since October 1st, 2010, the Centre

has been headed by Professor Alexander Eggermont,

Charles Guépratte, deputy Director General and

Professor Eric Solary, director of Research.

A hospital where care, research and teaching dovetail into
one, IGR bases its uniqueness on therapeutic innovation,
the development of personalised medicine and the quality
and safety of its care. With its multi-disciplinary approach,
2,700 professionals work constantly to improve the overall

treatment of patients.

IGR’s staff includes 220 tenured physicians, 890 care-givers
and 305 researchers. 168,000 consultations were carried out
in 2010 and nearly 11,300 new patients were treated,

20% of whom took part in biomedical research as part

of a clinical trial.

INSTITUT DE CANCEROLOGIE GUSTAVE ROUSSY |



B ROUND TABLE INTERV I EVV | —

Institut de Cancérologie Gustave Roussy
on its Way to Molecular Oncology

Innovative technologies, scientific discovery and targeted therapies are a few of the factors
shaking up oncology, its practices and its players. With Professor Eggermont taking over the helm
at IGR it is an opportunity to examine the strategy and ambitions announced for the coming
years. As a first clear signal of his determination to highlight teamwork, Prof. Alexander
Eggermont, wanted to carry out this interview with his deputy Director General, Charles

Guépratte, and the Director of Research, Prof. Eric Solary.

Oncological
molecular
medicine is
one of our
strategic
focuses in
fighting
cancer.

2 IGRIN 2010

In its corporate strategic plan the Institut de
Cancérologie Gustave Roussy (IGR) states that
its care and research policies place the accent
on personalised medicine. With this in mind
what happened in 2010 in terms of innovation,
organisation and investment?

Prof. Eggermont: Before going over the year 2010,
it's probably useful to define what “personalised
medicine” means and avoid whatever ambiguity

might derive from it. For the past several years patients
have enjoyed personalised medicine af IGR because
therapies, determined by multi-disciplinary committees,
are adapted to each individual case. The personalised
medicine we are talking about today is in fact molecular
medicine. In foday’s medicine we use the progress
made in molecular biclogy by identifying the root
molecules responsible for cell anomalies and counter
them with molecule-based drugs. This oncological
molecular medicine, as sfressed in our corporate
strategic plan and our application to be certified as a
teaching hospital (IHU), is one of our frontline strategies
in the fight against cancer.

Prof. Solary: In scienfific research terms this kind of
medicine, led in particular by molecular anomalies,
calls for considerable investment. In 2010, IGR
accomplished two major thrusts: increasing the number
of molecular analyses of tumours through classic
confrolled technological approaches (candidate gene
sequencing, CGH arrays and immunohistochemistry);

the installation of new-generation sequencing by buying
a Roche 454 sequencer for the integrated biology
platform and an HP2000 lllumina sequencer for

Inserm Unit 985.

As far as organisation is concerned, all technical
support centres have become joint research services.
The Integrated Biology Platform, led by Vladimir Lazar,
unites all the “omics” including genomics. lis purpose

is fo see fo the technological development of battery
sequencing of candidate genes. It uses for that purpose
a sequencer provided by Roche Diagnostics for

six months, after which time IGR will once again

have fo invest in equipment adapted fo it needs.

The Translational Research Laboratory headed by
Ludovic Lacroix, sees to implementing controlled
technologies in order to meet present needs while
collaborating with integrated biology by participating
in the implementation of new generation sequencing.
Now headed by Philippe Vielh, the Biological
Resources Centre is in charge of managing sample
collections from tumor biopsy specimens at diagnosis.
The main doubits for the coming years concern our
bioinformatics needs o analyse data generated by
various broadband approaches we are presently insfalling.

Mr. Guépratte: Supporting this molecular medicine,
even if it is only a minority part of our activities today,
implies quantifying our needs precisely, planning

for the time needed to carry out our objectives and
the budgetary mass to mobilise. It is an essential



step that offers a precise, mult-annual vision of our
work. Above and beyond these matters of methods,
we have substantively supervised the development

of personalised medicine by mobilising our Research
Foundation which funded the installation work for the
broadband sequencers and enabled the recruitment
of people able o operate them. The fund-raising
campaign, “Capital Campaign”, rebaptised “Révolution
Cancer” in 2011, enabled us to invest 1.5m euros in
the programme. Insfitut Gustave Roussy was also able
fo invest an additional 0.5m euros to go with the fund-
raising money.

Prof. Eggermont: Allow me fo add that the new
generation of sequencers mentioned by Prof. Solary
has been operational since early 2011 both in

the hospital and the research facilities. The biomarker
programme and the new-drug development programme
carried out by SITEP are ifs direct beneficiaries. These
fwo programmes are at the core of our ambitions and
place us among the key players in European molecular
oncology. Then we want fo install a functional trials
platform so we can be well kitted out and meet the
scientific challenges in this field. The phase la to llb
therapeutic trials have become an important strategy
for us and encourage us to re-orient our clinical and
franslational research priorities.

Institut de Cancérologie Gustave
Roussy’s Director General

Professor Alexander
Eggermont has been IGR’s

DG since October 1st, 2010.

As an oncological surgeon at
Rotterdam’s Daniel de Hoed
Centre from 1988 to 2010, he
specialised in immunotherapy

research, melanoma and sarcoma
care and basic research in tumour
pathophysiology and immunology.
He was appointed University
Professor in 2003, and from 2003
to 2006 was Chairman of the
EORTC (European Organisation
for Research and Treatment of
Cancer). He also presided over the
European CanCer Organisation
(ECCO) from 2008 to 2010. He is

From left to right presently head of the European
Mr Guépratte, Academy of Cancer Sciences.
Prof. Eggermont

and Prof. Solary

Is the purpose of this re-orientation to anticipate
the consequences that molecular medicine might
have in turning cancer into a chronic disease?

Prof. Solary: You're right to imply that controlling classic
therapeutic approaches and developing new drugs will
enable us to improve overall survival in patients even if
it doesn't always lead to a cure. Response fo freatment
may only be partial with a residual disease more or
less easy to detect, a source of relapse or rapidly
progressing disease. That this situation is occurring more
frequently raises several questions.

Understanding the notion of chronic disease first of all
means understanding the complexity of fumour cells and
their behaviour, something that calls for very elaborate
upstream research. Tumour stem cells will be one of

the themes in the Institut Gustave Roussy's call for tender
as it looks to recruit new teams in 2012.

The spectacular progress reported over the past few
months in immunotherapy-treated melanomas leaves
room for hope that the growing expertise in this
therapeutic approach might help eliminate residual
tumour cells after surgery, chemotherapy or radiotherapy.
ICR possesses expertise in this field, and the "exosomes”
therapeutic frial like the projects aimed at boosting the
work of the URM 753 unit bear witness to the Insfitute’s
ability to explore these therapeutic pathways. >>>

INSTITUT DE CANCEROLOGIE GUSTAVE ROUSSY
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IGR is a leader
by nature
entirely
dedicated to
serving cancer
patients

4 IGRIN 2010

Prof. Eggermont: "Transforming” cancer into a chronic
disease is both a medical goal and a considerable
source for new challenges. VWe know how to handle the
medical-social needs of patients who live a long fime
with the disease. It is important knowledge possessed
by IGR on both the medical-scientific and care levels.
But the question as fo how society is going fo be able
fo tolerate the high cost of third-, fourth-, even fifth-line
freatments still goes unanswered.

It is therefore of primary importance fo focus on
fomorrow's curative medicine, but it is equally important
not to let ourselves be lured into thinking only of the
great advantage of a disease becoming chronic.

Mr. Guépratte: In real terms, when a disease becomes
chronic there is a parallel need for the patient to be
monitored by the Insfitute over the long ferm. On the
strength of this observation, we have launched
institutional brainstorming about accompanying

the patient and the personalisation of services rendered
in close connection with the V2010 certification for
which the visit will take place next January.

By establishing new links with the public and by offering
new means of communication fo facilitate the life of

a former cancer patient, we wish fo participate in

a refurn to normal life and accompany the postcancer
period as flexibly and easily as possible for everyone.

Institut de Cancérologie Gustave Roussy enjoys
an international reputation in the fight against
cancer. What partnerships do you maintain with
public authorities, the world’s big oncological
institutes and private labs?

Prof. Eggermont: Our primary role is fo infegrafe info
the university world. We have noted that within France
the means are concentrating henceforth in universities.
To believe that IGR is strong enough to do without the
university network would be a fundamental mistake.

In both medicine and research we want fo enter into

a rationale of inclusiveness. Secondly we are looking
fo build a longlasting partnership with the Paris Region
Public Hospitals (AP-HP). We are sure that in many
cases we'll be able to reach agreements that benefit
both sides. VWe feel that our relafionships with the

Institut Curie are solid enough to contribute to redefining
the oncological landscape in Paris, the Greater Paris
region and even all of France. IGR and the Institut Curie
are remarkably complementary in terms of clinical
programmes and research acfivities. It is clear that

we must work together on all fronts.

Prof. Solary: With these perspectives in mind,

the Cancéropéle lle-de-France is called upon to be
one of the inifiatives leading to strong links between
IGR, the Institut Curie and those AP-HP sites structured
around oncohaematology, mainly Saint Louis Hospital
and the association Paris 5 HEGP/Necker/Cochin.
IGR has also signed a teaching hospital convention
with Paris-Sud CHU which situates it complefely in

a teaching hospital environment.

Mr. Guépratte: Preparing our application fo become a
University Teaching Hospital gave us an opportunity fo
open IGR up to companies and partnerships. We feel
that developing IGR also means linking civil society fo
the major projects that ensure IGR’s development. The
active renewal of our Foundation provides a powerful
tool that is autonomous from IGR, ensuring fund raising
and the piloting of our research projects funded by
public donations.

At the same time as this new process, we have
strengthened our bonds with Europe’s and the world's
"quiding light” institutes: the Descartes network and
our strategic partnership with the MD Anderson
Oncology Centre in Houston, of which we are a “sister
institution”. Last but not least, our strong involvement

in the WIN consortium, this year celebrating its third
anniversary, has mainly enabled us fo structure

our parterships in research and help co-ordinate
maijor frials.

To wrap up this point about our major partnerships

it is good to remember that we are also a member

of the new UNICANCER hospital group, bringing
together 20 cancer research centres (CLCC) with

a view to enhancing their organisational model

in oncology and pooling their resources and skills

so as fo lend a new dynamic fo patient freatment.



Can you tell us in conclusion what are IGR’s
medium-term plans?

Mr. Guépratte: IGR has to maintain financial balance
that allows it to move constantly ahead. To do that

the basics have got to be solid. All of the Institute’s
collaborators must feel personally involved in this
balance. It is our brief that we are a major player

in world oncology, so we have fo give ourselves the
means. Developing confracts aimed at delegating
cerfain resources to departments confributes fo this will
fo balance our accounts permanently. Regarding

the hospital, we must also supervise the modernisation
of our technical centres, starting with radiotherapy
then imaging and the operating rooms where we hope
fo implement a farreaching outpatient project.

Prof. Solary: Over the coming five years, ICGR is going fo
systematically gather correctly annotated and analysed
tumour samples on the molecular level, at the diagnosis
and when there are relapses or rapid progression.

This information will guide the therapeutic choices
made in multidisciplinary consultation meetings,

serve as support fo therapeutic frials and accompany
the infroduction of new molecules fo humans.

The Institute hopes to recruit new certified research
feams on a confractual basis on themes like tumour stem
cells, epigenetics, bioinformatics, in silico modelling,
molecular pharmacology and examine the installation of
a preclinical facility through a public-private partnership.

Prof. Eggermont: IGR has to see itself as a key player
on the infernational oncological sfage. lts innovative
programmes, its special relationship with its peer group
(MD Anderson in Houston, Karolinska University in
Stockholm, NKI'in Amsterdam), the pathways to be
developed with Erasmus MC Rotterdam (public health,
neuro-endocrinology, bicinformatics, nanotechnologies
and intravital microscopy) and with the Deutsche Kerbs
Forschungs Zentrum in Heidelberg in Europe and with
fargefed institutes elsewhere, ifs strategy of university
integration, closer relations with Insfitut Curie and the
AP-HP in Paris give it a unique dimension.

I think with its ability to think autonomously but with

the goal of integration and co-operation, the Institut

de Cancérologie Gustave Roussy possesses the
characteristics of a leader working entirely for patients
with cancer.

INSTITUT DE CANCEROLOGIE GUSTAVE ROUSSY 5



IGR Networks

Europe’s leading oncology cancer centre, the Institut de Cancérologie Gustave
Roussy is at the heart of networks, projects and fundamental partnerships for

its equilibrium and development. Its basic missions (patient care, research

and teaching) are fulfilled by its own departments or entities and in collaboration
with academic and research partnerships

A private insfitution, IGR, possesses the
dimension and authority of a public service
thanks to its working with government
agencies fo which it is accountable,
Paris-Sud 11 and local and national
communities. It mainfains multiple
partnerships with care and research
networks both in scale (from the local to
the infernational) and with other entities
(from associations to world leaders in
oncology). It is because of this ability fo
act and incite others to action in these
complex networks that IGR must
encourage the emergence of molecular
medicine in oncology.

The regional network

In France, along with the Institut Curie,
IGR has a lead role in the UNICANCER
hospital group, derived from the FFCICC
(the French Federation of Cancer Control
Centres). On the medical level the Institute
also works as much with professional
networks (ONCO 94, Medicen, Cancer
Campus, efc.] as with humanitarian
associations (Ligue Nationale contre le
Cancer, ARC, Odysséq, efc.). In research,
our preferred pariners are the CNRS,
Inserm and Université Paris-Sud 11, which
is also one of the prominent pillars

for teaching at IGR. The Institute works
together with public authorities, from
ministries fo regional or departmental
bodies and nation-wide initiatives such

as Plan Cancer 2 and INCa.

IGR IN 2010

The international network
To mainfain its rank as a major player in
worldwide oncology, above and beyond
its innovative scientific programmes, IGR
has to create or consolidate partnerships
with leading hospitals on the infernational
stage. And here, you have in particular
MD Anderson, Karolinska University

and NKI-Amsterdam. Simultaneously,
bonds have also been forged with
DKFZHeidelberg, Erasmus University MC
Rotterdam, Vall d'Hebron-Barcelona and
the Royal Marsden-london because of
their infrastructures that are complementary
fo IGR's and their capacity to be a part
of a European-wide strategy process.

Acronyms and abbreviations

I IGR’S ORGANISATION [ —

ICR already plays a big role in Europe
and shares responsibility for the Eurocan
Translational Platform FPZ, which unites
the main European CCCs (Comprehensive
Cancer Centres).

Moreover, the WIN (Worldwide
Innovative Networking) started with
Houston's MD Anderson and housed by
IGR is making impressive headway and is
honoured fo have as ifs president Professor
John Mendelsohn, one of the world's
leading cancer experts.

AERES French Evaluation
Agency for Research and
Higher Education

ANR French National
Research Agency

ARC French Cancer

Research Association

CLCC The National Federation

of French Cancer Centres

CNRS French National Scientific
Research Centre

DISSPO Interdisciplinary
Department of Supportive Care
for Onco-haematology Patients

DRC Department
of Clinical Research

ERI Patient Drop-in Centre

FFCLCC French National

Cancer Treatment Centres
HAS High Authority for Health

INCa French National
Cancer Institute

INSERM French National
Institute of Health and Medical
Research

IGR&D ICR Research
and Development

IRCIV Institute for Integrated
Research in Oncology
of Villejuif

MEDICEN High-fech
Competitive Sector for Drugs
and Health

NKI Netherlands
Cancer Institute

ODYSSEA A running and
walking race to raise funds
for breast cancer research

ONCO 94 French Network
of community Doctors in
the Val-de-Marne

PARIS-SUD 11

French University

PLAN CANCER 2

French National Cancer Plan

SITEP Department of Early
Innovative Therapies

WIN CONSORTIUM
Worldwide Innovative
Networking in Personalised
Cancer Medicine
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Board of Directors

Decree no. 2006-261 of 3 March 2006 - Decree no. 2006-571 of 17 May 2006

June 2011

Chairman: Mr Daniel Canepa

Prefect of the lle-de-France Region, Prefect of Paris

Mr Laurent Garnier

Member, General Council
of the Val-de-Marne

Mr Jean-Marie Le Guen
Member, Paris Council

Prof. Serge Bobin
Dean of the Faculté de Médecine
[Medical School)

Mrs Véronique Paquis
Representative of the Ministry of Higher
Education and Research

Prof. Fabien Calvo
Representative of the Institut National
du Cancer

Mr Pierre Dartout

Prefect of the Val-de-Marne Département
represented by Mr Marc-Etienne Pinauldt
Sub-Prefect of L'Hay-les-Roses

Prof. Alexander Eggermont
Director General, Institut de cancérologie
Gustave Roussy

Mr Claude Evin
Director of the Regional Health Agency

IGR IN 2010

Mr Thierry Damerval
Representative of INSERM

Mrs Mireille Faugére
Representative of the AP-HP
(public hospitals of the Paris region)

Mr André Rouquier
Member of the Conseil Economique et Social
(Economic and Social Council)

Prof. Claude Huriet

Mr Jean-Pierre Davant
Mr Alain Coulomb
Qualified persons

Mr Gérard Delanoue
ARS Regional Representative of Val-de-Marne

Mr Charles Guépratte
Deputy Director General

Prof. Eric Solary
Director of Research

Prof. Michel Ducreux
Medical Co-ordinator

Prof. Gilles Vassal
Director, Clinical and Translational Research

Mr Robert Servat
Director, Financial Affairs, Treasurer

Dr. Ellen Benhamou Borowski
Chairwoman of the IGR Medical Conference

Mrs Séverine Lerouge
Assistant to the Director General

Mrs Catherine Vergely
Mr Jean-Pierre Escande
Users' representatives

Dr. Dominique Valteau-Couanet
Dr. Sylvie Bonvalot
Members of the medical staff

Mrs Christine Pourre
Dr. Pierre Duvillard
Members of the employees’ council

Mrs Sophie Beaupére
Director, Activities and Finance

Mr Philippe Bourassin
Director, Human Resources

Mr Antoine Crouan
Director of Communications

Mrs Nicole Leroy
Executive Assistant of the Director

Mr Jean Gatinaud
Auditor, KPMG

Mrs Psylvia Dewas-Tasseau
Representative of the Regional Prefect



General Management

June 2011

Pole/Teaching Section

© Director of Research
E. Solary

__Clinical Research Division
G. Vassal

__Director of Teaching
M. Schlumberger

Strategy Section

© Director of Quality
and Risk Management
E. Minvielle

__X-ray Protection
M. Ricard

© Legal Affairs Department
N. Verotte

© Director of
Communications
A. Crouan

Project Leaders

© Institutional co-operation,
Telemedicine — 2nd opinion

© Patient Care and Treatment

M. Di Palma

© Cancer Campus Project
G. lenoir

General Administration

Director General
A. Eggermont

Deputy Director General

C. Guépratte

Advisor to the Director General
Implementation of the medical project: G. Vassal

| Unit fostering internal contractualisation and improved performance: N.

Loric

Activities Sector
Co-ordinator: M. Ducreux

_ Head & Neck Oncology

S. Temam

__ Thoracic Pathology

B. Besse

__ Gastrointestinal Oncology
D. Malka

__ Breast
S. Delaloge

__ Gynaecology

C. lhommé

__ Endocrine Tumours
E. Baudin

__ Urology
B. Escudier

__ Dermatology
C. Robert

__ Bone and Soft Tissues
A. le Cesne

_ Neurology
F. Dhermain

__ Haematology
V. Ribrag

__ Paediatric Pathology
J. Grill

__ Early-phase Trials
J.-C. Soria

__ Oncogenetics
O. Caron

Departments

__ Oncological Medicine
K. Fizazi

__ Cell Therapy
V. lapierre

__ Paediatric and Adolescent
Oncology
D. Valteau-Couanet

__ General Surgery
D. Elias

_ Head & Neck Oncology
. Janot

__ Acute Care
B. Gachot

_ Medical Imaging
M. Schlumberger

__ Medical Biology
and Pathology
J-M. Bidart

__ Pharmacy

F. lemare

__ Supportive Care
S. Dauchy

__ Ambulatory Care
M. Di Palma

__ Operating Theatres
J-. Bourgain

__ Radiotherapy
J. Bourhis

Medical Physics
D. lefkopoulos
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Activities and Finances
Director
S. Beaupére

__Medical Information
Department
M. Mons

__Financial Affairs/Accounts
R. Servat

Human Resources
__DHR

P. Bourassin

—Nursing Care Director
A. Montaron

Director of Information
Systems
N. Mezaour

Director of Investment
and Logistics
S. Stepanian

__Aquisitions and Contracts
__Technical Services
__Biomedical Services
Donation & Legacy
Fundraising
E. le Roy

Fondation Gustave Roussy




BN ORGANISATION AND PARTNER NETWORKS I

How IGR Works

Status

The Institut de Cancérologie Gustave Like the other French Cancer Treatment Governance

Roussy is a cancer research centre Centres [CLCC), IGR is a member of the Institut de Cancérologie Gustave Roussy is
the legal nature of which depends on UNICANCER hospital group and a part governed by a Board of Directors which
private law. It provides the services of the Fédération Frangaise des Cenres defermines general policy and assessment
of health establishments and public de lutte Contre le Cancer (FFCICC, and monitoring policies. It is composed of
service hospifals in oncology. lts status the French Federation of Cancer Control 18 ex-officio members two of whom are
is defined by order no. 452221 of Centres) governed by arficles L6162-1 to appointed by the Minister for Research

1 October, 1945, appended by order L6162-11 of the Code de Santé Publique and by the National Institute of Health

no. 2005-406 of 2 May, 2005. (the public health code). and Medical Research.

IGR is a notfor-profit private health
esfablishment providing public
health care (ESPIC).

CARE

339 beds
86 day hospital places
880 care-givers
210 tenured physicians

2,600
professionals working
in cancer research

2,166

patients in biomedical research

11,254
new-patient
consultations in 2010

T

12,098

patients treated
in 2010

44,502

patient visits

at least once * 167,921.
in the year consultations
in 2010

10 IGRIN 2010



Three members have advisory votes,

i.e. the Prefect of the Val-de-Mame
département, IGR’s Director General

and the Director of the Regional
Hospitalisation Agency. The board of
directors is chaired by the Prefect of the
lle-de-France region, the Paris Prefect.

At the executive level IGR is run by a
Director General with a medical-scientific
background and appointed for a
five-year period after consultation with
the Board of Direcfors and the Nafional
Federation of the Cancer Treatment
Centres by the Minister of Health. The
Director works in close collaboration with
the Deputy Director General who sees to

RESEARCH

27 teams

305 researchers
7 technical platforms

IGR’s operational management and
with the Director of Research for

the implementation of policies in basic,
translational and clinical research.

Consultational bodies

and networks

IGR is endowed with a certain number of
consuliational bodies and committees that
do not depend on the Board of Directors:
* A Board of Management chaired by
the Direcfor General and composed of
nine members in charge of strategic issues
* Two Executive Committees, one
devoted to organising care and allocating
resources, chaired by the Deputy Director
General, while the other oversees
research and is run by the Direcfor of
Research. These committees take part in
implementing the decisions of the Board
of Management

* An extended Executive Council
facilitates the exchange of information

on fopics of general interest between all
the department heads and committees
and the members of the two executive
committees

TEACHING

5,000 teaching hours
2,800 students,

researchers and physicians
trained per year

* A Medical Commission

* An infernational Scientific Advisory
Board

* A Scientific Commission for Therapeutic
Trials

* Medical committees per organ and
medical/technical departments
Moreover the IGR network includes in
particular the National Federation of
Cancer Treatment Centres, infernational
oncology cenfres, the AP-HP
establishments, national research bodies,
Genopole®, the Val-de-Marne
département, efc.

IGR’s services

Services are structured around four main
branches:

* Medical, medical care is placed under
the responsibility of the department heads
per specialty, who implement hospital
activity and actively participate in
organising clinical research

* Research, research activities are placed
under the authority of the Research
Director. Basic research is sfructured

in units in partnership with INSERM and
the CNRS, the Université Paris-Sud 11
and IGR. Clinical research is done

within the hospital in cross-sectional units
and multidisciplinary committees

¢ Teaching, mainly in collaboration

with the Université Paris-Sud 11

* Administration, placed directly

under the authority of the Deputy Director
General who runs and supervises it.

INSTITUT DE CANCEROLOGIE GUSTAVE ROUSSY 11




2010,

an Eventful Year

A WORLD FIRST

> Autologous transplant
of an artificial windpipe

November 2010. An artificial
windpipe graft was successfully
carried out by Prof. P. Dartevelle
[Centre Chirurgical Marie
Lannelongue) and Dr. F. Kolb
[ICR) at the Marie Lannelongue
Surgical Centre. A world first
that gives reasonable hope fo
patients whose windpipe has
been invaded by cancer.

ONCOGENIC RETROVIRUS

> A “secret weapon” of
oncogenic retroviruses

February 2010. Thierry
Heidmann and his colleagues
of the CNRS/Institut Gustave
Roussy/Université Paris-Sud 11
Laboratory ("Endogenous
refroviruses and retfroid elements
of the higher eukaryotes”)
identified a “virulence factor”

that inhibits the immune
response by the host and
enables the virus to spread
through the body. This factor
is a sequence of amino acids
located in the virus envelope
profeins. The scientists also
showed that once mutated

fo lose ifs immunosuppressive
capacity, the envelope protein
can be used as a base for
developing vaccines.

IGR IN 2010

PROSTATE CANCER

> Abiraterone, a very
effective treatment

October 2010. A phase Il
multicentric and randomised
frial concluded there was a
strong benefit from abiraterone
with a 36% reduction in the
risk of death in patients with
progressive metastatic cancer
after one or two lines of
chemotherapy.

» GETUG12 study:
preliminary conclusive
results

March 2010. GETUGI2 is

a phase Il frial co-ordinated
by Prof. Karim Fizazi, an
oncologist at the Insfitut Gustave
Roussy and promoted by the
French National Federation

of Cancer Centres (FNCLCC).
The outcome shows a benefit
from chemotherapy containing
docetaxel and estramustine

in ferms of a major reduction
in the rate of PSA without

an excess risk of death or

a negative impact on the
quality of life at one year in
pafients with localised prostate
cancer with a high risk of
metfastases. Dr. Fizazi presented
the preliminary results to the
Annual Genitourinary Cancers
Symposium of the American
Society of Clinical Oncology
in San Francisco, California.
The study’s findings in terms of
relapse-free survival should be
available in 2011.

LUNG CANCER

» Chemotherapy
increases the survival
of operable patients

March 2010. Dr. Jean-Pierre
Pignon of the meta-analysis unit
in IGR’s biostatistics department,
Dr. Sarah Burdett of the meta-
analysis unit of the Clinical Trials
Unit of the Medical Research
Council (MRC, London) and
some fifty of their colleagues
from the Non-small Cell Lung
Cancer Collaborative Group
conducted two meta-analyses,
which concluded that adding
chemotherapy to local treatment
[surgery or surgery followed

by radiotherapy) improves

the survival of patients with
non-small-cell lung cancers.

» A therapeutic vaccine
November 2010. A phase |l

trial testing the effectiveness of

a therapeutic vaccine in patients
with advanced, inoperable small-
cell lung cancer was opened

by Prof. laurence Zitvogel [IGR
oncologist and immunology
researcher) and his colleagues.
This is not a vaccine fo prevent
people falling ill but a therapeutic
vaccine for treating patients by
stimulating their natural defence
mechanisms in order fo stabilise
or make the tumour regress.
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LEADERSHIP

» Professor Alexander
Eggermont named
Director General of IGR

September 2010. The Minister
of Health and Sports named
Professor Alexander Eggermont
Director General of the Institut
de Cancérologie Gustave
Roussy by a decree on August
31, 2010 for a five-year period.
He took over his new job on
October 1st, 2010 and is the
first non-French European to hold
a director generalship in a
French Cancer Treatment Centre.

» Mobility day

September 2010. As part of
European Mobility Week,

IGR held a “Mobility Day” to
infroduce its company mobility
plan [PDE] to employees,
patients and visitors. Information
stands and events were set up
in front of the Institute’s main
enfry and in the parking lot

to promote alternative and
ecological ways of moving
about.

BREAST CANCER

» Treatment with
accelerated partial
radiotherapy in 1 week

October 2010. The purpose of
a phase |l frial led by Dr. Céline
Bourgier, an IGR radiotherapist,
was to define the optimum dose
of accelerated partial iradiation
to deliver for a benefit af least
on a par with conventional
iradiation fo patients with breast
cancer. It was the only frial in



France where accelerated partial
iradiation was delivered by 3D
conformal radiotherapy. It is a
highly accurate technique which
allows the healthy but fragile
fissue of adjocent organs [heart
and lungs) fo be protected,
because they are excluded from
the irradiafion beam.

» One-day diagnosis

September 2010. The "one-day
diagnosis” for breast cancer at
IGR is for women who have a
suspected breast cancer affer
undergoing a mammogram
elsewhere.

The purpose of this day is to
reduce the waiting time and
wandering from diagnosis to
diagnosis. Six years after the
service was sef up and with
nearly 9,000 women fesfed,
IGR is one of the world's most
exfensively experienced in the
field. Starting on September
28th a second “one-day
diagnosis” was launched for
women requiring an urgent
diagnosis.

RESEARCH

» The second annual

Brd 3
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WIN congress

July 2010. The WIN consortium
is a joint initiative by IGR and
the University of Texas M.D.
Anderson Cancer Cenfer

in association with several other
eminent specialist institufions in
freafing cancer in Europe, the
United States, Canada and Asia.
The second WIN symposium
made it possible o highlight

the technological advances

and the first scientific results in
personalised cancer medicine
with a special focus on the early
diagnosis of cancers.

ASCO CONGRESS

> IGR’s results presented

June 2010. The physicians-
researchers of the Insfitut
Gustave Roussy presented
their clinical and translational
research work at the 46th
Congress of the American
Society of Clinical Oncology,
the world’s biggest oncological
congress. This year IGR's
work was selected for
presentations =5 of which
were given by IGR physicians-
researchers— 20 poster-
discussions, 53 posters and

1 publications.

PAEDIATRIC CANCER

» Rhabdomyosarcomas:
treatment duration

June 2010. Dr. Odile Oberlin,
an oncologist af IGR,
presented to the ASCO
Congress the combined
analyses of the European

and American findings

of 14 trials. These trials
included 643 patients

with rhabdomyosarcoma,

a rare cancer in children

and adolescents. The analysis
confirmed that several clinical
factors, in particular

the durafion of treatment with
chemotherapy, are prognostic
factors in the disease and
that they have an impact

on overall survival.

12 oral

UNICANCER

> A group for
co-operation in health

November 2010. The French
cancer freatment centres
announced the creation of the
UNICANCER hospital group
whose goal is to develop

all types of co-operation

and sharing between its
members: clinical research,
developing human resources,
strategic analysis and hospital
management tools, indicators
and quality programmes,
information systems, etc. The
Group also intends to guarantee
the same quality of care in all

its establishments and give rapid
and sure access fo innovations
in care and research.

W UNICANCER

Feédeération Francaise

des Centres de Lutte contre le Cancer

THYROID CANCER

» ITC: 14th International
Congress

September 2010. Nearly
2,500 thyroid experts from

60 different countries took

part in the 14th International
Thyroid Congress (ITC) that
fook place af Paris’ Palais des
Congrés. Chaired in 2010 by
Prof. Martin Schlumberger (ICGR),
the Congress was co-organised
by AOTA (Asia and Oceania
Thyroid Association), ATA
[American Thyroid Association),
ETA (European Thyroid
Association) and LAT (Latin
American Thyroid Society).
http://www.itc2010.com/

DRUG DEVELOPMENT - SITEP

» Accelerating
therapeutic innovation
in oncology

April 2010. The SITEP held

a round table at IGR on the
theme “Therapeutic Innovation,
Early Trials and Personalised
Medicine”. All the main players
in France involved in therapeutic
innovation were present: patient
representatives, practitioners,
researchers, representatives
from several pharmaceutical
companies, INCa, people's
protection committees,

the French Agency for the
Safety of Health Producs,

The National Federation of
Cancer Centres, LEEM [drug
companies), the Ligue Contre

le Cancer and the Association
for Cancer research. This round
table was a call for “working
together” by Prof. Gilles Vassal,
Clinical and Translational
Research Director at IGR, to all
players in therapeutic innovation
and early frials in France.

SITEP

BILAN 2010
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Cancer Campus,

A Major Undertaking for IGR

Since 2006 Cancer Campus
has been developing
aresearch and innovation
park that has progressively
grouped together the players v
of the future in oncology
medicine: researchers, health
professionals, companies
and associations.

<L Cancer
‘=Campus

VILLEJUIF | PARIS

Cancer Campus is
run by an association
composed of IGR,
Paris’ Public Hospitals,
local communities
(the General Council
of the Val-de-Marne,
the Val de Biévre
Agglomeration
Community, the city
of Villejuif) and Paris’
Chamber of Commerce
and Industry. The
French Consignments
Office is a partner
in the project as

Cancer Campus relies on the
skills of the Insfitut Gusfave
Roussy and ifs research feams
as well as the health and
research insfitutions in the
Creater Paris region. The project
is part of the extension of the
oncology plan and the rafionale
of the Medicen competitiveness
centre and the plans for
embellishing the “Grand Paris”.
The idea is to federate around

X are the Medicen
IGR a series of means and Competitiveness
services dedicated to innovation Centre, Genopole and
that form a research and fraining Incuballiance.

sector at the highest level,

V' The 8 areas of the Grand Paris project
and the new public transport system serving, in particular, IGR.

Aéroport
O Charles
de Gaulle

Saint-Denis

Pleyel

{

" Cancer

\.,Campus

Q Versailles

... ' GRAND PARIS TRANSPORT

Pelaiseau SYSTEM PROJECT
B Automated metro lines
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an industrial fabric of startup
and mature companies as
well as innovative services for
accompanying patients.

In 2010, Cancer Campus
developed in four areas.

Territorial and urban
anchoring

2010 was a confirmation year
for the recognition of Cancer
Campus as an innovation

centre within the Grand Paris
scheme and one of ifs 8 “project
areas’. An agreement signed
between the government and
the lle-de-France Region (end of
2010] confirmed the building

of the "IGR" metro station at the
infersection of an extended line
14 and the "Orbival” easto-west
line. It is planned to open in

8 vears' time, and an ambitious
architectural project for the
station is already underway.
This is a major improvement for
IGR, its patients, their families
and its collaborators, for Cancer
Campus will be just a few
minutes from Orly airport and
the centre of Paris. Links with

the La Défense business district
and Roissy-Charles de Gaulle
Infernational Airport will make

it exceptionally attractive for
companies, health and research
professionals and students.
located in the “territoire de
projet” project areal, the Paris
Biotech Valley between Paris and
Evry, the association signed a
collaboration convention at the
lle-de-France Regional Council
for working with Genopole for
menforing start-up companies.

It is the sign that skills can be
pooled and organised between

the complementary venues of
the Paris Biotech Valley. It also
provides a convincing setting
in the negotiations carried out
with the public authorities and
Paris 11 fo transfer all or a part
of the Pharmacy University
between Kremlin-Bicétre and
Villejuif. Cancer Campus plays
an important driving role by
liaising with the local authorities.

An innovative centre for
innovating companies

Cancer Campus has confirmed
itself as one of the main
welcoming centres in the Greater
Paris region for innovative
companies specialising in cancer.

A start-up centre/business
complex to open in
September 2011

Work on the sfartup centre/
business complex, the first project
of the biopark, is on-going
under the guidance of project
owner SEM SADEV. The project
manager (the Paris Chamber

of Commerce) and the director
have been chosen. The building
is set fo be inaugurated in
September, 2011

To best prepare for this opening,
Cancer Campus is mobilising

its network and is studying
applications from big companies
while also looking at smaller
creative projects. Agreements
signed with Genopole and the
"Incuballiance” startup centre
enables project proposers fo

be housed at the venue and

to benefit from professional
mentoring. The acfivity has
received European funds

(FEDER).



WV The business incubator,
set to open in September, 2011.

Taking part in the network
of innovation for the future
biopark in the Greater Paris
area

Cancer Campus is part of

a network composed of the
Greater Paris Region Centre

for Innovation, the “Innovation
Q4" network, the Val-de-Marine
Development Agency, the
Regional Development Agency,
the ENS-Cachan development
unit, Inserm Transfert,
Incuballionce, Genopole,
Agoranov, Pasteur Biotop,
Biocifech and the Medicen
Centre. Cancer Campus is
looking forward to the arrival

of companies at the startup
centre along with the Technology
Transfer Bureau and the industrial
partnerships of the Paris region
public hospitals [AP-HP). In this
spirit of pooling resources, the
association fook part, as it does
every year, in the Bio fair in

the United States with Medicen,
the AP-HPs, ARD and Genopole,
also in fairs such as APinnov (an
AP event mainly for companies|.
The Institut Gustave Roussy and
IGR&D work together in this
activity through @ moniforing

committee set up fo assess

the applications of companies
wishing to be invited to the venue
and the parinership perspectives
it offers. Likewise Cancer
Campus works with these same
partners in defining and sizing
the future biopark intended fo
welcome companies to the venue
that wish to inferact with IGR.
Cancer Campus also contributed
fo the Institute’s application to be
classified as a teaching hospital,
which shows the firm consistency
between these two development
projects.

Finishing development
studies

The development study submitted
by TVK and SADEV in the spring
of 2010 very clearly translates
Cancer Campus’ vision and
perspectives. It draws the
circumference and confents of
the future concerted developing
zone (ZAC) created in 2011,

a surface area of at least

60 hectares. Public meefings
were held in November for the
residents of the Val-de-Bigvre

which made it possible to
inform them of the project and
fo outline ifs prospects. These
six meetings (including one
devoted to IGR), preceded by a
big communications campaign,
united imporfant pariners:

Paris 11's president, Genopole,
Medicen, the Consignments
Office, elected officials and
the leaders of IGR. This study's
quality also made it possible
to inform the dossier proposing
the inclusion of the Pharmacy
University on the venue.

Confirmation of
the “Pole Citoyen”

2010 saw the "Psle Citoyen”
take its place as one of the hinge
elements between the scienfific-
economic project and ifs regional
sefting. It places the patients and
their families as players in the
innovation and as stakeholders

in and contributors to improving
cancer freatment.

Based on patient know-how,
Cancer Campus wants to
anticipate society's expectations
and inspire innovative actions
and offer answers for befter
support during and after the
disease.

The Péle developed its tools,
mainly the “Cancer Campus
Horizon" conferences and a

"Web 2.0" platform.

The conferences adhered

fo precise specifications. By
organising encounters between
players who might otherwise not
know of each other and leaving
the biggest space to users and
their representatives, the goal
was to highlight information

or exemplary experiences in
changing practices. The Péle
also wants fo inspire research-
actions and/or lobby for
changes in rules or legislation.
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The “Web 2.0” platform

The platform offers a new use of
the Infernet for people involved
in cancer. Through the plurality
of approaches and exchanges
it organises, it hopes fo be a
tool for sharing knowledge and
experiences, brainsforming,
crifical analysis and incentives
for action. It wants to contribute
fo improving the health system
for the benefit of patients, care-
givers and the community.
2010 was devoted fo launching
the platform, i.e. working on
editorial contents, defining
technical aspects, seeking

an operational service provider
and preparing the partnership
with the ligue Nationale Contre
le Cancer.

CancerCamPus

s;g; Pole Citoyen
o

\/
Two symposia
held in 2010

“Physical Activity and
Cancer: Can Do!”
With the CAMI (Cancer
and the Martial Arts),
the Fédération
Sportive et Gymnique
du Travail (Sports
Gymnastics
Federation at Work),
the city of Villejuif,
the Ligue Contre le
Cancer and Institut
Gustave Roussy.

“Cancer and Regional
Inequalities” in the
French Senate in
partnership with the
Ligue Contre le Cancer.
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The Six Strategic Orientations
of the 2009-2013 Corporate Strategic Plan
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1. COMMON AND RARE CANCERS
» The response to public health issues

Goals

® Reposition IGR in cancers with a high incidence and/or
mortality

e Confirm its leadership by relying on innovation

e Strengthen IGR's role as a reference centre for rare cancers

e Continously improve quality with a watchful eye

Key factors for success

e Use innovative cutting-edge radiotherapy

e Adapt technical platforms to changes in activity

* Develop contractualisation practices with committees
and departments

3. COMPREHENSIVE PATIENT CARE

» Patients become partners

Goals
* Strengthen the continuity and co-ordination of patient care
* Make Supportive Care one of the corporate strategic plan’s
hallmarks in serving patients
® Develop a co-ordinated and competitive care offer
for adolescents and young adults
® Improve care management for the elderly

Key factors for success

* Develop the Patient Care Project in harmony and
complementarity with the Medical Project

* Develop research in the human and social sciences
in support of comprehensive patient care

5. MANAGEMENT AND ORGANISATION

» For a dynamic of change

Goals

® Implement a human resources policy based on atfractiveness,
employee loyalty and the development of skills (Social Project)

* Make management accountable and improve govemnance
® Implement the dynamics of continually improving
organisations

IGRIN 2010

2. PERSONALISED MEDICINE

» Short-term reality

Goals

® Developing new therapeutic agents and their efficacy
biomarkers

* Implementing biology- and imaging-driven treatments
(chemotherapy, surgery, radiotherapy, efc.)

® Assess the psycho-social and medical/economic impact
of new treatments and innovation

Key factors for success

e Strengthen the innovative capacity in imaging

e Give proper dimension to biology and pathology to meet
the challenges of personalised medicine

® Reorganise clinical and translational research to improve
performance and quality

4. RESEARCH AND TEACHING

» Developing an integrated sector

Goals

e Strengthening the venue's university dimension

* Developing basic research through dynamic integration

® Be a major contributor in building Cancer Campus as part
of the Grand Paris project

Key factors for success
* Implement efficient co-ordination between fundamental,
translational and clinical research

6. PARTNERSHIPS AND ENVIRONMENT

» Successful and genuine integration

Goals

* Make strategic alliances in the Greater Paris region
(lle-de-France)

* Better organise the patient care itinerary through a policy
of upstream and downstream regional partnerships

e Enhance patient recruitment through an active relational
policy with health professionals

e Strengthen European and international partnerships
through dynamic networking

® Develop IGR's renown with a strong brand image
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General Services,
Guaranteeing smooth functioning
of IGR’s technical services

As part of the Department of Investments and Logistics,

The Works and Technical services Department (DST) is a company

in its own right. Night and day, 24/7 it is responsible for all technical
aspects of the buildings, their security, logistics and renovation
and/or extension work. The DST employs some fifty FTEs.

A company within IGR

Under the leadership of Jean Tarbes, the
DST's activities focus on three main areas:
repair, preventive maintenance and devel-
oping infrastructures. The goal is to ration-
alise operations, the diversity of which
demands highly specific management and
moniforing, and concerns things as varied
as building infrasfructure, technical equip-
ment and cutting-edge surveillance. The
highly trained teams that are in charge
of these tasks rely on exact procedures
(120 standardised actions), carry out con-
tinuous surveillance of 12,000 sensitive
points concerming the vital fluids [oxygen,
nifrous oxide, vacuums), electricity or
air flows, manage 1,200 fons of waste
per year [see the box) and the “works”
item whose budget amounts to 4.5 mil-
lion euros in 2010. The 43 surveillance

agents carried out 7,817 actions including
265 fire alerts. The DST regularly uses
external service providers who are cho-
sen according fo government contract
regulations.

From the short term to future
projects

In 2010, the DST combined its regular
services with projects committing IGR to
the future. Llong-term projects were begun
with a view to improving infrasfructures and
facilitating their use. Among these works,
two new radiotherapy bunkers were built,
hospital units were restructured on the
third floor, laboratory infrastructures were
redeployed as well as a cerfain number of
technical infrastructure renovations (includ-
ing the creation of a cryogenics room).
The balance sheet for the more common

Worksite of the new radiotherapy bunkers. A

activities per sector is safisfactory (VWorks,
Inferior, Management/Logisfics, Electricity-
SSI, Electromechanics, Fluids, Hygiene and
laboratory security), in particular insofar as
the inferventional rafe under two weeks
reached nearly 90% (compared to 85%
in 2009 and 80% in 2008).

The CAMM for 2011

Computerassisted Mainfenance Manage-
ment (CAMM) is one of the major objec-
tives for 2011. It is a tool that should
enable major progress in terms of plan-
ning preventive maintenance. The DST
includes in its perspectives improved reac-
fivity in its inferventions, the inclusion of
renovated sfructures (radiotherapy bunkers,
hospitalisation units) and the reorganisa-
tion of radiation protection in the radiol-
ogy platforms.

> TWO ACTIONS
FOR SUSTAINABLE DEVELOPMENT

In 2010, the DST carried out two extensive
actions that combined the virtues of ecol-
ogy and savings.

By opting for a heatpump system [a two-
year project), IGR has lowered its con-

sumption of fossil fuels by 20% and its
energy bill by 600,000 euros.

Waste management has made it possible,
to save 100,000 euros and involve numer
ous players at IGR by stfriking a balance
between infectious and domestic waste.
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Donations and Bequests:
Essential Private Resources

A private health establishment declared in the public interest,
Institut Gustave Roussy is authorized to received donations, gifts,
life insurance policies and bequests.

Donations and
bequests, essential
support for innovation

Fund-raising from the general public is
a fairly new activity for Institut Gustave
Roussy. This strafegy of appealing to pub-
lic generosity enabled IGR to raise over
12.7 million euros in 2010 in the form of
donations and bequests to fund cancer
research. The public’s enthusiasm in sup-
porting the Instfitute’s research efforts and
its excellent care was confirmed again in
2010. The donations and bequests made
it possible fo launch a wide-ranging
project aimed at expanding the Insfitute’s
radiotherapy department and make it
one of the Greater Paris region's most
efficient. The inclusion of new technolo-

gies in radiotherapy will enable patients
fo benefit from the latest therapeutic inno-
vations such as stereotaxic radio-surgery,
image-guided radiotherapy, rotational
radiotherapy, etc.). This cutting edge
equipment will allow us to operate on
hitherto inoperable patients. This technol-
ogy is enabling us to accomplish more
precise freatments, Fosfer, safer and more
effectively in order to save more lives.
Donations and bequests have also con-
fributed to the purchase of high-tech
equipment for research and care and to
finance numerous research projects. The
biomedical equipment acquired benefits
from the latest therapeutic innovations. The
new equipment in diagnostic imaging and
nuclear medicine make it possible to have
better quality images faster (with better
contrast and definition).

Public generosity contributes to a great
degree to the research innovation carried
out at the Insfitut Gustave Roussy.

Throughout the year numerous fund-raising
events were held. The following are just a few:

Odyssea-Paris race

On Sunday, October 3rd, 2010 over
18,500 people participated in the
Odysséa running and walking race.
For the second time the Institut Gustave
Roussy was the happy beneficiary of the
race. The Insfitute mobilised a team of
1,300 staff members for the event: phy-
sicians, researchers and administrators
along with their friends and families. This
joyous and fraternal event collected some
185,000 euros through participation fees,
which were entirely donated to the Institute,
not fo mention the donations made by race
partners. This money helps fo fund the
innovative research programmes for the
personalised freatment of breast cancer.
Other initiatives were held around this won-
derful event such as “shopping solidaire”
(solidarity shopping.

The start of the Odysséa to Paris race 2010. ¥

Innovation Gustave Roussy

In 2010, the Institute innovated by
opening up fund-raising activities
on the Net by offering its donors
a “key in hand” tool for making
personal donations.

Donors attuned to the Web tool gave
over 36,000 euros, which boosted
the research budget for personalised
treatments in breast cancer.
Heartfelt thanks to all those who
helped us along this new fund-
raising path.
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“Shopping solidaire” at

the Printemps department store

at Place de la République

In conjunction with the Odysséa to Paris
charity running and walking race, the
Printemps department store on Paris’ Place
de la République held sales ["Shopping
Solidaire”) over two days (September
25th and October 2nd, 2010), with the
proceeds going fo the Insfitut Gustave
Roussy. 25,000 euros were raised and
helped fund the Insfitute’s breast cancer
research.

The Gustave Roussy
Research Foundation

Founded in 2005, this research founda-
fion, recognised as a public utility, exisfs
fo find complementary financial means
fo help accelerate research done af the
Institut Gustave Roussy. Mrs Simone Veil
is its Honorary Chairwoman.

In 2010, the Foundation considerably
strengthened its fund-raising endeavours
by targeting sponsor companies and
major donors. To do so, it launched a
big campaign called “Révolution Cancer”
in order to raise €10m in donations over
a three-year period fo fund research in
personalised cancer care.

The TEPA law ISF Campaign:

over €600,000 raised in 2010

The tax break for people subject to the
wealth tax in France was renewed in
2010 (law no. 2007-1223 of August
21st, 2007, called the TEPA law), so the
Gustave Roussy Foundation ran a big
fund-raising campaign in the written press
fo encourage people subject to the tax to
make a donation.

And a big private party was thrown on
May 6th, 2010 at the former Molitor
baths for the 200 biggest donors. Fully
paid for by a generous sponsor, "Colony
Capital’, over €144,000 were raised for
research info personalised treatments af
the Institut Gustave Roussy.

CERTIFIED BY THE
COMITE DE LA CHARTE
don en confiance

v

The Don en confiance
label (Donate in
confidence) attests
to the transparency
of fund-raising
procedures and the
good management
of the donations
received from the
general public. It
was renewed in
December, 2010
both for the Institut
Gustave Roussy and
the Gustave Roussy
Foundation.

On peut aussi étre 2
a1a pointo dola générosits =
" tentus

An auction at the Molitor baths A

for the benefit of the Gustave Roussy Foundation (May, 2010).

Actions funded by the Foundation
in 2010

The €2m subsidy transferred every year
since 2005 by the Insfitut Gusfave Roussy
to the Gustave Roussy Foundation enables
the Foundation to develop and implement
a genuine research strategy by covering
the annual salaries of researchers and
research technicians, developmental work
and the equipment vital for the technologi-
cal platforms and research labs, co-ordi-
nafing international research programmes,
efc.

With collaboration from a Scientific
Assessment Committee the Gustave
Roussy Foundation calls for tenders in
order fo atiract and select the most inno-
vative and promising research projects
submitted.

In addition, €550,000 of funds raised
via the “Révolution Cancer” campaign
allowed the Institute to buy and install
a broadband sequencer, a vital tool for
molecular portraits and better genetic
analysis of tumours.
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A Dynamic Policy
for Supporting
the Corporate Strategic Plan

Thanks to negotiation and the development of organisations
enabling the modernisation of the social contract that IGR offers
its employees, several pathways were successfully concluded

in 2010. Guiding employment so as to better adjust the needs
went hand in hand with concrete efforts to support personal
investment by recognising each person’s legitimacy.

Arich social dialogue leading to
substantive solutions

After 31 negotiation meetings with the
unions, the directors laid the foundations
that should make it possible to control
psycho-social risks, implement a system of
profitsharing that recognises the quality of
our development and construct the “com-
plementary health” system made opera-
fional in November, after a very broad
period of communications with the sfaff.
The social survey begun late in 2010 will
bear fruit in early 2011 and should make
it possible to suggest an action plan for
improving current management and facili-
tate the daily professional exercise by
IGR’s staff in the best possible conditions.
The Human Resources Department (HRD)
implemented the principles derived from
federal agreements, in particular the
national agreement of April, 2010 con-
cerning sensitive jobs and in anficipation
of the reform known as “LMD" (licence
(Degree)/Masters/Doctorate] concerning
care-givers. 2010 was the first year of this
application via an assessment system that
is unique fo the Institute, and it will continue
over the coming years.

An HRD in close connection with
employees and their leaders

On the one hand, leaders receive active
daily support and can develop their exper-
fise by using the training offer best matched
to their needs; on the other hand, each
careers officer in the HRD manages a hos-
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pital sector with a reasonable staff volume
so as to handle each case individually.
Automated worktime management con-
finued by deploying AGILETIME to all
hospital sectors. We shall continue this
development by making a self-service
available that will allow each employee
fo consult and express requests, which will
then be more easily endorsed by manage-
ment.

Throughout the 2010 financial year, the
Medical Affairs Office deployed an
unprecedented form of support to our
hospital's physicians by defining certain
avenues of the Managerial Development
Plan created for all of IGR supervisors.
Individual interviews therefore made it
possible to define the needs of individual
mentoring towards greater control of work-
ing relationships. This should be beneficial
fo both practitioners, making them more

B HUMAN RESOURCE S | —_—_—

comfortable in their professional relation-
ships beyond the mere exercise of medi-
cine, and fo their teams whose working
methods should reap the benefits.

A simultaneous study was carried out
throughout 2010 about IGR's affractiveness
in ferms of physician pay. This brainstorm-
ing led to the implementation of a salary
policy that will facilitate our affracting and
keeping both young and mature practition-
ers in a sfrong competitive sefting. This
brainstorming will continue in 2011 and
2012 by the development of variable remu-
neration as well as a new approach fo
end-of-career salary management.

A structured activity to ensure
stable management principles

The HRD also implemented the conditions
sef ouf in previous collective agreements,
in particular the different quality features
of the September 11th, 2009 agreement:
e Q7 interviews for staff in the second half
of their careers

* 66 senior inferviews

In this regard, the Observatoire des Métiers
[professions watchdog) met 4 times in
2010 fo assess how our commitments are
applied, in particular all aspects concem-
ing senior staff members.

Staff Levels in 2009 and 2010

112009

M 2010
469 492
I I 292 309
Physicians Administrators

1648 1,669

Technicians,
supervisors
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Various sectors were mentored in their
organisational evolution and their man-
agement principles, the complexity and
volume of activity leading naturally enough
to an increase in the demands for guid-
ance and internal relations. The Pharmacy,
Radiotherapy, Medical Physics and the
Medical Secrefariat received near continu-
ous supporf fo meef the changes concern-
ing them.

The Human Resources Department consoli-
dated its collaborative working methods
with the other IGR departments in charge

mental work that enables the continuous
adjustment of employment levels to operat-
ing needs. The job arbitration committees
in 2010 facilitated the structuring of the
demands of various hospital sectors and
processed them in the light of the Directors’
priorities. The growth of the salary mass
was controlled in accordance with the
2010 EPRD [revenue & expenses forecasts)
goals by taking the various job creations
and salary measures for the financial year
info account in line with the policy already
described in this present arficle.

The Pharmacy, Radiotherapy, Medical Physics A
Units and the Medical Secretariat received near

of budget control by continuing the funda-

IGR took the initiative
of enlarging the
deployment of
national provisions
to medical
secretaries as well

as to management
assistants and
pharmaceutical
assistants, a sign of
strong recognition
of these professional
staff who deserve
a career path that
matches their
particular expertise.

> 2011: PRIORITY PATHWAYS

The Human Resources Department will
strive in 2011 to continue the following
developments that were implemented
over the previous years:

Consolidate the Mutuelle Complémentaire
Santé (complementary health insurance)
as part of the payment of a larger share of
the social charges by the employer for the
benefit of employees.

For the first time pay a profit-sharing bo-
nus to employees by offering them the
chance to invest all or part of a tax-free
sum that would be contributed to by IGR.
Take into account the 2010-2011 social
survey by implementing an action plan
after extensive consultation with the
staff.

Continue the implementation of the “sen-
sitive jobs” agreement in its broader defi-
nition at IGR.

We will also open negotiations on the
conditions for employing disabled per-
sons in order to clarify the Institute’s pos-

continuous support to meet the changes
concerning them.

sibilities and commitments on this issue
both in terms of the number of jobs and
actions for retaining them.

In 2011, we will negotiate an agreement
on professional equality to guarantee eg-
uity of treatment in comparable profes-
sional situations.

The Human Resources Department will
implement staff reviews with the idea
of leading to personalised quality proc-
esses. Physicians, in 2011, will have a pro-
gramme for managerial development on
a par with all hospital executives, adapt-
ed to the needs of each individual.

HRD will consolidate its ties with IGR’s
departments and executives via closer
support through contractualisation.
HRD and the Department of Information
Systems will co-operate in the federal
SIRH (Human Resource Information Sys-
tems) project for a new management sys-
tem starting on January 1st, 2013, which
will involve the teams as of 2011.
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Obtaining the Means

for a Demanding Care Policy

In IGR’s Resources sector, the Care and Treatment
Department (DS) plays an important role in the general
organisation and care policy. Reporting directly to

the Director General, it defines and implements the care
project, in particular co-ordinating care continuity

and the consistency of the patients’ itinerary.

It is responsible for organising paramedical care.

A collection of diversified
profession skills

Under Anne Montaron’s leadership, the
DS in 2010 was staffed by 880 health
providers including the certified paramedi-
cal professions—registered and specialist
nurses [about 500), auxiliary nurses (150,
xray technicians (70)-cross-sectional jobs
required in patient care—dieficians, physi-
otherapists, social assistants, stretcher bear
ers and morgue staff.

A supervisory team made up of co-ordina-
fors and proximity supervisors co-ordinates
the organisation of care and all staff. Their
job is to define the paramedical care
needs (nursing, medicaltechnical and re-
education] in their department, fo ensure
consistency in the qualitative and quantita-
tive management of the care-giving sfaff in
the departments concemed, ensure the co-
ordination of care activities with the other
departments, guarantee patient safety, the
reliability and quality of care in their sec-
tor, take part in the economic and finan-
cial management of the sector concerned
and staff recruitment. As managers they
must pay attention to the management of
people by employing values such as equity
and care.

IGRIN 2010

i

Risk-detection for
better prevention has
been a part of the
Care and Treatment
Department’s good
practices since
2009. Managing
the declarations
of falls is done by
the Quality and
Risk Management
Department, which,
with the ergonomist,
is responsible for
the proper recording
and the accuracy
of information
concerning the
nursing diagnosis
or circumstantial
situations, with
a view to risk
prevention.

Organising care

Organising care calls for the constant
updating of processes so as to remain on
the therapeutic and fechnological cutting
edge. In this framework, the DS steers the
formalisation of the organisation of patient
care, care circuits and procedures and par
ficipates in building quality care indicafors
and care supervision. The computerisation

of the paramedical care project should
begin in 2011 with the DS steering it as
part of the project management methodol-
ogy used by the Department of Computer
Services. In the staff shortage context of the
past few years, the DS has been handling
the cross-sectional follow-up and manage-
ment of staff with the Director of Human
Resources. It indicates to HR the training
plan for paramedicals and participates in
staff career management.

The DS also works closely with the
Department of Financial Activities espe-
cially in identifying care-load indica-
fors such as patient co-morbidities.
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Computerising the care files opens up the
possibility of carrying out cost studies. In
2010, the DS finalised the implementation
of practice audits, enabling the facilitation
of professional exchanges and enhancing
the quality of care.

Making the professions prosper

The DS relies on its strategic vision fo get
involved particularly in professional fracks.
It organises the reception, training and
assessment of students in their initial train-
ing courses; it finds partnerships with para-
medical training insfitutes and co-ordinates
the organisation of fraining courses with
department leaders. Looking outwards,
it wanfs to develop paramedical profes-

Distribution of open-term contracts in 2010

The Care Department handles staff follow-up and management A

cross-sectionally with the Human Resources Department.

sional careers in oncology and strengthen
the “city-hospital” relationship, prepare for
the evolution of registered professions, par-
ficipate in assessing professional practices
and on-going professional development
and hold professional days and events. To
supervise and support new collaborators,
it promotes and develops cross-sectional
tutelages. In 2010, emphasis was placed
on making the new nursing fraining pro-
gramme more university orienfed (BA,
Masters & Doctorate).

> THE OUTLOOK FOR 2011
Developing nursing skills in oncol-
ogy is one of the main focus sectors
for the coming years, in particular
with the possibility of developing
advanced practices. This will mean
launching a Masters project in oncol-
ogy in connection with the Université
Paris-Sud 11. The job of electro-radi-
ology technician should also evolve.
The DS would also like to relaunch
paramedical research by promot-
ing publications and participation in
congresses. And lastly, by offering
infernational exchanges, it infends
fo contribute to IGR’s international
dimension.

Distribution of the number of departures in 2010

Director / Supervisors
I Medical electric-x-ray technicians
|| Social workers
| Registered nurses

Stretcher-bearers

77 —

B Auxiliary nurses
| Masseurs / Physiotherapists
] Other

Total = 127 hirings

Total = 106 departures
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The therapeutic strategies
tailored to each patient,
the financial efforts made
for so many years both

on the buildings and the
equipment and the human
excellence demanded all
led to significant responses
in 2010:care is progressing
faster than the disease.
These results combined
with IGR’s involvement

in the medical-scientific
community confirm the
Institute’s place as a
European leader in the
fight against cancer.

IGR partners in care

> Assistance Publique-Hopitaux de Paris > Centre chirurgical Marie Lannelongue
> CHU de Bicétre > Centre hospitalier Sainte-Anne > Institut Curie > 30 patients associations
> MD Anderson Cancer Centre > Karolinska Institute > Netherlands Cancer Institute
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Comprehensive
pent Care

167,921 44,502

new patient overall consultations patients visiting
consultations in 2010 at least once
in 2010 in2010
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IGR Looking to the Future

IGR is committed to a development policy that marries the quality of patient care,

the quality of cancer treatment, the development of research transfer,

the inclusion of basic research and the hospital. By relying on these elements,

IGR has continued its profound mutation in order to give itself the means needed to meet

the challenges of the 21st century.

or many years IGR with ifs forbid-

ding architecture projected an

image of a state-ofthe-art tech-

nological centre more focused
on malignant tumours than the patient.
This misleading image, quickly contra-
dicted by the warm greeting received by
patients from all our care-giving staff, has
also been radically improved by strong
actions.

Quality care for patients

An architectural make-over now makes it
possible to welcome patients in an open,
modern and luminous setting. IGR is
implementing a general policy for freafing
patients, in particular a wide-ranging pain
plan that will make it possible to better
undersfand this problem, which can have
such an impact on patients’ quality of life.
This focused care is comprised of aspects
that at first glance might seem marginal to

The Operating
Room Complex
has 14 rooms for
procedures under
anaesthesia, equipped
with medical
ventilators and
centralised monitors
with a computerised
anaesthesia sheet.
10 rooms are
devoted to surgical
operations, the others
to interventional
radiology and

endoscopies.

the issue of such a serious disease as can-
cer, but which do indeed have a profound
impact on patients” daily lives (beauty and
beautician care, podology and auriculo-
therapy, to name just a few).

IGR has specialised nursing staff for can-
cer patients and provides all the aftention
and empathy needed for good-quality care
while interacting very effectively with the
medical staff.

Quality care for cancer as a disease

IGR has 14 multidisciplinary committees for
the purpose of providing optimum care in a
multidisciplinary framework to patients with
common or rare cancers. By the number
of patients treated every year, these multi-
disciplinary committees, comprised of from
8 to 20 specialist physicians, consfitute a
“library of oncological knowledge” that
is unrivalled in France, even in Europe.
Consultation meetings organised by these

Number of stays in 2010 Treatments carried out in 2010 Number of stays
Siewe 6l ema 5,092 108,011
night or more 103,574
15.75%

N

Ambulatory stays
84.25%
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[ | Surgery patients

4,011
2,994
I 1,136

B Chemotherapy patients [ Radiotherapy patients

Palliative care patients

89,926 I

2008 2009 2010
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committees are veritable crucibles for
elaborating the best solutions tailored for
each patient’s specific situation. Since the
creation of the cancer plan, all the estab-
lishments hold multidisciplinary consulta-
tion meetings, but the real osmosis which
tokes place in the IGR committees, whose
members are used to working together
—sometimes for as long as 25 years— goes
well beyond a simple comparison of points
of views between committee members.
Along with this close relationship between
physicians goes a strong sense of sharing
of responsibilities and expertise with the
non-medical auxiliary teams. Patient care
thus relies on teams inferacting fo make the
treatments and their effects on the patients
as tolerable as possible.

Coupled with these human elements are
the considerable technical resources with @
moderm imaging platform {from ultrasound
fo positron-emission fomography fo MRI
and CT scan), the images of which are
available on all computers connected to
the network in the Institute (PACS), molecu-
lar biclogy laboratories including an identi-
fied translational research laboratory and a
functional genomics platform.

Such tools help in certain specialities to
map tumours, which is how specific con-
sultation meetings based on the tumour’s
biological classification (lung cancers, for
example) were created.

Developing transfer research

Seeing as how knowledge and the com-
plexity of cancers is developing, it is obvi-
ous that research known as “ransfer” is
going fo assume a growing place in freal-
ing cancer patfients. It has already become
vital to have analytical results of molecular
biology fo prescribe certain drugs. IGR
has been a pioneer in this process and
has included it as a priority in its develop-
ment sfrategy. VWith the patient's consent,
numerous samples are thus analysed fo
determine the potential targets of treat-
ment or modifications provided by some
of them to the tumour. IGR has created an
innovative therapies unit (SITEP) the purpose
of which is to develop new molecules in
this specific situation of determining the
freatment’s farget and the best weapon fo

At the start of the year we carried
out our 500th intraperitoneal
hyperthermic chemoperfusion

(IPHC) at IGR. In the early 1990s we

began working on a new concept

that consisted in treating all visible

tumour nodules in the abdominal
cavity with surgery and treating
the residual occult disease with a
high-concentration chemotherapy
bath, heated to 43°C. We were the

pioneers, and it was a long haul, but

this approach made it possible to
improve the situation of patients

with carcinomatosis of colon cancer

origin whose five-year survival
rate rose from about 3% to 48%.
With IGR’s expertise recognised
internationally, this has been a
fine success for the numerous IGR
teams involved in developing this
technique.

reach it. The translational research labora-
tory, the functional genomics platform and
the installation of other modern technologi-
cal tools such as broadband sequencers
should lead to a gradual increase in the
number of patients able to benefit from this
approach in clinical practice.

Including basic research in the
hospital

Resfructuring basic research and ifs clearer
implication in national research bodies
as well as the joint appointment by the
Ministries of Higher Education and Health
of a research director have made it pos-
sible to position this upstream research in
the centre of the Institute’s development
strategy. This co-existence of highly spe-
cialised basic research units and very
active clinical and translational research
on the same campus consfitutes the basis
for developing the model of a competi-
tive, integrated oncology centre at an
infernational level.

cuilh

Dr. Dominique Elias
Head of the General Oncological
Surgery Department

Continuously expanding activities
IGR teams have been able to adapt their
practices and their quality requirements
to the difficult general health situation in
France and to the institution in particu-
lar. In this situation, it has been possible
to increase activity in all care domains,
medicine, surgery and radiotherapy. This
increased activity has helped the Institute
return fo financial solvency and was
achieved through the considerable efforts
made by all staff members in order to opti-
mise organisations and to care for a larger
number of patients with the same financial
means. Simullaneously with these dynam-
ics concerning clinical activity, there was
increased productivity in teaching, pub-
lications and the percentage of patients
included in research protocols, thus increas-
ing the Institute’s visibility both nationally
and internationally.

2010 has been a year for renewal and
performance, whose positive dynamics
presage well for the IGR of tomorrow.
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Multidisciplinary medical
committees

The multidisciplinary committee serves as the model of
the multidisciplinary consultation meeting that was gen-
eralised by the first Cancer Plan. They operate per organ
speciality, i.e. lung, breast, head and neck, genito-urinary,
gynaecology, paediatrics, digestfive, thyroid, dermafology,
haematology, bone and soft tissue and neurology. They sfill
function that way. More cross-sectional committees have
more recently been formed, first an early trials committee in
2007, an endocrine fumour committee and an oncogenetics
committee. Every committee is composed of at least three
specialists with different training for cancer freatment: a medi-
cal oncologist or organ specialist, a surgeon and a radiation
therapist, in general. A radiologist and a pathologist are
often added to these three specialists. Above and beyond
freatment, they pool their medical practice, their knowledge
and their specific expertise on the patients’ behalf to individu-
ally define the best adapted comprehensive care for each
situation.

The committees’ purpose

¢ Organising mulfidisciplinary care

¢ Defining and formalising therapeutic strategies

¢ Organising care pathways

e Defining research prioriies and implementing
research policy

® Recruiting new patients

Resumption of the activity already noted in 2009 continued
in 2010 with a progression of full admissions greater than
4% over that of 2009 with over 11,000 surgical inferventions
carried out (with cumulative activity exceeding 4% over the
previous year]. All of which made it possible fo finish the year
with a slight budgetary surplus.

IGRIN 2010

Physician in Charge Dr. Benjamin Besse

\ 2009 2010
Number of new registrations 745 756
incl. % of new patients treated 37 43
in the year of participation
Number of patients cared for 548 630
incl. % patients in a trial 34 40

This committee meets the challenges of major public-health issues
(first cause of mortality by cancer in France) and recorded a strong
progression in ifs acfivity in both medicine and radiotherapy 2010.
The lung committee freats adult bronchopulmonary cancers [non
small-cell and small-cell carcinomas), pleural tumours [mesothelio-
mas and others), mediasfinal tumours (epithelial thymic tumours and
others) and pleural lung mefastases requiring local treatment.

In 2010, the committee continued organising clinical research with
a highly diversified set of therapeutic frials. In 2010, it got involved
in the personalised medicine programme with the implementation of
IGR's first molecular RCP (Multidisciplinary Committee Meeting). It
was also named by the INCa (French National Cancer Institute) as
the national co-ordinator of the epithelial thymic tumours network.

Haematology

Physician in Charge Dr. Vincent Ribrag

| 2009 2010
Number of new registrations 615 630
incl‘ % of new patients ’(reo'red 54 50
in the year of participation
Number of patients cared for 841 842
incl. % patients in a trial 10 7
Number of publicafions 7

The haematology committee arranges for the overall treatment of
patients with haematological malignancies. The treatments offered
are elaborated as part of national and European co-operative
groups. The committee also offers access to molecules in early
development as part of the SITEP. Patients can benefit from intensive
treatment followed by the re-injection of autologous or allogeneic
stemn cells.

The clinical activity takes place in consultations, conventional hospi-
falisation [on profected or unprofected wards) and the patient Day
hospital. Numerous therapeutic trials are at present acfive, and new
therapeutic methods are also being tested.
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Urology

Physician in Charge Dr. Bernard Escudier

Physician in Charge Dr. Suzette Delaloge

\ 2009 2010 | | 2009 2010
Number of new registrations 931 1,039 Number of new registrations 2,153 2,077
incl. % of patients freated 36 35 incl. % of new patients treated 73 67
in the year of participation in the year of participation
Number of patients cared for 824 755 Number of patients cared for 3,266 3,073
incl. % patients in a trial 26 32 incl. % patients in a trial 15 20

This committee is the recognised national leader in France in
medical oncology for treating testicular, renal and prostate
cancers. For prostate cancer, the multidisciplinary therapeutic offer,
in particular, includes brachytherapy and conformal radiotherapy.
Over 100 patients with germinal fumours are seen af the Institut
Gusfave Roussy, and IGR is one of the comersfones in developing
research profocols in this field.

Prostate cancer is a priority for the oncology urology team with
patients seen by medical oncologists at earlier and earlier stages
(high-risk localised tumours, isolated biological relapses, etc).

The Institut Gustave Roussy actively participated in and co-ordi-
nated randomised trials in metastatic renal cancer, which estab-
lished and better defined the role played by immunotherapy
through inferleukin-2 and interferon.

Early trials

Physician in Charge Prof. Jean-Charles Soria

\ 2009 2010 |
Total number of patients included 227 327
Number of patients included from outside 79 125

Number of patients we responded
positively to from their screening sheet 115 205
and seen in consultation from outside

The committee’s goal is to facilitate access to innovative molecules,
in particular for patients having failed to respond to therapy.
Treating patients relies on a dedicated care structure, SITEP (the
Therapeutic Innovations and Early Trials Unit], opened in September
of 2008.

In 2010, the committee produced 17 abstracts in international
congresses and 16 publications in English.

Over the coming three years, the Early Trials group's goals will be
fo continue strengthening its infernafional competitiveness and its
affractiveness as a venue for early clinical assessment and thero-
peutic innovation.

The breast pathology unit treated patients with benign and malig-
nant breast lesions. This organ-oriented committee is organised
around different specialist platforms such as diagnostic and treat-
ment-oriented biopathology, reconsiructive and repair surgery, con-
ventional and innovative imaging, innovative franslational research
and a lot of activity in medical and radiotherapy treatments of early
and advanced stages as well as innovation for comprehensive
care.

Gynaecology

Physician in Charge Dr. Catherine Lhommé

| 2009 2010
Number of new registrations 859 804
incl. % of new patients treated 57 55
in the year of participation
Number of patients cared for 949 910
incl. % patients in a trial 7 14
Number of publications 6

The leading committee in the Greater Paris region, it is a “Reference
Centre” for rare ovarian cancers, frophoblastic diseases and can-
cers diagnosed during pregnancy. It develops research for these
diseases and offers therapeutic innovations. Accueil en un jour
[Single-day Diagnosis) was started in 2010 for patients who have
just been diagnosed with peritoneal carcinomatosis of gynaeco-
logical origin. Various examinations and a consultation with several
specialists (surgeon, anaesthetist, diefician and nutritionist) lead fo a
complefe work-up, then it is explained to the patient, and the very
same day the recommended freatment is proposed. The expertise
of this committee’s members is recognised as proven by the number
of guidelines (nafional and international) for good clinical practices
it has participated in, often as the lead writer, no matter what the
speciality. Numerous research directions are being developed in
each speciality for the various cancers treated, often in collabora-
fion with national or international groups.
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Thyroid and neuroendocrine tumours

Physician in Charge Dr. Eric Baudin

Physician in Charge Dr. Olivier Caron

| 2009 2010 | | 2009 2010
Number of new registrations 543 961 Number of new registrations 12 329
incl. % of new patients treated incl. % of new patients treated
- I 46 41 . L - 4
in the year of participation in the year of participation
Number of patients cared for 915 9216 Number of patients cared for " 344 480
incl. % patients in a trial 15 6 Number of consultations in oncogenetics 1,332 1,591

Number of publications 10 10

This committee is in charge of care, clinical and translational T ; :

. dJ hi docri I This includes thvroid Number of communications at international 2 1
achivifies and teaching endocrine oncology. nis includes thyroid, congresses

adrenal gland and neuroendocrine tumours. This activity is accom- A

) ) ) ) ) ’ Number of communications at French 1 4
plished in close collaboration with the Head & Neck, Digesfive congresses

and Thoracic Departments. The committee is an infernational leader
in thyroid fumours through strongly structured integrated research
and therapeutic innovations. It is also recognised as a “European
expert centre” for treating malignant tumours of the adrenal gland
and is now undergoing validation for neuroendocrine tumours.
The committee members also provide consultations, hospital care,
replies fo requests for advice, participate in national conference
networks, therapeutic protocols, clinical research and teaching.
The endocrine oncology department is recognised as an “INCa
reference centre” for three tumour types (thyroid, adrenal gland
and neuroendrocrine tumours: the TUTHYREF, INCa-COMET and
RENATEN networks respectively). In this framework, it partici-
pafes in sfructuring care and research throughout France, includ-
ing weekly participation in nationwide conferences. lts members
parficipate in scientific boards of various European networks for
endocrine tumours.

Dermatology

Physician in Charge Dr. Caroline Robert

(1) The number of patients treated corresponds to the people coming to IGR not just
for oncogenetics. Most of the consultants are IGR patients and are thus listed in their
home organ committees.

Formed in March, 2009, the committee’s goal is to identify factors
predisposing people to cancer so as to improve therapeutic care,
follow-up and prevention in cancer patients and their relations.
This care relies in particular on oncogenetic consultations and the
genetics laboratory. The co-ordination of people at high risk of can-
cer is done by all IGR activities such as senology, gynaecology,
gastroenterology, paediatrics, dermatology and endocrinology.
The oncogenetics committee’s activities are developing with 329
new patients in 2010, as opposed fo just 12 in 2009, as well as
136 hospitalised patients (+40%) and 259 additional consultations
(+19%) in 2010. The directions under development at present are
reinforcing the identification and management of patients with a
predisposition fo digesfive cancers, paediatric cancers and multiple
cancers. A computerised fool common fo all disciplines associated
with genetics is presently being parametered.

Sarcomas (bone/soft tissue)

Physician in Charge Dr. Axel le Cesne

\ 2009 2010 | | 2009 2010
Number of new registrations 929 1,090 Number of new registrations 543 529
incl. % of new patients treated 40 38 incl. % of new patients treated 45 39
in the year of participation in the year of participation
Number of patients cared for 734 773 Number of patients cared for 502 489
incl. % patients in a trial 10 15 incl. % patients in a trial 14 14

The committee’s activities focus almost entirely on oncodermatol-
ogy. The committee enjoys maijor surgical and plastic expertise for
a disease whose incidence has increased two-fold in 10 years.
Research focuses mostly on the factors that predispose people o
the onset of cutaneous melanomas, imaging of these tumours and
their freatment by biologically targeted innovative therapeutics.

This committee’s brief is to optimise the multidisciplinary care
of soft tissue and bone sarcomas and adult mesenchymatous
tumours. A leader in France, it deals only with rare cancers and
benefits from maijor surgical expertise and medical oncology. lts
strong advances over the past few years have been due to broad
infernational recognition of ifs clinical research.

IGRIN 2010
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Physician in Charge Dr. Frédéric Dhermain

Physician in Charge Dr. David Malka

\ 2009 2010 | | 2009 2010
Number of new registrations 140 162 Number of new registrations 1,129 1,106
incl. % of new patients treated 74 71 incl. % of new patients treated 46 47
in the year of participation in the year of participation
Number of patients cared for 185 217 Number of patients cared for 1,177 1,229
incl. % patients in a trial 4 NC incl. % patients in a frial 7 10

Number of publications 41

This “rare tumour” committee develops care for treating patients
with benign and malignant neurological tumours and works in
close partnership with the Bicétre University Teaching Hospifal
and the neurological experts of the SaintAnne Hospital complex.
The committee’s vision is to consider patients as “unique in their
diversity” and likewise for their disease. The overall, diagnostic,
therapeutic and support approach therefore takes into consideration
all aspects of their individuality and their tumour so as to offer the
most individualised care possible. A personalised plan is explained
fo them and given to them personally by the IGR consulting spe-
cialist, who then ensures co-ordination. There is close connection,
should there be need, between the paediatrics committee for very
young adults and the “new drugs” committee. Our maijor research
directions are at present conditioned by a search for the best com-
promise between efficacy/foxicity and providing each patient with
the diagnostic and therapeutic tools that are best adapted to their
specific case.

Physician in Charge Dr. Jacques Grill

This committee includes 9 organs. Its expertise is recognised for
rare and common cancers thanks to the contribution of all the
disciplines at IGR. In a delicate regional setting, the committee
fries fo increase patient recruitment through a proactive policy that
relies on its expertise and innovation both in the early stages of
the disease and for referrals in providing rapid work-ups and care.
It strives to offer integrated and innovative care for cancers of the
colon and rectum. The committee also freats all digestive cancers
and the resulting clinical activity is friple, i.e. consultation, hospitali-
sation and digestive endoscopy. In 2010, 1,229 of the digesfive
commiftee’s patients were hospitalised at IGR, a 4% rise in one
year (+52 patients). The main research projects and pathways
concern on the one hand identifying prognostic and predictive
biomarkers for effective treatments of digestive cancers, and on
the other, clinical research (over 20 trials and studies undertaken
in 2010, including phase Il frials, randomised phase I frials and
phase lll frials promoted by IGR and/or co-ordinated nationally or
infernationally by a digestive pathology committee member|.

Physician in Charge Dr. Stéphane Temam

| 2009 2010 | | 2009 2010
Number of new registrations 347 378 Number of new registrations 935 1,054
incl. % of new patients treated 70 65 incl. % of new patients treated 62 61
in the year of participation in the year of participation
Number of patients cared for 555 554 Number of patients cared for 1,403 1,437
incl. % patients in a trial 51 34 incl. % patients in a trial 11 14

The paediatrics committee provides overall care for cancers in chil-
dren and adolescents. The initial work-up, chemotherapy and radio-
therapy are done af IGR while surgery is carried out in partnership
with other reference hospitals. The leader in the Tle-de-France, the
committee benefits from expertise recognised both nationally and
internationally, strong dynamics in integrated research and inter-
national visibility. A project for developing and improving overall
care for adolescents in collaboration with other IGR committees
is ongoing.

This committee is widely acknowledged for its multidisciplinary
expertise in surgery, radiotherapy and chemotherapy for treating
squamous cell carcinomas and the rarer varieties of head and
neck cancers. Treatment relies on targeted therapies at all phases
of the disease, making it possible to conserve organs at the maxi-
mum while maintaining the possibility of doing complicated surgery,
in particular with reconstructive flap surgery. It also develops inno-
vative radiotherapy, in particular IMRT for small tumours.
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The diagnosis and freatment of cancer patients are performed in multidisciplinary departments and committees. IGR offers the most

specialised units in the fields of oncology.

]
Oncological Medicine

The Oncological Medicine Department cares for cancer patients
whatever their primary sites requiring the use of cancer drugs
(chemotherapy, hormonotherapy, targeted therapies and immuno-
therapy). It is the biggest oncological medical team in France and
makes it possible to appoint at least one specialist and often sev-
eral for each tumour pathology. Clinical research is dominated by
the assessment of new molecules by conducting pharmacokinetic
and recent therapeutic studies such as gene therapy or immuno-
therapy programmes. Department members are very involved in the
multidisciplinary care of patients and take active part in all organ
committees. The department also comprises teams in haematol-
ogy, cell therapy, oncogenetics and gastrointestinal and bronchial
endoscopy. With 102 complete hospital beds and 66 day hospital
places, the Oncological Medicine Department is by far the biggest
in ferms of insfalled capacity.

Activities in 2010

In 2010, the department carried out 77000 consuliations, 29,737 day
hospital stays and 5,517 full hospital stays.

In 2010, 29% of the patients treated in the department for a
malignant tumour and hospitalised were suffering from breast can-
cer and 13% from gastrointestinal cancers. The cancers showing
the most marked rise in frequency were the malignant tumours
of the respiratory fract [+13%), gynaecology (+26%), dermatology

Back in the nineties, sensitive to the
consideration taken of the patient’s

[+45%), head and neck (+41%) and neurological tumours (+39%).
Urogential tumours on the other hand dropped by 10%. Excluding
the patients followed up in consultations, chemotherapy remains the
main method for treating patients followed up in the Oncological
Medicine Department, with a rise of 2% compared to 2009, for
both full hospital and ambulatory stays.

Consultations are also on the increase with 4% of addifional spe-
cialist consultations in 2010, +13% of multidisciplinary consulta-
tions and +51% of nursing consultations. 35% of the department’s
patients spent at least one night in hospital in 2010. The length of
stay remained constant at 5.9 days for a bed occupation rate of
Q5%, an equivalent figure fo last year's.

‘ Oncological Medicine 2009 2010 ‘
Number of patients as of 31 Dec. 163 168
Number of patients 5821 5,758
Number of stays 37,965 36,775
Average number of stays (1 night or more) 6 5.9

Person in charge Prof. Karim Fizazi

the social services and Nursing Care
Executives contribute to maintaining

clinical pathway and what that meant
in terms of treatment content, with Dr.
Ruffié, | took part in the first meetings
of the Onco 94 network. Working

with the haematology medical team
we innovated by setting up real care
partnerships between the city and

the hospital. The special relationships
started back then and maintained
today with certain healthcare facilities
(both downstream and up) by doctors,

these institutional dynamics for
developing care networks.

Fatima Belal
Oncological Medicine
Department Care Co-ordinator
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Childhood and Adolescent
Oncology

The Paediatrics Department's brief is to diagnose and treat solid
fumours in children (O to 12 yrs.) and adolescents (13 to 20 yrs.,
do research into paediatric cancers and teach childhood oncol-
ogy.

There are few similarities between adult cancers and childhood
and adolescent cancers. Contrary o adult cancers, childhood
cancers are uncommon (1% of total cancers) and are therefore
offen poorly understood. They are dissimilar in nature and occur af
different sites from adult cancers, mostly happening in a growing
body, and treatment must fake this essential point info account.

Activities in 2010

The Paediatrics Department’s activity registered 3.4% growth in
2010 over 2009. Two cancers are representative of the mixed
cases in paediatrics: malignant neurological tumours (brain fumours
and neuroblastomas) and bone and soft tissue tumours. Between
them they accounted for 70% of the admissions for malignant
lesions in the department. There was a decrease in malignant
bone and soft tissue tumours in 2010 (=5.6%). Chemotherapy
remained the main treatment method during full hospital stays, with
the use of such treatment in 62% of cases, a 19% rise compared fo
2009. Most of the Department's new patients came from the Tle-
de-France region (41%) or the French provinces (36%). 22% of the
new patients came from France's overseas dominions and territories
(6%) or from abroad (16%).

In 2010, the bed-occupation rate in paediatrics was 82% com-
pared fo 64% in 2009 with 5.8 being the average number of sfays
of one night or more in the Department, a rise of 4%.

‘ Childhood and adolescent oncology 2009 2010 ‘
Number of patients as of 31 Dec. 40 40
Number of patients 490 498
Number of stays 3,924 4,056
Average number of stays (1 night or more) 57 5.9

Person in charge Dr. Dominique Valteau-Couanet

Departments

General Surgery

The General Surgery Department freafs most adult cancers. The
surgical techniques used combine minimally-invasive surgery using
endoscopic techniques, plasfic and reconstructive surgery and
aggressive surgery.

All operations are done in a unique operating room complex. It
includes surgeons, radiologists, gastroenterologists, pulmonologists,
paediafricians and anaesthefists and surgeons who devote all their
activity fo cancer surgery. Teams ensure service round the clock,
including Emergency assistance for patients under treatment at IGR.

Activities in 2010

The Surgery Depariment’s activifies increased in 2010 over 2009
with 3.4% more patients and 6.4% additional stays.

Breast cancers remained the main lesions freated in the department
[36% of the total] with a 3% increase in the number of patients pre-
senting with a tumour affecting this site. Treatment for a malignant
skin tumour recorded a growth of 15% in 2010.

Logically enough, the first treatment method used in the department
is surgery, which meant 3,051 sfays in 2010, or on a par with the
previous year.

In 2010, the bed-occupation rafe in general surgery was 89% com-
pared fo 83% the previous year. The average number of stays of
one or more nights in this department was 5.9, a decrease of 2%.

‘ General surgery 2009 2010 ‘
Number of patients as of 31 Dec. 85 85
Number of patients 3,541 3,662
Number of stays 4,364 4,645
Average number of stays (1 night or more) 59 5.8

Person in charge Dr. Dominique Elias
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]
Head & Neck Surgery

The Head & Neck (H&N) Surgery Department treats tumours of the
head and neck. It also treats thyroid and skin cancers. It is one of
France’s biggest H&N surgery departments.

The department offers patients overall care, i.e. surgery, medical
oncology, radiotherapy, odontology, speech therapy, nutrition,
psychology and follow-up care. It focuses on complex care and
cutfing-edge techniques: reconstructive surgery in particular with
microsurgery, sarcomas, combined treatments and freatment of
recurrences. The department has also developed micro-invasive
surgery: laser, the sentinel lymph node technique and organ pres-
ervation fechniques, in particular larynx preservation.

Activities in 2010

In 2010, the department’s activities remained on a par with the
previous year, with the number of sfays reaching 2,694 compared
fo 2,699 in 2009, a rise of 1% in the number of patients freafed.
64% of the hospitalised patients in the department for a malignancy
presented with a H&N lesion in the following locations: the mouth,
the oropharynx, larynx, rhinopharynx, hypopharynx, the face or
the salivary gland. Dermatological tumours were the second most
frequent activity in the department representing 12% of the lesions
[an increase of 7%). The treatments carried out in the department
during full hospital stays focused mainly on surgical operations
(32% of stays), chemotherapy [29% of stays|] and H&N endoscop-
ies (28% of sfays).

Laryngeal fibroscopy (89% of the procedures, an increase of
10%] accounted for most of the minor H&N surgery acfivity which
also performed punctures and biopsies (3% of the procedures,
a decrease of 13% after a 51% rise from 2008 to 2009), fitting
and changing vocal organ prostheses (3% of the procedures, an
increase of 50%).

In 2010, the bed-occupation rate in H&N cancer surgery was
88.6% compared fo 86% in 2009. The average number of stays
of one or more nights in this department was 6.5, an equivalent
level to 2009.

|H&N surgery 2009 2010 |
Number of patients as of 31 Dec. 52 52
Number of patients 1,511 1,523
Number of stays 2,699 2,694
Average number of stays (1 night or more) 6.5 6.5

Person in charge Dr. Frangois Janot
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Operating Theatres

Installed in the new IGR building, the Operating Room Complex
offers all of IGR’s surgical and inferventional activities in a unique
anaesthesia facility comprising 14 rooms, i.e. general surgery,
H&N surgery, digestive endoscopies, inferventional radiology, the
placement of a central venous catheter, radiology and paediatrics.

Activities in 2010

Excluding surgery under local anaesthesia which has been per-
formed on the consultations platform since May, 2009, the number
of patients treated in the Operating Room Complex progressed
between 2009 and 2010, 11,511 compared fo 11,060 (+4%).
Strong disparities nonetheless exist, and there was a sharp rise in
H&N (+8%), digestive (+10%), and digestive endoscopies (+9%).
And the average operating time increased by 5%, signifying a
more complex freatment of patients in a good number of spe-
cialties, in particular, H&N, breast, digestive and gynaecological
surgery.

15% of activity is done outside usual working hours. The overall
activity of the platform remains very intense with sessional work
exceeding Q0%.

The Anaesthesia Department’s activities naturally increased a lot
both in terms of placing central venous catheters and anaesthesia
consultations or operating room activity.

11 children were also freated in the department for a fofal of
120 radiotherapy sessions in 2010.

The quality indicators progressed: post-operative nousea and vomit-
ing, pain upon arrival in the postoperative recovery room [PORR)
and the number of patients justifying controlled ventilation in the

PORR.

‘ Operating theatres 2009 2010 ‘
Number of patients in ambulatory 2,222 2028
surgery
Number of stays in ambulatory surgery 2,540 2,244
Overflow rate 13% 15%

Person in charge Dr. Jean-louis Bourgain
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Interdisciplinary Department of Supportive Care (DISSPO)

The DISSPO (Interdisciplinary Department of Supportive Care for
Oncohaematology Patients| organises and co-ordinates comple-
mentary care fo treat the disease in an inferdisciplinary way.

The depariment comprises multidisciplinary teams which intervene
upon the request of the lead medical team or patients themselves.
The DISSPO’s remit is wide-ranging, i.e. pain control, palliative
care, psychological care, social accompaniment, diefary and nutri-
fional follow-up, massage and physiotherapy, relaxation therapy,
speech therapy and body image and aesthetic care. It also co-
ordinates volunteer work inside the Institute and participates in fam-
ily support. Teaching and research are other important aspects of
the DISSPO's activities, in particular concerning pain and drugs
offering added comfort to patients, but also concerning the human
sciences via the psycho-oncology unit.

Activities in 2010

In 2010, 6,761 different patients benefited from at least one inter-
vention of one of the supportive care professionals, this active sec-
for increasing by 2%. These patients are followed up on average
by at least two different supportive care units. The supportive and
palliative care activity decreased by 26% for medical consultations
and 5% for nursing consultations. The continuing decrease in medi-
cal consultation activities for out-patients is due to the creation of
the day hospital for palliative care and to the decision to progres-
sively replace isolated medical consultations for non-complicated
palliative cases by less numerous day-hospital stays but reserved
for truly complicated cases.

It was the kind of day you seem to

see more and more often in IGR’s
Emergency Unit. The staff meeting
had just finished when patients
started coming in, one with a digestive
haemorrhage, a feverish syndrome and
unstable blood pressure, another had
to have a gastric catheter changed,
another one was taking a drug with
only letters and numbers for a name
and another on a stretcher followed
by his family in mourning, and in need
of support. It’s not just a random list. |
have always admired the ability of the
IGR auxiliaries and teams to cope with
and adapt to the patient’s situation

The Analgesia Unif (analgesics and auriculotherapy) carried out
4,042 medical consuliations and 713 nursing consuliations. For the
Psycho-Oncology unit there were 1,781 psychiatric consultations
and 6,307 psychological consultations done with an on-going
follow-up of 1,834 patients for the psychologists alone whose
activities increased by 23%. In 2010, 2,234 patients received help
from the social services, or 9,414 procedures/sessions, including
4,174 consuliations with the patients themselves and 1,681 meet-
ings with families. The physiotherapy activities fell by 6% (2,221 dif-
ferent patients treated), whereas the dietary activity remained stable
(8,959 consultations, and relaxation therapy increased by 29%.

DISSPO 2009 2010 |
DISSPO on-going patient follow-up 6,657 6,761
Number of nursing consultations 3.799 3,626
for palliative care
Number of medical consultations 3,091 2.299
for palliative care

Person in charge Dr. Sarah Dauchy

whether in cutting-edge treatments

or cutting-edge “humanity’”. It worked
that day. By the end of the day the
reception board was almost empty, and
the patients had been well cared for. It
was a day | was proud to work in IGR’s
Emergency unit.

Dr. Sami Antoun
Head of the Rouergue

Emergency Unit



I
Acute Care

The Acute Care Department houses the Intensive Care Unit, the
Continuous Medical and Surgical Care Units and the Infectious
Diseases Unit.

The Intensive Care Unit freats patients suffering from vital-organ fail-
ure. The purpose of the continuous surveillance and monitoring units
is fo treat patients for whom there is a fear of the onset of one or
several vital-organ failures and who, as such call for constant and
methodical clinical and biological observation. The new 12-bed
Continuous Surgical Care Unit (USCC), transferred at the end of
2008 to the acute-care platform, freats such patients in the imme-
diate post-operative period. The cross-sectional and ambulatory
Infectious Diseases Unit provides its support for the diagnoses and
treatment in the clinical units for infectious complications occurring
during cancer freatment.

Activities in 2010

In 2010, the number of stays in infensive care and the Continuous
Medical Care Unit ([USCM\| fell by 3%. The main tumours causing
a fransfer info intensive care or the USCM are digestive, haemao-
tological and H&N malignant tumours that together account for
60% of the cases.

The number of sfays in intensive care and the USCM with mechani-
cal ventilation increased by 4% in 2010 while non-invasive ventila-

I
Ambulatory Care

The Ambulatory Department is composed of three entities: con-
sultations, the Emergency Unit and External Care Co-ordination
(CSE) Unit.

This platform provides consultations for different IGR medical and
surgical departments (except paediatrics and DISSPO). It comprises
63 consultation rooms, including four technical rooms enabling
external surgery under local anaesthetics and three rooms for com-
mittee meetings. It also has an 8-place samples room where blood
fests and electrocardiograms are done. Nearly 150 physicians
[tenured, partime or inferns) use the premises.

Activities in 2010

2010 saw 133,126 medical consultations and 2,204 nursing con-
sultations, which correspond fo an increase of 6% over 2009. The
Emergency Unit is open 24 hours a day, seven days a week and
only provides care for IGR patients. It contains six examination
rooms for patients and six individual hospital rooms. Emergency
consultation activities remained stable with 5,435 visits in 2010.
72% of the patients in 2010 came fo the Emergency Unit on their
own initiative. In over half the cases (55%) hospitalisation was
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fion stays in 2010 dropped by 15%. There was also an increase
in the number of patients treated for extra-renal purification (37%).
In 2010, the acute-care platform had an overall occupation rate of
78% compared fo 73.4% the previous year.

‘ Acute Care 2009 2010 ‘
Number of patients (Medical Unit price
info Resume)
Intensive Care + USCM 455 422
Uscc 1,442 1,397
Number of stays
Intensive Care + USCM 515 499
USccC 1,627 1,607
Average stay (in days)
Intensive Care 7.9 8.4
USCM 5.9 7.3
usccC 1.4 1.5
Mortdlity rate in intensive care 21.7% 18.8%

Person in charge Dr. Berfrand Gachot

required for most of them at ICGR, often in the Emergency Unit.
The CSE is staffed by four nurses and an auxiliary. Ifs role is to
organise the return home of patients requiring complex care. In such
cases, after assessment, the CSE either calls in freelance nurses
and service providers or sends the case to a home hospitalisa-
fion service (HAD), in particular to Santé Service. The CSE also
provides patient follow-up for patients in their care affer a return
home. In 2010 the CSE provided 2,190 treatments corresponding
to 1,797 new patients.

| Ambulatoy Care 2009 2010 |
Number of consultations on the platform 126,035 133,126
Number of emergency consultations 4,826 5,435
Number of CSE treatments 1,913 2,190

Person in charge Dr. Mario Di Palma
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Radiotherapy

The Radiotherapy Department works with surgery and chemother
apy fo treat and cure cancers. External radiotherapy (known as
transcutaneous), where the source of radiation is located outside
the patient, is distinguished from internal radiotherapy, known as
brachytherapy where the radioactive source is located directly
inside the tumour tissue or in a natural cavity.

The department carries out its activities on all types of cancer,
developing modern fechniques of conformal radiotherapy and
infensity modulation radiotherapy (IMRT). Total body radiotherapies
are also done along with all brachytherapy techniques. Several
paths are being explored to increase and improve the effect
between healthy and tumour fissue. The combination of radiother-
apy and chemotherapy; changes in fractionation; research into
radiosensifization phenomena and on radiosensitizing or radiopro-
tective drugs; improving radiation ballistics for better tumor targeting
and more sparing of healthy fissue and optimising the treatment of
recurrences. Brachytherapy is used to freat small well circumscribed
fumours such as certain gynaecological, breast, H&N, digestive,
pulmonary or urological cancers.

Activities in 2010

In 2010, the Radiotherapy Department treated 3,084 patients, an
8% increase over 2009. The number of days spent in radiotherapy
and the number of stays increased in 2009 by 5.5% and 8.8%
respectively. There was also an increase in the number of stays in
ambulatory care and hospitalisations by 8% and 11% respectively.
There was an increase in the number of ambulatory stays and a
drop in the number of full admissions. In 2010, the number of spe-
cialised consultations increased by 13% while the number of multi-
disciplinary consultations rose by 17%. Brachytherapy accounted
for over 13% of the department's consultations, with franscutaneous
radiotherapy accounting for the remaining 87%. Scanner activities
continued fo increase in 2010 with a rise of 13% in terms of both
the number of examinations performed and visits and of 11% in
ferms of patients. The average number stays of one night or more
also increased, reaching an average of 6.1 (compared fo 5.2 in
2009). The department’s admissions service showed an occupa-

fion rate of 84%, on a par with 2009.

‘ Radiotherapy 2009 2010 ‘
Installed capacity as of 31 Dec. 26 26
Average number of working 6 6
external radiotherapy accelerators
Number of patients 2,852 3,084
Number of stays 49,791 55,424
Average number of stays (1 night or more) 52 6.1

Person in charge Prof. Jean Bourhis

Departments

L]
Medical Imaging

The Medical Imaging Department’s activities focus on diagnostics
and cerfain therapeutic activities. This department houses diagnos-
fic ultrasound, interventional radiology, diagnostic radiclogy and
nuclear medicine.

The department contains a state-of-the-art technical platform includ-
ing a scanner and MRI, diagnostic ultrasound, digital mammogra-
phy, sfereotactic scinfimammography biopsy and positron-emission
fomography (PET).

Activities in 2010

Activity increased significantly in 2010 with a 19% rise in the
number of patients, +13% in stays with the number of days remain-
ing sfable. This increase was mainly due to the development of
ambulatory activity, which rose by 37% in 2010 both in terms
of patients and patient care. This increase is due fo initiating the
single-day diagnosis for breast and thyroid lesions.

Malignant tumours of the thyroid and neuroendocrine system
remain the primary cause of hospitalisation in the department with
338 in-patients given in 2010, an increase of 59% of all hospi-
talisations for malignant tumours in the department. 86% of stays
of one or more nights included freatment with radio-isotopes or
chemotherapy. Palliative care freatment remained stable whereas
stays with fransfusions rose by 58%.

More generdally, consultation activity increased by 5% in 2010 with
a 7% rise in endocrine consultations, 13% for interventional radiol-
ogy consultations and 24% for consultations based exclusively on
the pafient file.

In 2010, the occupation rafe in nuclear medicine was 85% which
was on a par with the previous year. The average number of stays
of one or more nights also remained stable at 4.8.

‘ Medical Imaging 2009 2010 ‘
Installed capacity as of 31 Dec. 12 12
Conventional radiology (N° of procedures) 18,792 18,876
Interventional radiology (N° of procedures) 2,217 2,232
CT scan (N° of procedures) 11,306 12,202
MRI (N° of procedures) 4,640 4,738
Ultrasound diagnostics (N° of procedures) 11,932 12,679
Breast-centred activities (N° of procedures) 11,441 11,763
Scintigraphy incl. PET (N° of procedures) 7,161 7,083
Nuclear medicine
Number of patients 713 845
Number of stays 1,016 1,152
Average number of stays (1 night or more) 4.9 4.8

Person in charge Prof. Martin Schlumberger
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Medical biology and pathology

The Department has the resources that make it possible fo manage
biology and pathological anatomy examinations in a co-ordinated
manner on a daily basis. They are prescribed by the committees
and care departments. The department also carries out examina-
tions for prescriptions from outside IGR.

This department is composed of six services, divided into two sec-
fions: the "Tumour” section with activities in pathology [a morpho-
logical pathology service and a molecular pathology service| and
the “Patient” section with medical biology activities [biochemistry,
haematology/immunology, microbiology and genetics services).
The “Tumour” sectfion aims to give daily diagnoses fo clinicians
based on cyfological and histological samplings carried out at
IGR and histological documents addressed from outside concerning
patients coming for a consultation at IGR (a morphological pathol-
ogy service). Equipped with an efficient automated platform, the
"Patient” section provides biological assessments in under 2 hours.
The laboratories also do tests concerning genetic predisposition
fo cancer [a genetics service) and those aimed at defecting the
presence of a cancer and o monitor ifs evolution. The department
complies with the good laboratory practices recommendations
(GBEA, AFAQAP) and contributes to improving the relevance of
requests for examinations through the participation of biologists
and pathologists in the multidisciplinary committees. The depart-
ment's practitioners also contribute fo teaching activities, and basic
translational research done at IGR as part of their specialised field.

Activities in 2010

The biochemistry, haematology and microbiology laboratories
increased the number of examinations by about 4% over 2009.
This growth did not translate into a key-lefter (B) rafing due to the
decrease in the rating of a large number of tests since 2009.

The laborafories in the molecular biology section also recorded
an increase in activity in 2010, especially in somatic genefics
[molecular pathology service) and with the implementation of new
fests carried out on tumours, making it possible fo predict response
to the targeted molecular therapeutics. The overall increase in
Pathology-related activities was linked to greater clinical activity
which increased by 11% over 2009, to image-guided biopsies
and microbiopsies and fo therapeutic protocols.

‘ Medical biology and pathology 2009 2010 ‘

Number of biology tests invoiced
(excl. B non-nomenclature)

36,456,409 36,296,054

Number of pathology tests invoiced

4,025,855 5,441,635
(excl. P non-nomenclature)

Person in charge Prof. Jean-Michel Bidart _

The medical assistants play a vital adhering to the principles of discretion
role between physicians, patients, and ethics. It is one of IGR’s strongest
care-givers and the institution. They values.

contribute to the quality of patient

care all along the patient pathway.

With a new working organisation and
evolving technology, they do their job
efficiently and humanely. Oncology
requires specific know-how and a high
level of adaptability when confronted
by sometimes difficult situations, while

Christine Proust
Executive Secretary
Oncological Medicine
Department
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Pharmacy

The Pharmacy Department includes all pharmaceutical activities
enabling the supply, proper use and therapeutic follow-up of phar-
maceutical products, covering drugs and sterile medical systems.
The Department is divided into five functional unis:

Drugs Functional Units (FUs), Medical device and traceability FUs,
which manage supplies and are developing a policy for the control
of costs and the proper use of drugs for better patient care.
Medical devices and traceability FU handles the supply of sterile
medical devices (MD) for the Instfitute as well as the traceability of
the implantable MDs and blood-derived drugs. The FU actively
parficipates in the quality of medical device circuits and via medi-
cal device surveillance, among others, the management of the
centralised endoscope disinfection section and the follow up of
external sterilisation services.

Chemotherapy preparation FU: for over two years this unit has
carried out all chemotherapy preparations, thus confributing fo the
security and quality of the drugs circuit.

The FU for Clinical Trials and Out-Patient Drug Dispensation is fin-
ishing @ major reorganisation by moving into more adequate facili-
fies that match the volume of activity of clinical trials and expanding
computerisation. There has also been an increase in management
activity and the traceability of the tfemporary use permits.

SiPAM — Pharmaceutical technology FU: created in late 2009 its
remit is to give IGR a platform for drug and pharmacological analy-
sis worthy of the challenges that go with personalised medicine.
Within the Nuclear Medicine and Endocrine Oncology
Department, Radiopharmacy takes part in the quality of radiop-
harmaceutical drug traceability by providing supplies, preparations,
checks, dispensation and the disposal of these products.

Departments

Patient care at the Day Hospital. A

Activities in 2010

2010 was highlighted by a few key elements:

* management: a particular effort was made to rafionalise orders
[an overall drop of 21%) without changing the overall value of the
stock

e the number of chemotherapy preparations stabilised at a very
high level, making our Clinical Trials Unit one of the biggest in
Europe

e the clinical frials activity is also stronger with a clear-cut evolution
in the number of preparations dispensed that clearly shows the
strong development of oral freatments.

' Pharmacy 2009 2010 |
Number of drugs ordered 6,869 5,310
'ijmber of authorised (AMM) . 67250 65,249
injectable chemotherapy preparation
Num%;e'r of p'reparuhons 7 402 6,259
for clinical trials
Number of non-injectable preparations 1,633 1,775
Number of repackagings 9,536 6,240
Person in charge Dr. Frangois Lemare I
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IGR partners in research
> Université Paris-Sud 11 > CNRS > INSERM > Cancer Campus
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‘at the Heart
f All Researc]

€55.9m 20% of the patients 305 researchers

2010 research participate in biomedical
budget research 210 physician-researchers
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Research Teams
Mobilised to Push Forward
Personalised Medicine

SN RESEARCH AT IGRIN 2070

The Institut de Cancérologie Gustave Roussy (IGR) pools the expertise needed to develop integrated
cancer research, from basic to applied, from epidemiology to the clinic, from sociology to psycho-
oncology. Researchers’ and clinicians’ goals alike are to enable cancer patients to benefit from
research breakthroughs as quickly as possible.

he IGR Research Strategy is
defined by the Research Division
through ifs “Executive Committee”,
according to the recommen-
dations of IGR’s International Scientific
Advisory Board. This strategy is imple-
mented within:
* the Infegrated Research Cancer Institute
in Villejuif (IRCIV)
e the IGR Clinical Research Division (DRC)
e the Common Technological Facilities
whose use is shared between IRCIV and

DRC

Organisational Chart

Clinical Research
Division
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Organisation serving therapeutic
innovation

The setting up of collegial goveming bod-
ies improves the synergies befween the
different fields of research [basic, epidemio-
logical, clinical, translational, and techno-
logical] within the IGR and the inferactions
between the institute and its pariners. The
aim is fo ensure the research continuum
from bench to bedside.

Research
division

Research Coordination and management

Technical facilities/
Shared Services

SCEA PBI
PFIC

LRT CRB

CIC Biotherapy

Prospects

The 20092013 Corporate Strategic Plan
will make the concept of personalised
medicine a reality, that is to say a treat-
ment guided by molecular biology and
imaging. This project requires a suitable
organisation, the implementation of cutting
edge technologies such as next-generation
sequencing, and the recruitment of new
research teams dedicated in particular
to bioinformatics, stem cell research and
epigenetics.

Integrated Research Cancer
Institute in Villejuif
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International Scientific Advisory Board (SAB)

CHAIRMAN

John Mendelsohn,
MD Anderson, Houston - USA

VICE-CHAIRMAN

Alain Fischer,
Hopital Necker, Paris - France

MEMBERS

Harry Bartelink,
Netherland Cancer Institute,
Amsterdam - The Netherlands

René Bernards,
Netherland Cancer Institute,
Amsterdam - The Netherlands

Julio Celis,

Institute of Cancer Biology,
Copenhague - Denmark

Kapril Dhingra,

KAPital Consulting LLC, Sparta - USA
Stephen Friend,

Sage Bionetworks, Seattle - USA
Douglas Higgs,

Weatherall Institute for Molecular
Medicine, Oxford - England

Marja Jddtteld,
Institute of Cancer Biology,
Copenhague - Denmark

David Kerr,
Qatar Biomedical Research Institute,
Doha - Qatar

Philippe Kourilski,
Collége de France, Paris - France

Daniel Louvard,
Institut Curie, Paris - France

Martine Piccart,
Institut Jules Bordet,
Bruxelles - Belgium

Jacques Pouyssegur,

Institut de Signalisation,

Biologie du Développement et Cancer,
Nice - France

Ulrig Ringboryg,

Karolinska Institute,

Stockholm - Sweden

Giorgio Trinchieri,

National Cancer Institute,

Frederick - USA

Otmar Wiestler,
German Cancer Research Centre,
Heidelberg - Germany

Science Policy Executive Committee
(“Research Executive Committee”)

MEMBERS

Eric Deutsch

Suzette Delaloge
Alexander Eggermont
Guido Kroemer
Vladimir Lazar
Frédérique Penault-Llorca
Jean-Charles Soria
Eric Solary

William Vainchenker
Gilles Vassal
Laurence Zitvogel

Fabrice André, appointed to replace
Suzette Delaloge or Jean-Charles Soria,
when necessary.

MISSIONS

Definition of IGR’s major science
directions

Associated technological development
Recruitment of new research teams—
junior and senior — and funding
Organisational aspects

Financial resources

Implementation
of SAB recommendations

The “Research Executive Committee”
meets every month and two of its
meetings are joint sessions with

the “Hospital Executive Committee”
directed by Charles Guépratte.

Thomas Mexcher
Researcher

Cancer research requires
close scientific interaction

between physicians in daily
contact with their patients
and basic researchers. That’s

why we joined IGR in 2010.
We have benefited from
support from the Fondation
Gustave Roussy, which was
very helpful in moving

our young team in and
developing our research
projects on human
leukaemia.

The determination to attract
recognised new teams is also
going to make it possible to
continue developing effective
and dynamic research.
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projects. It is nothing short of a
major challenge. As a place of
sharing science and hope, IGR
is a fertile place for developing

Bringing together doctoral and post-
doctoral candidates from the different
IGR-based research units (one of the
strongest for research in the world)
was one of the major events in early
2010 when the Association des jeunes
chercheurs de I'IGR (AJCI, IGR Young
Researchers Association) was created
with the goal of promoting exchanges
about scientific and professional

such co-operation.

Charles-Henry
Gattolliat

Doctoral undergraduate and
Chairman of the PhD/post-PhD
Graduates

Research Co-ordination and Management Department

The Research Co-ordination and Management Department was
created at the same time as IGR’s Research Department. It is
composed of the main administrative support elements required
to implement and steer all aspects of IGR’s research as well as
research projects. The SCCR is directly linked to IGR's adminisfro-
five Departments and oversees that IGR's rules and procedures be
complied with in its research setting. It is made up of two main
entities:

Human Resources, staffed by a research personnel officer and an
HR management assistant

Management/Finance, staffed by a research budget officer and
a management assistant

Remits and Goals

The section’s main remits are the following:

Personnel management (staff, careers, skills) of the Research
services; permanent and temporary stoff recruitment for research
projects to guarantee compliance with legislation and budget-
ary envelopes; constant visibility of staff with a view to helping in
decision-making and to guarantee that sirategic decisions made
by Departments be applied in matters concerning staff, welcoming
infernees and endorsing the administrative conformity of dossiers.
Research institutional budget management by elaborating the
forecast budget and by optimising the use of available resources;
carrying out and endorsing research project financial assess-
ments; ensuring that resources be applied in compliance with con-
tract rules; ensure the proper use of funds with funders; execute
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or endorse financial conventions between partners; invoice IGR
research service activities and control infernal and external financial
flows; ensure fund management of the Fondation Gustave Roussy
at IGR; ensure financial visibility with the General Administration
and with insfitutional partners required for guiding the Insfitute’s
strafegies and remifs.

Activities in 2010

IGR’s research budget for 2010 was €44.2m in expenditures
[+9.2% over 2009), funded by, among others, €23m (+13.9%
over 2009) external resources or MERRI on projects paid for in
2010. This corresponds to about 600 active project accounts
[about 100 INCa and 50 PHRC/STIC].

Fund-raising for projects in 2010 was well supported, either from
calls for tender, funding clinical trials, IGR&D contracts or vari-
ous subsidies coming fo over €40m of signed contracts, includ-
ing about 30 new projects selected by the INCa (INCa and/or
DGOS funding) and 70 industrial contracts funding therapeutic
trials (sources: BRE 20100).

In staffing terms, the SCGR employs 200 permanent staff: 182 FTE
paid for from external resources in 2010, or 170 new contracts
and 300 frainees.
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Technical Platforms

| PFIC |
Imaging and Cytometry

The PFIC, whose activity is not restricted to the tfeams within the
IGR, is a service and development platform in photonic imaging
as well as image and flow cytometry. In addition fo the technical
assistance brought fo the scientists for the analysis of their samples,
the engineers on the platform also advise on the implementation
and the development of new tests in imaging and flow cytom-
efry. Moreover, the PFIC ensures specific methodological and/or
fechnical developments, in collaboration with the research teams
and the engineers also bring their expertise for data processing
and interpretation. In addition, this platform has an important mis-
sion, namely that of training students and researchers in the use of
cyfometry and imaging techniques.

In 2010

Thanks to support from the Région lle-de-France and the Gustave
Roussy Foundation, the PFIC was tofally restructured and relocated
in a new dedicated space of 300 sgm in order to pool the exper-
tise and the dozen of last generation instruments installed on the
platform (among which two high throughput cell sorters).

This year, the activity has also significantly increased both in ferms
of the performance of the service (+ 72%) as well as the training
of the researchers in these technologies (226 hours of theorefical
and practical fraining in flow cytometry and confocal microscopy.

Flow cytometry, cell sorting and cloning laboratory. A

Moreover, extensive industrial collaboration has been implemented
to develop a new cellular imaging system for clinical purposes.
(PERSEE Project).

Perspectives

In 2011, the PFIC will focus its activities of wide-field imaging and
high throughput quantitative imaging as well as the development
of high resolution in vivo imaging and the automation of image
processing.

Scientific Manager Corinne Laplace-Builhé (PhD)
Team Muriel Abbaci [PhD) — Sophie Desnoulez Salomé Yann
Lécluse — Philippe Rameau — Valérie Rouffiac (PhD)

Integrated Biology

The analysis of the com-
plex mechanisms related
fo cancer now requires
the infegration of several
areas of research. Thus,
the Integrated Biology
technical platform (PBI)
was set up and com-
prises the proteomics,
metabolomics, lipid-
omics and functional genomic platforms, as well as a bioinformat-
ics uni.

In 2010

The functional genomics platform has been given the responsibil-
ity of seffing up a high throughput sequencing unit. Moreover, in
2010, there has been an increase in the magnitude of activity
related to the "Apprenticeship Tax” programme, of interaction with
the franslational research laboratory and the biological resources
centre, as well as of the integration of the activities related fo the
Personalised Medicine Program.

The proteomics platform also participated in the “Apprenticeship
Tax" programme by performing several projects.

The lipidomics Platform participated in the large European pro-
spective study EPIC by studying, in 5,000 breast cancer cases
and 5,000 control cases, the relationship between plasmatic fatty
acids and the risk of breast cancer.

The metabolomics platform was implemented in summer 2010 and
is completing the elaboration of protocols required for the services
it is expected to provide.

An infegrated biology pilot study which includes all the platforms
started in autumn 2010.

Perspectives

Strategic orientations revolved around integrating proteomics, lipid-
omics and metabolomics activiies with the same concept of service
provided. The programme consists of the following:

* projects with various technological approaches on the same
biological samples

¢ developing integrative bioinformatics tools

e the evolution of tools to analyse physiopathological pathways

Coordinator Dr. Vladimir Lazar

Managers Dr. Viadimir Lazar (functional génomics)
Prof. Guido Kroemer [metabolomics) — Vassily Ogryzko
(proteomics) — Véronique Chaiés (lipidomics)

Philippe Dessen (Bioinformatics)
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Technical Platforms

Joint Animal Experimentation Unit

Supply & analysis of animal models and
in vivo techniques

Research report for 2010

This platform is dedicated to providing researchers at the Institute
with adequate animal models of disease:

e As part of cognitive or mechanistic research

* Or to determine the effectiveness and safety of new therapeutic
modalities in the cancer field

Specific techniques are being developed for researchers in the
fields of cognitive and therapeutic cancer research, cancerrelated
immunity, radiotherapy, haematopoiesis, and innovative therapies.
Animal models are mainly immune-deficient mice, used to create
human cancer models after human tumour grafting, and transgenic
animals for fundamental research on in vivo oncogenesis and anti-
fumour immunity. Research undertaken with these models may also
confribute to personalised cancer freatments.

Perspectives

The co-ordination of similar services has been implemented for
the Université Paris-Sud 11, and the renewal was requested for
20122014 (P. Brousse, Kremlin-Bicétre, Clamart-Beclére, Chatenay-
Malabry, Orsay).

LRT

Animal cancer model housing isolators. A

During 2010/2011, housing means were and will be thoroughly
increased [around 40%), by the acquisition of a significant number
of individually ventilated cage racks. The total amount of fransgenic
mouse strains has significantly increased as well.

Head Dr. Patrick Gonin

Animal Resources Team Head: Patrick Gonin, DVM, PhD —
Deputy head: Karine Serle Roux Experimental Pathology
Head: Dr. Patrick Gonin, engineer: Olivia Bawa

Translational Research
Laboratory

Objectives/Mission

Created in 2005, the
Translational Research
Laboratory (LRT) is com-
posed of units dedicated
fo the implementation of
the IGR translational
research project in col-
laboration with clinical
and research teams.
On the one hand, a
large part of activity is
devoted to clinical frials
and the Personalised Medicine Program. On the other hand the
LRT units participate in research or technical innovation projects.
The mission of the [RT is to ensure, through fits fields of expertise, the
cognitive research—clinical research continuum by aiming fo transfer
the latest findings as quickly as possible for the patients’ benefit. In

A ASPM staining in Ependymomas,
Peyre M. et al. PloS one 2010.

2010, the Translational Research Laboratory participated in more
than a hundred clinical or translational projects.

Activities in 2010
The Molecular Biopathology Unit (BMO) analysed about
120 tumours, with SeqCan panel, in the confext of the Personalised
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Medicine Programme. It performed many molecular analyses for
clinical frials or research projects. It also collaborated with surgeons
and the Animal Experimentation Unit, in xenograft programmes
(CREM & XenoSA) and the molecular characterisation established
models ready for researchers to use.

The HistoCytoPathology unit (HCP) performed morphological analy-
sis, sfarfing from pre-analytical steps (fixation, slide preparation,
TMA...) to most advanced analyses (hisfological /cytological char
acterisations, ImmunoHisto/CytoChemistry, FISH...) in collaboration
with Pathologists or Cytogeneticians from IGR. In 2010 the HCP
Unit participated in many clinical trials as well as several projects
aimed at fissue biomarker analysis (e.g. MET amplification) and
preanalytical and analytical steps for several biomarkers. The unit
was also involved in a biomarker analysis project (e.g MET ampli-
fication) in several tumour types.

The Biology of Circulating Cells Unit (BCC) developed specific
measurement methods for Circulating Tumour Cells and Circulating
Endothelial Cells/Progenitors. It participated in the evaluation of
profotypes through several collaborations; and many clinical frials
analysing CEC/CEP or CTC. Moreover, the BCC unit co-ordinates
with the other units, a LRT transversal project concerning the molecu-
lar characterisation of CTC linked fo various clinical questions.

Person in charge Dr. ludovic Lacroix
Persons in charge of the Units Dr. Jacques Bosg —
Dr. Francoise Farace — Dr. ludovic Lacroix — Dr. Philippe Vielh
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L'Institut de recherche intégrée
en canceérologie de Villejuif

(IRCIV)

The Institut de Recherche Intégrée en Cancérologie a Villejuif (the Integrated Research Cancer
Institute in Villejuif, IRCIV) is a federating research institute uniting Université Paris-Sud 11,
the French National Health and Medical Research Institute (INSERM), the French National Scientific

Research Centre (CNRS) and Institut de Cancérologie Gustave Roussy.

irected by Professor Eric
Solary, IRCIV is composed
of 24 teams in 13 consfituent
units and 3 affiliated research
feams. At the cutting edge of oncological
research, these teams explore the mecha-
nisms of the onset of malignant infections,
the factors that predispose people to these
infections and the role played by immunity
and inflammation in their development.
The teams look for therapeutic targets and
markers likely to help in screening or freat-
ment by developing, among other things,
new fechnological imaging approaches.
Working for IGR’s overall strategy, the
teams take part in the transfer of research
activities towards clinical applications.

Examples of scientific
progress

Haematology

After identifying mutations of the TET2 gene
in the tumour cells of 15% of patients with
myeloid haematology, UMR 1009 under-
took the functional study of TET2 anomalies
and confinued studying the consequences
of JAK2 mutations in preclinical models.
Using preclinical models, UMR 985 suc-
ceeded in showing that certain proteins
(SFR and MRTF) control the motility, the
number and evolution of haematopoietic
stem cells and can be disturbed in malig-
nant human haemopathies.

Immunology

UMR 753 showed the role of hypoxic
stress in altering the lymphocytic effector
function and in acquiring resistance to
apoptosis.

UMR 848 discovered that a mutation in the
coding gene for a receptor of the innate
immune system (TLR4, toll-like receptor-4)
exercises a strong influence on the immu-
nogenic response of human colorectal
cancers fo chemotherapy with oxaliplatin.
UMR 1015 found the role of gramma/delta
lymphocytes (producing the Intereukin-17s,
immune system messengers) in the immuno-
genicity of apoptosis.

Biomarkers

UMR 981 identified 5 new molecular
anomalies involved in the onset of breast
cancer and is presently developing 3 new
freatments specifically targeting these
anomdlies.

Oncogenesis

UMR 8126 highlighted the role of the
nuclear architecture and its changes in the
oncogenesis of mantle cell and Burkitt's
lymphomas and the disruptive role played
by the Epstein-Barr virus in this nuclear
architecture.

Technology

UMR 8126 also developed a new tech-
nique for determining protein/protein and
proteins/nucleic acid interactions in order
to study the state of surface proteins in vivo.
It also found new applications for the tech-
nique of analysing protein/profein inferac-
tions by “proximity biotinylation”.

DNA repair

One of the UMR 8200 teams, which
focuses on efforts to characterise the XP
disorder, a genetic disease of hypersensitiv-
ity fo the sun related to cancer incidence
2,000-old higher than in the general pop-
ulation, discovered a characteristic muta-
tion in North African patients.

Another UMR 8200 team working on a
specific type of the XP disorder, the XP
Variant (XPV), demonstrated that the ATR/
CHK1 pathway was crucial for stabilising
the replication forks blocked by UV lesions
in XPV patients in the absence of the spe-
cialised polymerase efa.

> IMPORTANT MOMENTS

January 1st, 2010: Creation of the
"Predlictive Biomarkers and new
molecular strategies in cancer
therapy” research unit ([UMR 981)
headed by Fabrice André.

Spring, 2010: The units “Signalling,
Rho GTPases and tumour
progression” (UMR 749) directed by
Jacques Bertoglio,

and "Tumour genetics" (UMR 985),
directed by Olivier Bernard, move
into IGR premises.

November 2010: A 4-year
extension of the IRCIV agreement
signed by its partners.
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Epidemiology

Thanks to information derived from its
100,000-woman cohort (E3N), team 9 of
UMR 1018 was able to answer a certain
number of questions, in particular about the

factors linked to the risk of breast cancer
such as hormonal treatments, food typolo-
gies, the characteristics of the metabolic
syndrome, serum concentrations of fatty
acids and vitamin D.

SN RESEARCH AT IGRIN 2070

Team 3 of UMR 1018 completed a wide-
ranging case-confrol study on the environ-
mental and genetic risk factors for thyroid
cancer in eastern France. It is presently
being analysed.

IRCIV Board of Directors

Ex-officio Members

IRCIV DIRECTOR Eric Solary

UNIT DIRECTORS Fabrice André - U 981 Patricia Kannouche - UMR 8200
Olivier Bernard — U 985 Guido Kroemer — U 848
Jacques Bertoglio — U 749 Lluis Mir—UMR 8203
Jean Bourhis — UPRES EA 2710 Joélle Wiels — UMR 8126
Salem Chouaib-U 753 Laurence Zitvogel —U 1015
Thierry Heidmann — UMR 8122

Elected Members Substitutes

BOARD RESEARCHERS Anne Chaucheron —U 981 Sophie Gad-Lapiteau — UMR 8200
Najet Debili—U 790

BOARD CLINICIANS Brigitte Bressac de Pailleret — UMR 8200 Vincent Ribrag - U 1009
Eric Deutsch - UPRES EA 2710

BOARD ADMINISTRATIVE Jean-Rémi Bertrand — UMR 8203

ENGINEERING TECHNICIAN

PLATFORMS BOARD Patrick Gonin — SCEA

DOCTORAL CANDIDATES BOARD Clément Barjon — UMR 8126 Agathe Bacquin — UMR 8200

POST-DOCTORAL BOARD Frédéric Pouzoulet — UPRES EA 2710

Guest Members Belonging to an External Team

Francoise Clavel-Chapelon — UMR 1018 team 3 — Hopital Paul Brousse
Florent de Vathaire — UMR 1018 team 9 — Hopital Paul Brousse
Nathalie Lassau — team from UMR 8081 — UPS Orsay

Standing Guests

Alexander Eggermont - IGR Director General

Charles Guépratte — IGR Deputy Director General

Gilles Vassal - Director of Clinical and Translational Research

Gilbert Lenoir — “Cancer Campus” representative

Isabelle Pelletier-Bressac — IGR&D Director

Martine Barray, Pierre Beuchet, Anne-Marie Cutino, Viviane Menguy — SCGR
Agnés Rabeux - IFR Co-ordinator

David Boucard — Representative

Virginie Joulin — Representative

Christine Scamps — Hygiene and Security
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Certified Research Units

Vectorology and Anticancer Therapies

Research report for 2010

On January Tst, 2010, the unit became the laboratory of
Vectorology and Anficancer Therapies, UMR 8203 (CNRS -
Université Paris-Sud 11 = IGR), directed by Lluis Mr Mir, DRT CNRS.
This new unit aims to explore new anticancer therapeutics and
fargets. Distinct therapeutic approaches are focusing on either the
viral (Karim Benihoud), chemical {Angelo Paci — Claude Malvy)
or physical (Lluis Mr Mir) delivery of nuclear acids or anticancer
agents. New potential therapeutic targets have been identified
and validated preclinically in paediatric neuronal tumours (Birgit
Geoerger, Gilles Vassal, former Unit UPRES EA3535) or tumours
with junction oncogenes, such as Ewing sarcoma and thyroid can-
cers (Liliane Massade). The viral vectorology group elaborated
adenoviruses with modified capsids for anfitumour strategies
based on anfiangiogenesis approaches. The nonviral vectorology
groups develop physical methods for the delivery of nucleic acids
and anticancer drugs (like the use of electric pulses of 100 micro-
seconds duration: electrochemotherapy, electrotransfer of plasmids)
or innovative chemical methods (for example, the squalenisation
of oligonucleotides, siRNA or busulphan).

Perspectives
Significant interactions were developed in 2010 between the
groups that have formed this unit. Besides the previous programs,

opportunities exist for the use of ultrashort electrical pulses (lasting
a few nanoseconds| for the imaging of cells in three nanoseconds
and the generation of Raman spectra of cells exposed to physical
disturbances, the use of nanodiamonds as agents for the targeting
of siRNAs, the squalenisation of new molecules (ifosfamide), and
for the understanding of the underlying molecular mechanisms. The
viral vectorology group will continue fo develop approaches for
improved metfabolic radiotherapy with iodine-131 and vaccination,
and will assess the antitumour efficacy of oncolytic adenovirus-
chemotherapy combinations. The development of new treatments
of paediatric neuronal tumours will be continued.

Director Dr. Lluis Mr Mir
Research groups L.Mr Mir — K. Benihoud
C. Malvy/A. Paci - L. Massade — B. Geoerger

Endogenous Retroviruses and Retroid
Elements of Higher Eukaryotes

Research theme

Our laboratory is pri-
marily inferested in the
study of both infectious
and endogenous refro-
viruses in humans. VWe
have identified a highly
conserved domain
within the envelope pro-
feins of these elements,
which are endowed with immunosuppressive properties and play
a critical role in (i) enabling refroviruses to invade their host, [ii)
allowing cancer cells to escape antitumour immune responses, iii)
contributing fo the formation of the maternofetal barrier within the
placenta of mammals. This research project, encompassing the
fields of virology, oncology, immunology and development, offers
insights info novel vaccine and therapeutic approaches that take
info account the properties of newly characterised profein domains.

Research report for 2010

The year 2010 was marked by the characterisation of the immuno-
suppressive domain harboured by animal oncogenic retroviruses
(e.g. murine MLV, feline FelV) and of human (e.g. HTLV) origin, and

the discovery of specific mutations leading fo a marked increase
in the immunogenicity of viral antigens [Schlecht-louf ef al., PNAS
2010), thus allowing the design of novel vaccine approaches (gen-
eration of an “optimised” veterinary vaccine against FelV, through
collaboration). The envelope profeins encoded by endogenous
retroviruses involved in placentation (Dupressoir ef al., PNAS 2009)
were characterised further, with the generation of mice knocked-in
specifically for the immunosuppressive activity of these proteins.

Perspectives

e Characterisation of the mechanisms of immunosuppression medi-
afed by infectious and endogenous retroviruses of human origin at
both the cellular and molecular levels

* Impact of the immunosuppressive function on (i) viremia of human
pathogenic refroviruses (HTLV, HIV), (i) cancer progression and
tumour immune escape (melanoma, prostate and breast cancer
models; role of the human endogenous retrovirus HERV-K), [iii) pla-
cenfation and maternofetal tolerance under normal and pathologi-
cal conditions (e.g. preeclampsia, infrauterine growth refardation,
hydatidiform moles and choriocarcinomas)

* Design of therapeutic and vaccine approaches targeting the
immunosuppressive domains {recombinant antibodies, vaccines|

Director Thierry Heidmann, DR1 CNRS
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Signal Transduction, Nucleus
and Innovations in Oncology

Activities in 2010

In 2010, Pierre Busson and his team explored further tumour
exosome confent and functions in two different types of tumours
[nasopharyngeal carcinomas and ovarian carcinomas). Proteomic
analysis of various fumour exosomes has revealed nuclear profeins
involved in DNA repair. The next aim is fo investigate the link
between the malignant phenotype and the exira-cellular release
of these proteins. Jean Bénard and his team have analysed micro-
RNAs in more than 200 neuroblastoma samples and delineated
microRNA alterations predictive of the risk of disease relapse.
These results should help to refine the prognostic classification of
neuroblastomas. Joélle Wiels" group has continued ifs studies on
apoptosis of B cell lymphoma and on mechanisms of resistance
fo apoptosis exhibited by cells infected by the Epstein-Barr virus.
Strategies are being developed to overcome this resistance. In
mantle cell lymphoma, the group led by Yegor Vassetzky made
use of the 3D FISH technique to demonstrate a drastic change
in intranuclear localisation of the cyclin D1 gene following the
specific {11;14] translocation. Similar studies are ongoing for other
lymphomas. Vasily Ogryzko and collaborators have developed a
new proteomics approach fermed “proteome footprinting”, and set
up several applications of Proximity-Utilizing Biotinylation. Using
proteomic techniques Svetlana Dokudovskaya, an expert in the
analysis of molecular complexes who joined our unit in March
2010, will work on the identification of molecular mechanisms of @
novel tumour suppressor, NPRL2. Eric Le Cam and his team, in col-
laboration with Xavier Veaute (CEA), have shown the specific role
of the Srs2 helicase 2B subdomain in the control of homologous
recombination. The involvement of the different helicase domains
in genome maintenance will be further analysed.

Directors Joglle Wiels and Marc Lipinski

Teams Pierre Busson — Jean Bénard — Marc Lipinski

Sveflana Dokudovskaya — Vasily Ogryzko — Yegor Vassefzky
Joglle Wiels — Eric le Cam
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Genetic Stability
and Oncogenesis

Main objectives

The main objectives of the unit are to identify the molecular
responses and cellular consequences of exposure fo genofoxic
agenfs. Mutations in profeins involved in DNA repair often lead to
genomic instability, @ major component of the tumour process, and
are responsible for rare genetic predisposition to cancer.

Research report for 2010

F. Rosselli's team, which is working on understanding the biological
mechanisms affected in Fanconi anemia, showed the involvement
of FANIC proteins in controlling the activity of the CHK1 protein
that regulates progression in the cell cycle and in the recombination
process during viral replication. A. Sarasin’s group focuses on the
characterisation of the XP syndrome, a genetic disorder associated
with a high predisposition to sunlight-induced skin cancer (2,000-
fold higher than in the general population] and has revealed a
mutation characterisfic of patients from North Africa. P. Kannouche,
who is working on a particular type of XP, the XP variant (XPV),
showed that the ATR/CHK1 pathway is crucial in the stabilisation
of replication forks blocked by UV damage in XPV patients in
the absence of the specialised polymerase efa. Mr Saparbaev’s
feam, which is studying alternative pathways involved in the repair
of oxydized bases, has characterised the mechanism of nucle-
ofide incision by human and E. coli AP endonucleases. Finally, C.
Dupuy's feam which is working on the impact of reactive oxygen
species on thyroid carcinogenesis, showed that NADPH oxidase 4,
an H202 generating sysfem is a critical mediator in the response
to DNA damage induced by HRASV12 which is expressed in fol-
licular thyroid cancer.

Director Patricia Kannouche
Teams F. Rosselli — C. Dupuy — Mr Saparbaev
S. Aoufouchi — P. Kannouche
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Certified Research Units

Human Tumour Immunology:
Cytotoxic Effector-tumour
System Interactions

The unit project was focused on three areas of research with the
primary objective of incorporating tumour biclogy info innovative
immunotherapy approaches. A new team specialised in the genet-
ics of renal cancer (RCC) and headed by Prof. Stéphane RICHARD,
joined the Unit in January 2010.

Major achievements in 2010

Tumour antigens and T-cell reactivity: We have demonstrated that
the o (CD103)B, integrin plays a unique role in T-cell adhesion to
epithelial target cells and that it provides a costimulatory signal
for tumour-specific CTL activation. It is induced on the surface of
tumourinfilirating T lymphocytes upon TCR engagement and TGFB]
secrefion within the tumour microenvironment. VWe have also dem-
onstrated in a murine cancer model that the TCR inhibitory molecule
CD5 plays a maijor role in the regulation of antitumour CD8* T-cell
immunity.

Tumour cell lysis and the influence of the tumour microenviron-
ment: regulation and resistance: We were particularly interested
in investigating the regulation of the cytotoxic response by the
tumour microenvironment with particular emphasis on the influence
of hypoxic stress and the endothelial system.

We have shown that hypoxia stress negatively impacts the anti-
fumour response by affecting effector T cell function and contributing
to the acquisition of tumour resistance to CTl-mediated cell death.

The role of Fasl in shaping the tumour
microenvironment was also investigated.
Translational research: Anti-leukemic
potential of allogeneic NK cells for the
freatment of leukemias.

Biology and genetics of renal cancer:
1) We have identified a large number
of novel FH germline mutations in

patients with hereditary leiomyomato-

sis, a disease associated with a risk of

very aggressive renal cancer and dem-

onstrated that RCC can be the only

manifestation; 2) we have also functionally characterised novel VHL
and PHD2 mutations; 3] our team is associated with the identifica-
fion of a new major gene involved in sporadic clearcell RCC.

Recognition of an A
endothelial cell by a tumour-
specific cytotoxic clone.

Perspectives

Besides the development of innovative vaccine approaches
acquired through basic findings, we will focus on the elucidation
of the dialogue between cytotoxic effectors and stromal tumours
[RCC and melanoma) as well as the in vivo targeting of stress
associated pathways. Team 3 will focus on the molecular signa-
ture of hereditary and sporadic renal cancer, including the search
for predictive biomarkers, and the functional characterization of
mutants of the HIF pathway.

Director Dr. Salem Chouaib

UMR 1009

Normal and Pathological
Haematopoiesis

The Université Paris-Sud 11/Inserm unit 1009 “Normal and patho-
logical haematopoiesis’, directed by Eric Solary, was created in
January 2010 replacing the Université Paris-Sud 11/Inserm unit 790
"Normal and leukaemic haematopoietic stem cells”, headed by
William Vainchenker.

Research report for 2010

After having identified mutations in the TET2 gene in tumour cells of
15% of patients with a myeloid malignant disease and a germinal
mutation in the CSFR3 gene involved in a familial chronic neutrophilia
in 2009, the team has initiated functional studies of TET2 protein
and the consequences of ifs deregulation, together with Olivier
Bemard's team in UMR 895. Work published in 2010 deals with
senescence and normal megakaryocytic differentiation, the function
of Aurora B in in the differentiation of this cell line, the role of TGFb
in the homing of hematopoiefic stem cells and the consequences
of JAK2 mutations explored in a murine model. The teams also
explore the myeloproliferative and myeloproliferative/myelodysplastic
diseases at the cellular and molecular level, and the generation
of normal, e.g. from ES cells, and pathological monocytes.

Perspectives

In 2011, the three teams will further explore various aspects of
normal myeloid cell differentiation, including megakaryocytes and
platelets, erythroid cells and monocytes, and their deregulation in
acute and chronic haematological diseases, with a special inter-
est in the role of genes whose germinal or somatic mutation was
identified in normal haematopoiesis.

Director Prof. Eric Solary
Teams Dr. Fawzia Llouache — Dr. William Vainchenker
Prof. Eric Solary
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Genetics of Tumours

Research report for 2010

The team is continuing the functional characterisation of different
molecular abnormalities identified in human malignancies. We
are studying the activity of the SRF and MRTF proteins which are
essential for the interaction between hematopoietic stem cells and
their direct microenvironment (marrow stromal). As shown by our
analysis of condifonal mouse models, these genes control mofility,
the number and fafe of these stem cells and may be deregulated
in human malignancies. Acute myeloid leukemia with megakary-
oblasts [M7) is a heferogeneous subtype of acute leukemia whose
molecular bases are poorly understood. We are continuing our
characterisation of M7 by comparing a mouse model of oncogene
expression OTT-MAL fusion specifically found in M7 with data

obtained in humans. This year,
we have developed several
xenograft models of human
M7 cells in immunodeficient
mice.

Perspectives

This allows us: 1- to search for
OTT-MAL targets, 2- to identify
new genetic defects, 3-fo test

new therapeutic approaches
for M7 through collaboration.

Megacaryocyte attached A
to a fibronectin matrix.

Director Olivier Bernard

Apoptosis, Cancer and Immunity

Research report for 2010

Our Unit has progressed in several areas:

Autophagy and cell death: In accord with the hypothesis that
autophagy is rarely (or perhaps never) responsible for cell death,
we observed that the pharmacological stimulation of autophagy
augments the longevity of several model organisms and human
cells in vitro. We discovered that resveratrol or the genetic activa-
tion of sirtuin 1 increase longevity and protect human cells against
stress via the induction of autophagy. We also found that the IKK
complex [which is required for the activation of NF-kappaB) is
necessary for the stimulation of autophagy both in vitro and in vivo.
New functions of p53 and Mos in depolyploidization. Tetraploid
cells can be metastable precursors of cancer cells. We discov-
ered that tetraploid cells can reduce their chromosome content
by multipolar divsions that give rise to pseudo-diploid daughter
cells. We found that the process of depolyploidization functions
like o genetic lottery leading to the nearfo-random distribution of
chromosomes. This lottery is under the control of two important

IGR IN 2010

genes, the fumor suppressor gene p53 (depolyploidization requires
the inactivation/delefion of p53) and the oncogene Mos (depoly-
ploidization requires the aberrant expression of Mos). We found
that Mos, a gene that is normally only expressed during meiosis,
is expressed by genefically unstable p53-negative tetraploids and
that ifs presence can inhibit the chromosome coalescence that is
required for the bipolar division of tetraploid cells. To facilitate the
study of mitotic catastrophe that offen results from the asymmetric
division of tefraploids, we developed a semi-automatic videomicro-
scopic system that defects aberrant mitoses.

Immunogenic apoptosis. VWe propagate the hypothesis that anti-
cancer chemotherapy only leads fo long-term success if it induces
an immune response against dying tumour cells. We found a
polymorphism in the gene coding for TIR4 (TolHike receptor4), a
receptor of the innate immune system that has a strong influence
on the response of human colorectal cancer to oxaliplatin-based
chemotherapy. We deciphered the mechanisms responsible for
the exposure of calreticulin on the surface of dying tumour cells,
knowing that calreficulin exposure is one of the signs of immunoge-
nic cell death. We developed a semi-automatic videomicroscopic
assay to quantify the exposure of calreticulin on the cell surface,
and we have used this system to screen chemical libraries and to
identify agenfs that induce calreficulin exposure in the presence of
cisplatin (which in contrast to oxaliplatin induces non-immunogenic
cell death). This procedure led to the identification of thapsigargin
[an inhibifor of the SERCA pump of the endoplasmic reticulum) as
an agent that induces the immunogenicity of dying cancer cells.

Perspectives
These results will contribute fo personalised cancer therapy.

Director Dr. Guido Kroemer
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Tumour Immunology
& Immunotherapy

Research report for 2010

The unit UTO15 INSERM embarked on the study of the biology
of dendrific cells [DC) and the effectors of antitumour immunity to
design innovating vaccines. The description of the immunogenicity
of DC exosomes led us to launch a Phase Il clinical frial in inoper-
able non small cell lung cancer. The discovery of the immunogenic-
ity of cell death generated by some chemotherapies or tyrosine
kinase inhibitors made it possible to describe new predictors of
response fo conventional antitumour therapies and to find compen-
satory therapies fo improve the response rate. Thus, the description
of the role of TIR4, P2RX7/NLRP3 and of 1117 producing v T cells
and IFNy producing af T cells in response fo anthracyclines and
oxaliplatin could modify the treatment of patients carrying breast
or colon cancer respectively. The impact of NK lymphocytes in the
course of Clivec-reated gasfro-intestinal sarcomas (GIST) is pivotal
and allowed us to describe a new prognostic factor, the isoforms
of the receptor NKp30 [published in Nat. Med.). These insights
will be implemented in the clinical management of GIST at IGR.

El=
e

g

Person in charge Prof. laurence Zitvogel

Certified Research Units

Intracellular Signalling,
Rho GTPases and Tumour
Progression

Research theme

During the development of the embryo, a number of cells undergo
morphological changes known as epithelial-mesenchymal transition
[EMT), a process whereby they lose their adhesion and acquire
migratory properties fo colonise distant areas of the embryo. Similar
changes occur during tumour progression and underlie the forma-
fion and disseminafion of mefastases.

Mefastasis also involves increased resistance to cell death induced
by acfivation of death receptors or by loss of adhesion.

Tumour aggressiveness and metastases are caused by deregulation
of the signalling machinery that controls the survival and the divi-
sion of normal cells. We have been studying the expression and
activity of several oncogenes and tumour/metasfasis suppressor
genes. Our programs are analysing how these genes are involved
in colon cancer progression.

Amongst the genes we are sfudying, GTP-binding proteins of the
Rho family have been identified as essential regulators of the actin
cytoskeleton, which controls cell morphology and mofility. Rho
GTPases mediate these functions through a large array of effector
proteins, and are themselves regulated by GDP/GTP exchange
factors (GEF) and GTPase inactivating proteins (GAP). Our research
here aims at understanding the role of Rho GTPase signalling path-
ways in oncogenesis and cell migration.

Director Dr. Jacques Bertoglio, Research Director INSERM
Teams Jacques Bertoglio, DR1 INSERM — Josiane Pierre,
DR2 INSERM — Joél Raingeaud, CRT CNRS — Martine
Pomerance CR1 INSERM — Muriel David, Junior INSERM

— Sophie Cotteret, Post-doc ARC — Aurélie Cadet,

M2 student — Rama Ibrahim, PhD student — Catherine Crouin,
|[E INSERM — Martine Letourneur, Al INSERM

Kadhie Kouyate, AJT INSERM
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Predictive Biomarkers and New
Therapeutic Targets in Oncology

Research theme

The goal of the unit is fo identify and to validate predicfors for can-
cer oufcome, including the prognosis and treatment. This includes
the discovery of new therapeutic fargefs, mechanisms of resistance
to conventional treatments and the development of new technolo-
gies fo monitor treatment response. The projects focus on lung,
prostate, gastrointestinal and breast cancers.

Perspectives

The unit was created in 2010. One of its mid-ferm goals is to
launch biology-driven frials and to develop personalised medicine
in oncology. Moreover, our CANTO project for the establishment
of a cohort dedicated to the study of the chronic foxicities of cancer
freatment in patients with localised breast cancer was selected
through the call for proposals “Cohorts” of the program “Investments
for the Future”.

Director Dr. Fabrice André

Teams Jean-Charles Soria (professor) — Jean-Charles
Ahomadegbe (MCU) — Anne Chauchereau (INSERM
researcher) — Valérie Boige (clinician, Gl cancers)
Ken Olaussen (PhD) — Stephan Vagner (INSERM)
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Molecular
Radiotherapy

———

Research theme

Radiotherapy is the second most important freatment modality affer
surgery in the freatment of cancer, and sixty fo seventy percent of
cancer patients are treated with radiation therapy in France. One
great challenge of modern radiation therapy is the development
of individualised treatment regimes by increasing the folerance of
normal tissues and the enhancement of tumour local control. In this
context, our franslational research unit aims at developing new-
targeted therapies in combination with radiotherapy and our previ-
ous research has provided the rationale for several clinical trials
conducted now at IGR (PHRC 2006,/2009/2010).

Research report for 2010

We previously explored the molecular mechanisms involved in nor
mal tissue response to radiotherapy and were the first to show the
activation of the Rho/ROCK/CTGF signalling cascade in radiation
induced fibrosis. Interestingly, this pathway can be targeted with
a drug called pravastatin that prevents and reverses experimen-
tal radiation fibrosis (currently assessed in a clinical frial). More
recently, we explored further the complex scarring aspects of tissue
response fo ionising radiation and postulated that radiation-induced
stromal activation, desmoplastic reactions surrounding tumours and
even metastatic dissemination might depend upon this common
scarhealing signal. In addition, the involvement of survival onco-
genic signals in the modulation of tumour radioresistance is being
explored and a new model of residual disease induced by radio-
therapy is being developed in order to study radiation resistance
of cancer stem cells.

Director Prof. Jean Bourhis
Teams Dr. Marie Catherine Vozenin — Prof. Eric Deutsch
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UMR 1018

Certified Research Units

_ Centre for Research in Epidemiology and Population Health

TEAM 3 Epidemiology of Cancer :
Radiocarcinogenesis & Iatrogenic
Effects of Anticancer Treatments

Research report for 2010

In 2010, we completed dispatching the 1st questionnaire of the
Euro2K cohort, which includes 4,500 children cured for at least
3 years of a cancer freated before 1986 and followed up for
approximately 30 years. We began the study of the risk factors
for secondary cancers, and cardiac and cerebrovascular dis-
eases occurring a very long time after treatment. These 3 types
of diseases alone explain more than 90% of the very high excess
mortality observed among survivors of a childhood cancer. One
of our most important results is the characterisation of the role of
radiotherapy and chemotherapy in the risk of developing differ-
enf cardiac diseases. Except for valvulopathies, which seem more
radiation-specific, the risk for cardiac diseases are the amount of
radiafion received by the heart, anthracyclines, and to a lesser
extent, alkylating agents. We also established a link between the
amount of radiation received by the brain during radiotherapy and
the risk of cerebrovascular disease. Chemotherapy does not have
a clear role in the occurrence of these diseases.

TEAM 9 Nutrition, Hormones
and Women'’s Health

Research theme

Cancer epidemiology. Our research group studies cancer risk fac-
fors, in parficular dietary and hormonal factors, using data from the
E3N cohort, which included 100,000 female volunteers, aged 40
fo 65 years in 1990, and followed up through nine questionnaires
on lifestyle (diet, anthropometric characteristics, physical activity,
alcohol, smoking, use of hormonal treatments, efc.) and health sto-
tus. All cancers reported since baseline are histologically confirmed
and annotated.

Between 1994 and 1998, around 25,000 women in the cohort
gave a blood sample, allowing a biorepository of blood fractions
[serum, plasma, DNA, erythrocytes) to be set up. In addition, in
20102011, over 50,000 women gave a saliva sample, resulting in
around 75,000 women for whom DNA exiraction will be possible.

In 2010, we also complefed a wide case/witess study on the
environmental and genetic risk factors for thyroid cancer in Eastern
France, whose analysis is ongoing.

Person in charge Florent de Vathaire — DR1 INSERM
Teams Carole Rubino — Ibrahima Diallo — Nadia Haddy
— Chiraz El-fayech — Angela Jackson — Stéphane Maillard
Enora Cléro

Research report for 2010

With this large and detailed database, our team has been able to
answer various scientific questions, mostly, on risk factors for major
diseases in 2010. For instance, in relation with breast cancer, we
studied the use of hormonal treatments, dietary patterns, character-
isfics of metabolic syndrome, serum fatty acid concentrations, and
serum vitamin D concentrations. In relation with thyroid cancer, we
analysed the anthropometric characterisfics; with skin melanoma,
we analysed the history of endometriosis and hormonal factors;
with colorectal adenomas, we analysed weight gain.

We have published around 300 peerreviewed articles relying
on data from the E3N and/or the EPIC (European Prospective
Investigation into Cancer and Nutrifion] cohorts ([E3N is the French

part of EPIC).

Perspectives

We will follow-up the analyses of the E3N cohort, notably by
i) studying relationships between dietary habits, anthropometric
characteristics, physical activity, and other cancer sites, ii) studying
factors related to cancer recurrence and survival, iii) sefting up a
tumour bank of cancers diagnosed among E3N parficipants.

In addition, our project of a new cohort, named "E4N" (for
Epidemiology 4 kNowledge) was selected for an “investment for
the Future” grant from the French Ministry for Research.

Head Francoise Clavel-Chapelon, DR1 INSERM
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Certified Research Units

Projet COMPAQ-HPST

Coordination for Performance Measurement
and Quality Assurance (Hospitals, Patient,
Safety, Territory)

Research theme

Research project aimed af developing quality indicators in health
care and analysing the effective use of these indicators (Quality
improvement in Health Care Organisations, Public Disclosure,
Payment according fo Performance.

Research report for 2010

e Transfer for national diffusion to Ministry of Health and High
Authority for Health of validated Quality indicators (as a result,
27 indicators developed by Compag-Hpst have been diffused
nationally|

e Pursue the development of validated quality indicators on the
following themes: psychiatry, emergencies, breast cancer, post-
parfum haemorrhage, screening for alcohol-dependent patients,
haemodialysis, stroke, diabetes, heart attack

* Two reports: a report on patient experience, and a report on
composite scores

e Administration of a
questionnaire of key fac-
tors on health improve-
ment based on Quality
measurement

Perspectives

The current issues are:

* To develop Hospital indicators identified as priorities by health
insfitutions

* To develop managed care and outcome indicators

* To continue research, particularly into the use of indicators inside
the establishment and the possibilities of developing composite
scores

In addifion, an ANR project aimed at analysing new effective ways
fo use Quality indicators will begin in 2011 with the participation
of 4 research teams (Essec, Cnam, Montréal and Cermes). Etienne
Minvielle will co-ordinate this project.

Director Dr. Efienne Minvielle (CNRS Economics/
Management/gestion)

Medical Magnetic Resonance and Multimodality Imaging (IR4M)
UMR 8081

TEAM 5 Multimodality Imaging
in Oncology

=

Research focus

e To develop multimodality imaging tools with a strong link with
engineering

* To develop knowledge and the tools to characterise the fumour
microenvironment by integrating biology and imaging

The obijective of this sfrategy is the fransfer results info clinical appli-
cations in oncology.

Research report for 2010

¢ Reinforcement of some areas of expertise (image processing,
modelling, phofonic imaging, computer science) through recruitment
or partnerships. Creation of a research inferface with hisfocyto-
pathology

¢ Three imaging platforms are operational: Cellular imaging
and cytometry — IGR (Corinne Laplace-Builhé), Image processing
and modelling (Jérémy Coulot], Ulirasonography for small animals
(Ingrid leguerney)

56 IGRIN 2010

* Enhanced value

— Patent registered with an exclusive license for Toshiba: “Method
and system for quantification of fumour vascularisation”

— Diffusion of the methods developed in the laboratory and nation-
wide evaluation within the STIC “Innovation in cancer imaging”
framework. 539 patients included in 19 cenfres with 2 000
DCE-US and 1 200 CT-scans stored in a unique database located
at ICGR

e Partnerships

— Academic: The EPITA Research and Development Laboratory,
INRIA — modelling and simulation for biology and medicine team
[D. Drasdo, 1. Vignon-Clément)

- National companies: TRIBVN (Transmatch project) and
Maunakea tech (MEC-ORL project)

— International companies: Toshiba Japan, Bracco, Philips USA,
Hoffman-Laroche, Astra-Zeneca, VisualSonics

Perspectives

2011: integration in the IRCIV of the entire IRAM including 5 teams
"Medical Magnetic Resonance and MultiModality Imaging” (UMR
8081), Director: Luc Darrasse, Co-Director: Nathalie Lassau.

2 locations: IGR and ORSAY University

5 MRI: from 0.1 Tesla to 9.4 Tesla

Director Dr. Luc Darrasse Joint-Director Dr. Nathalie Lassau
Team Dr. Nathalie Lassau
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for Enhancing Oncology

Founded on August 1st, 2000, IGR&D is a limited liability company with a capital of €200,200.
The main stakeholder is IGR at 98.8%. It is chaired by Prof. Alexander Eggermont, IGR’s Director

General.

IGR&D is dedicated fo transferring innova-
tive oncology technologies with a brief to
acquire all infellectual property or industrial
elements relating to it and transfer all tech-
nology, expertise and/or skills emerging
from research laboratories and hospital
departments fo the regional, national or
international industrial ecosystem for the
ultimate benefit of patients via transfer con-
fracts, licenses, partnerships or company
creatfion. IGR&D thus favours industrial
partnerships as being the active interface
between researchers, especially inventive
or highly skilled physicians and drug or
biomedical companies. This activity gener-
afes financial return for research and care-
giving teams, thus enabling the funding of
new programmes.

Research enhanced value

Enhancing the value of research is a gen-
eral term that includes not only the transfer
of technology, know-how and research lab-
orafory skills but, more broadly, all activi-

fies that link laboratories to the economic
and social spheres. Enhancing the value
of research is done in the following ways:
* Publication of findings

* Training and feaching

* Researcher mobility

* Partnerships (contracts) with public or
private entifies

* Marketing research findings, e.g. pafents
profecting infellectual property, fo existing
companies or startups

* Company creation

A multidisciplinary team focusing
on industrial and scientific skills
IGR&D relies on a multidisciplinary team
of 6 collaborators, specialists in oncol-
ogy, with experience in both the indus-
trial world and academic research. Their
being located on IGR's campus amidst the
research facilities [PR2) is a real advantage
and enables special relations with the
venue's researchers and physicians.

IGR&:D, 10 Years of Added Value

IGR&D
[ Company creation

. Examples of licensing contracts

Creation of
Immutep SA

Creation of
Dosisoft SA

Licence for
the AG K6G1
Brahms line
2000 2001 2002

2003

Creation of
Propule SA
Creation of
Viroxis SA

Patent licence
TLR3 Innate
pharma

Creation of
Vaxon SA

Patent licence
jcak2 Ipsogen

IR

2004 2005 2006

CG117

Omnimune

2007

Highlights and outlooks

IGR&D celebrated its tenth anniversary on
September 13th, 2010. On the strength
of its experience IGR&D now manages
a portfolio of nearly 100 families of paf-
enfs, owns over ten active patent licensing
agreements and has mentored the founding
of six companies based on IGR innova-
tions.

IGR&D's aim is to become a unique front
office of proximity for all IGR staff, develop
services with other partners specialising in
oncology, continue its participation in com-
pany creation by collaborafing closely with
Cancer Campus and especially transferring
therapeutic and diagnostic innovations for
the benefit of its patients.

Option on
patent cidofovir E——
Keoort ; cor;]tract
Option on or enhancing
the patent DCE FNCLCC
US Toshiba

Patent licence

EXONHIT breast | Option on
cancer signature | patent TET2
Ipsogen

Patent Co-development
licence wit
Life Technologies

Finances

in the black

2008 2009 2010
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Clinical Research

The Clinical Research Department (DRC) was created on January 1st, 2011.
With Professor Gilles Vassal in charge, it implements IGR’s clinical research strategy
with the integration of care and research remaining one of the core values
in the Institute’s Corporate Strategic Plan.

he DRC does diognostic research,
therapeutic research, psychologi-
cal, sociological and health eco-
nomics research and all research
involving patients. The clinical research
strategy is deployed in the committees
and departments through four main pro-
grammes:
* Develop new anti-cancer agents and
their efficacy biomarkers by relying on effi-
cient upstream research
* Prove the concept of biology- and imag-
ing-driven treatments
* Assess innovation's psychosocial and
medical/economic impact and new patient
and family freatments
* Develop technological innovations to
improve locoregional freatments
The DRC relies on a clinical research steer
ing committee and implements the following:
© The Insfitute’s clinical research strategy
* The industrial policies and academic
partnerships likely fo reinforce it

The number of patients participating in biomedical research

A policy for improving quality and per-
formances

* Promoting scientific projects and the
Institution on a European level

© Links between clinical research teams
and the technical platforms structured
around the Research Department

<« In 2010 20%

of our patients
participated in
biomedical research.

DRC organisation

To attain these goals, the DRC relies on the
multidisciplinary committees and the clinical
and medical/technical depariments as well
as on its own sections:

© The promotion and partnership section,
which deals with submissions to the regu-
latory agencies, logistics, monitoring and
funding of the clinical trials promoted by

2,500

2,000

1,465
1,500

1,050

1,319

1,254

1,000

500

2002 2003 2004 2005
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patients treated patients
for a malignant included in
tumour in 2010  biomedical
research
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20%
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IGR, whether they be national, European
or infernational.

© The biostatistics and epidemiological
section devotes part of its activities to desi-
gning frial methodology—data manage-
ment, their analysis and publication of their
findings, especially for all frials promoted
by IGR — and developing methodological
and statisfics research in genomics in the
early frials and metaanalyses.

* The clinical research operations sec-
tion (SORC), created on March 1st, 2011,
supervises the operational definition of all
trials, whether institutional or industrial.

* The European and international affairs
section manages IGR team participation in
European-wide research projects.

* The human and social sciences research
unit develops research projects on the
social aspects of cancer.

The two priority projects in 2011
Implement the pangenomic tumour molec-
ular portraits to guide the therapeutic
choice. This means implementing a fluid
organisation at the core of the hospital in a
research and assessment area that enables
it to suggest orientations for the proposed
therapy (in case of failure of standard treat-
ment) via the anomalies that characterise
their tumour. The goal is fo make a molecu-
lar portrait for a therapeutic decision in less
than 3 weeks. It also means creating a
clinical and bioclogical database of nearly
2,000 patients in three years that will be
treated at IGR by new anficancer agents
presently under development.

Improve the quality and performances of
clinical research by focusing research on
innovative and strategic trials, improving
the mafch between resources and projects
and by implementing a training programme.
The information system required for this guid-
ance fo be effective will be developed.

The economic assessment of
health strategies takes into
account the double dimension
of costs and health benefits.

When innovation translates into

a better survival rate, society
is ready to pay the additional
costs. It is up to us to provide
this information and spread
the innovation when the cost-
effectiveness is favourable. It is

what we did, for example, with

intraperitoneal chemotherapy.

Europe

IGR strengthened its European partnerships
by becoming a pariner in and co-founder
of two excellence networks as part of the
7th framework research programme of the
European Union. The EurocanPlatform is
a network of 28 European partners who
will create a translational and innovation
research platform for adult cancers. The
ENCCA (European Network for Cancer
Research in Children and Adolescents) is
a network of 34 institutes that will sructure
European paediatric oncology research for
the two coming decades.

Clinical trials at IGR

With impetus from the Clinical Research
Department, the annual number of patients
participating in biomedical research grew
in five years from 1,060 to 2,166, from
10 to 20% of the patients treated for a
malignant disease.

Julia Bonastre
Health Economist

This is a remarkable result, placing IGR
among the leaders in Europe. It is a fribute
to our teams’ motivation and their expo-
nenfial efforts fo contribute therapeutic and
diagnostic innovation fo patients by com-
bining freatment and research.

The trials, which increased from 195 1o
289, have become significantly heavier
and more complex with regulatory require-
menfs becoming stricter and hospital activ-
ity increasing in a major way. The situation
will grow in complexity as molecular diag-
nosis transforms common malignancies
[breast, pulmonary, colon cancers, efc.) info
numerous rare biology-defined diseases.
Which is why improving performances and
quality is at the core of reorganizing clini-
cal research operations now implemented

by the SORC.
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IGR-Promoted

Clinical Research

Since 2005 IGR has considerably strengthened and
expanded its capacity to encourage biomedical research
thanks to Carole Lafontaine, her team and all IGR
researchers with innovative projects.

Between 2005 and 2010, 55 IGR-
promoted frials were either completed or
are sfill being monitored. They recruited
6,947 patients, 2,668 of whom at IGR.
In 2010 49 active frials recruited
673 patients at IGR [or 31% of all patients
participating in research).

This research is underpinned by the meth-
odological and statistical expertise in the
Biostatistics & Epidemiology Unit (Ellen
Benhamou) and the Pharmacosurveillance
of Clinical Trials Unit {ISOQ001 approved),
the only certified unit in a French academic
insfitution.

Some of the following research has
changed medical practices and standard
freatments:

° The development of intra-peritoneal
hyperthermic chemotherapies (CHIP) by
Dominique Elias and his team, which has
fransformed the prognosis of patients with
perifoneal metastases (JCO 2009 and
2010).

 Chemotherapy with Busulfan/Melphalon,
designed by Olivier Harfmann at IGR in
the 1990s has been shown to be signifi-
cantly superior fo the American standard
(Carboplatin/Etoposide/Melphalan) for
children with high-risk neuroblastomas. The
findings of the European phase Il trial, in
which Dominique Valteau-Couanet is the

main co-invesfigator, were presented dur-
ing a plenary session at the ASCO 2011
Congress.

e Contrastenhanced Doppler ulirasound
which provides an early assessment of
response to antiangiogenic freatments, a
project led by Nathalie Lassau as part of
a STIC programme.

The trials are multicentric in over 80% of
the cases deploying in France and Europe.
IGR is in fact the co-ordinating promoter of
two European frials and in 2011 is prepar
ing fo co-ordinate the promotion of six new
infernational frials.

Rituximab: a phase Il frial of Rituximab in
childhood Burkitt lymphomas.

Firstmap: a randomised phase Il double-
blind frial assessing Sunitinib vs. placebo
for the treatment of advanced progressive
pheochromocytoma-paragangliomas.
Abiraterone: a randomised phase Il study
of an androgen inhibitor with or without
abiraterone in patients with mefastatic pros-
tate cancer.

Bingo Phase lll: extension in Phase IIl of
the randomised Phase Il frial comparing
the impact of Gemcitabine/Oxaliplatin
chemotherapy with or without Cefuximab
in patients with advanced cancer of the
bile ducts.

Why does IGR promote clinical research?
» 1o accelerate the clinical application of on-site discoveries in basic research
» fo be on the cutting edge of therapeutic and diagnostic innovation
» to address difficult situations, the orphan but strategic diseases
» fo improve overall and personalised patient care

What are the research fields promoted by IGR?

» biology and imaging-driven treatments

» therapeutic segments (rare cancers and situations)

» technological innovations

» qudlity of life and research in the human and social sciences

60 IGRIN 2010

A [GR is one of the leading academic promoters
of clinical research in France.

CUP: a randomised Phase lll trial on freat-
ing carcinomas of unknown primary with
Cisplatin/Gemcitabine chemotherapy or a
freatment based on the findings of a pang-
enomic molecular analysis.

O3K: a bioequivalence trial of an oral
liquid form of Cyclophosphamide for the
treatment of relapsed or resistent paediatric
solid tumours.

Each trial promoted by IGR is funded
as part of an industrial partnership, a
European contract, a PHRC or a STIC.
Since 2005 ICR has obtained 41 PHRCs,
28 of which include a therapeutic frial.
Having become one of the primary aca-
demic promoters of clinical research in
France, IGR actively participates in co-ordi-
nating insfitutional promoters and in several
working groups on revising the European
directive on clinical trials and pharmaco-
surveillance.
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The Clinical Research
Operations Service

The Clinical Research Operations Service (SORC) began operating
on March 1st, 2011 as part of the Clinical Research Department. It
is headed by Dr. Nadia Amellal, a physician specialising in oncol-
ogy who worked for a long time in research and development
for the pharmaceutical industry on innovative oncology products.

The SORC sees fo operationally defining all IGR's therapeutic frials
and clinical studies, whether promoted by an academic institution
(including IGR) or industry.

By establishing the SORC, which defragments the clinical research
activities conducted by investigators, IGR’s sfrategic ambition is to
improve the quality and performances of this biomedical research.

This means the following:

e To facilitate patient treatment in a clinical trial as well as the
associated logistics in all departments and committees

e Control increased activity by sizing the necessary human
resources and fechnical means

* Ensure improved quality by initiating a quality control system and
a fraining programme for all staff

To achieve this, the SORC with help from a Bureau chaired by
Dr. Bernard Escudier does the following:

e Confractualise with committees and departments

e Ensure the organisation and co-ordination of means made
available

e Check and endorse study feasibility by co-ordinating cost and
impact studies after implementation

* Ensure that resources mafch projects

* Oversee good practices and the quality of studies

* Optimise resources fo cover the operational needs of studies/
frials that take place af IGR

With 61.8 FTEs, the SORC is composed of six basic professions:
hospital clinical research agents, clinical research nurses, medical
research assistants, samples managers, quality-insurance agents
and finance and contract management of studies.

Person in charge Dr. Nadia Amellal

Biostatistics
and Epidemiology

Chemotherapy’s impact on the overall survival rate (OS) is
predicted by its impact on the relapse-free survival rate (RFS)

Impact of
chemotherapy
on the OS

2.0

{’* Randomised frial

e Regression line
with a confidence
inferval of 95%

0.5 Impact of

0.5 1.0 2.0 chemotherapy
on RFS

Metaanalysis of adjuvant A
chemotherapy in non-small cell lung cancers.

Structure and remit

The biostatistics and epidemiology service (SBE) was founded in
1968 and includes physicians, biostatisticians, data managers and
two computer experts. Its was infegrated into the DRC (Clinical
Research Department) in January 2005. Its two main remits are:
1) clinical and translational research through the management
and implementation of clinical trials and studies, especially those
promoted at IGR and 2] clinical research outside of European
directives as well as methodology research, especially genomics,
mefaanalyses, early frials and small-scale trials. It is also respon-
sible for monitoring cancer frequency in France. The SBE also
oversees studies from their inception (protocol and questionnaire)
to their analysis and publication. It has been certified as a “Dato-
processing Centre” by the INCa and confains two units certified
by the INCC [mefaanalyses and early therapeutic development in
paediatric oncology).

Activities in 2010

Since 2005 the SBE has been mandated (with exceptions) to con-
frol all IGR-promoted trials. This explains the increase in the number
of data managers after 2005, simultaneously with an increase in
the volume of these promotions. In 2010 the SBE managed 47 clin-
ical frials (sfill recruiting) with a total of almost 6,400 patients, of
whom nearly 2,000 were in 2010, 40 on-going trials {follow-up)
and nearly 100 non-rial studies. This considerable activity can be
seen in the number of the unit's publications [55 infernational with
an Impact Factor of 385).

Person in charge Dr. Ellen Benhamou
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Promotion
and Partnerships

Structure and aims

Now dedicated to IGR-promoted clinical frials, the SPP is composed
of the following three entities:

¢ Regulatory with a regulatory and quality officer, a regulatory
agent and an administrative assistant (0.5 FTE).

* Monitoring with a CRA (Clinical Research Assistant)-promoter/
manager, three CRA promoters and an intern.

e Finances, with a unit head and management agent (0.5 FTE).
The SPP’s aims and ambitions are the following: submit IGR-
promoted clinical frials to nafional regulatory agencies; ensure regu-
latory co-ordination of international frials; sef up network logistics;
assess forecasted trial budgets; negotiate contracts with partners
and service providers; ensure financial follow-up of frials; quality
control of data gathered as well as the traceability of the therapeu-
fic units and sef up all necessary quality acfivities.

It is also part of the SPP remit to establish preferred partnerships with
industrialists (framework agreements) outside of clinical trials on more
general themes such as the new professions in clinical research.

Activities in 2010

2010 was an especially rich year with a fourfold increase in the
number of cases submitted to the regulatory authorities and the
preparation of new projects of international scope. It also saw the
arrival of a new regulatory and quality officer, a project leader and
a new CRA promoter.

2011's goal is to better define the Insfitute’s trial-promotion strategy,
continue its audit programmes set up at the start of the year, consoli
date the promotional process through additional validation phases,
establish a partnership with a Clinical Research Organisation for
international frials and to implement training and communication
activities.

IGR Promotion: Balance sheet as of December 31st, 2010 ‘

Active IGR-promoted trials 49
New submissions to regulatory authorities 18
Amendments/closures 35/3
New trials set up 9
Number of trials monitored 23
Number of monitoring visits done 222

9 contracts / €1.98m
+ product supply

€3.95m

Contracts with private funders / budget

Total Call for Tenders public budget (PHRC, STIC)

Person in charge Carole Lofontaine
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International and European
Affairs Unit

The SAEl was set up to structure, orient, support and promote IGR
research activities and education in Europe and infernationally.
The unit supports the participation in calls for tender of the research
and development programmes funded by the European Commission
[FPRD and IMI): help in preparing work packages; the legal and
financial follow-up of accepted programmes; participation in the
meetings organised by the Ministry, the authorities or the EC.
Within the framework of the European Organisation of Cancer
Institutes (OECI) the unit ensures the steering of the accreditation/
certification programmes of the centres.

Starting in 2002, a partnership strategy was engaged to create
a European excellence centre with the main European integrated
oncology centres. This led to the founding of the EurocanPlatform
excellence network dedicated fo translational research. This project
carries a section for developing translational research indicators
under the guidance of the SAEI. Lastly the SAEI helps to mount
submissions for the mobility of physicians and researchers (the Marie
Curie programme).

Activities in 2010

2010 saw another increase in our participation in European pro-
grammes. IGR occupies a central place in the only two excellence
networks of the seventh Framework Programme accepted by the EC
[the EurocanPlatform network and the ENCCA paediatrics network|.
EC activity indicators: 18 FP6 projects including 6 current, 3 2007
FP7 projects including 2 current, 1 2008 FP7 current, 7 2010 FP7
projects accepted including 2 NOE, 2 2011 FP7 projects (Health)
accepted, 2 2011 FP7 projects (NMP) under assessment, 1 Marie
Curie FP7 project under preparation with Fudan (Chinal.

IGR budget coming from the EC: FP7: €4,396,371 already dis-
bursed + €1,403,444 expecfed.

OECI accreditation indicators: 12 European centres currently under
accreditation + obtaining a FTE bilingual SAEI assistant funded
by the OECI. SAEl-co-ordinated certification programme in the
EurocanPlatform project.

Perspectives

For 2011-2012 the SAEl is participating in the preparation of the
eighth FP and is continuing its watchdog and information work on
the calls for tender. A particular effort will be made fo sef up Marie
Curie exchange programmes. IGR will be a candidate for OECI
accreditation and will steer the implementation of the certification
programme for all European centres.

Person in charge Dr. Mahasfi Saghatchian
Team Arnaud Forest, Cécile Tableau
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Human and Social Sciences (HSS)
Research Unit

Objectives

IGR’s URSHS is the first system of its kind in a French hospital.
The URSHS develops multidisciplinary research on social, policy,
economic, psychological and ethical issues posed by cancer. The
following are its ambitions through research:

e Improving the organisation of and oncological health policies fo
reduce inequdlities in fighting cancer

* Improving the quality of life of people affected by the disease
(patients, family and former patients)

* Facilitating patient access to clinical research

Activities in 2010

In 2010 the unit's programmes funded projects (by INCa, Ligue
contre le cancer, 'Oréal and the French Social Security Scheme for
Self-employed Workers) focused on the sociology of oncological
associations, the disease’s social consequences and the ways to

SIPAM Pharmacology
and Drug Analysis

Structure and tasks

The pharmacology and drug analysis unit (SIPAM), created in
2009, unites teams participating in pharmacology by pool-
ing skills and technical and human means in three structures:
the Biochemistry Unit of the Medical Biology and Pathology
Departments, the AQPPR Functional Unit of the Clinical Pharmacy
Department and the UMR 8203 pharmacological and vectorisa-
tion team.

SIPAM’s ambitions are the following:

* optimising human and financial resources and their organisa-
tion so as fo ensure the on-going quality control of the products
infended for hospitalised and day-hospital patients

¢ developing a transdepartmental and translational platform
enabling a response fo physicians expectations concerning the
therapeutic follow-up (targefed molecular therapies, psychotropics,
antibiotic therapy, efc.) and assessing new drugs in clinical frials,
particularly early trials during pharmacokinetic and pharmaco-
dynamic studies

Activities in 2010

Several projects were successfully carried out in 2010 in each of
the SIPAM's fields of activity:

Pharmaceutical quality control: each year the SIPAM conducts
over 30,000 analyses (33,227 in 2010) with 46 molecules rou-
finely analysed. 2010 was significant due fo the transfer of all meth-
ods onfo an IRTF-UV analyser, making it possible fo later consider

include patients in biomedical frials. As part of ifs tasks, the unit runs
the "HSS platform” of the Canceropéle lle-de-France and partici-
pates in the Cancer Campus programmes (seminars and symposia).
It has established many academic partnerships. As a contact and
guidance point for HSS cancer researchers, the unit welcomes
doctoral candidates fo whom the unit offers specific supervision, as
a complement to their academic doctoral supervision.

Perspectives

In 2011 the new research projects are giving pride of place to the
personalisation of patient and “survivor” care. In particular the unit
is implementing the “social, economic and psychological” impact
component of the CANTO cohort [the study of breast cancer freat-
ment-related foxicity, funded by the French national programme
Investissement d'avenir).

Director Philippe Amiel, Ph. D.

Covariate data

i

.h

Biochemical

Demographics

a discharge check. Several stability studies were also conducted
making it possible fo optimise chemotherapy production.
Therapeutic follow-up: the SIPAM carried out 950 analyses for
therapeutic follow-up and posology adaptation. The key event in
2010 was the increased therapeutic follow-up of neuroleptics for
the Paul Guiraud hospifal.

Participation in clinical studies: the SIPAM carried out the pharma-
cokinetics of several Phase | and Phase Il studies.

All these various care-giving and clinical research activities were
wriffen up in three articles and presented in four posters at inter
national congresses. Throughout 2010 the SIPAM also began
a certification/accredifation process by implementing a quality-
management system.

Person in charge Dr. Angelo Paci
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Convinced of the
importance and
potential offered by

the academic world,
IGR continues its active
policy towards the major
Parisian universities,

in particular Paris-

Sud 11. Its oncology
school, one of a kind, is
continuing to develop
with its success proven
by the bigincrease in
student enrolment,
including —and this is
worth noting- a portion
of paramedical staff.

IGR Partner

> Université Paris-Sud Faculté de médecine Paris-Sud
> INSERM > CNRS
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course hours international academics
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A Unique Oncology School

in France

Instruction is one of the three guiding principles of the Institut de Cancérologie
Gustave Roussy. Sharing knowledge and training in the oncology professions
are deeply grounded in IGR’s culture, which plays a full role in the Bicétre UFR Médicale

at the Université Paris-Sud 11.

years of research work
and clinical practice con-
fer a unique experience
on IGR in oncology. It

is the Instfitute’s priority to fransmit knowl-
edge fo physicians and researchers, to
students and so many professionals who
freat cancer patients. A large number of
French and infernational oncologists and
researchers have been trained af the Institut
de Cancérologie Gustave Roussy.

The Oncology School

Founded by Institut Gustave Roussy, the
Ecole de Cancérologie (Oncology School)
is dedicated fo training players in caring
for malignant tumour victims and research-
ers who push out the boundaries of knowl-

Organisational Chart

edge fowards better freatments. It provides
scientific training of the highest level in
close connection with the daily practice
of clinical research. This teaching leads to
spreading the expertise of IGR's medical
feams, which is proof-based, mulfidiscipli-
nary and cross-sectional and which is in
constant contact with clinical, translational
and basic research.

It is against this background that physi-
cians, surgeons, biologists, radiologists,
radiotherapists, epidemiologists, statisti-
cians and researchers transmit their prac-
tices and knowledge to students in all
disciplines: medical, scientific or paramedi-
cal, and at all levels.

In parinership with Université Paris-Sud 11,
IGR staff participate in medical and phar-
maceutical studies as well as nursing and
electroradiology fechnician schools.

Oncology School

Prof. Martin Schlumberger, ’

Prof. Christian Auclair, Prof. Gilles Vassal,
Deputy Director of the Doctoral Deputy Director
School of Oncolo of Continuing Education
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Prof. Jean-Charles Soria,
Director of Antitumour
Chemotherapy and Medical
Treatment of Cancer Course

One important aspect concerns post-gradu-
ate fraining, either as part of university pro-
grammes or training days held by IGR. This
teaching is aimed at all players involved in
cancer control. One growing area is the
fraining of new professions and the acquisi-
fion of new skills such as training physicians
in human relations and management prin-
ciples, in medical economics assessment,
fraining radiotherapy teams in safety, train-
ing nurses in clinical research and training
clinical research agents. Each year new
courses are offered fo respond quickly
either o an internal or external demand.
The Ecole de Cancérologie combines the
feaching and seminars held by the Insfitute
in collaboration with the Université Paris-
Sud 11 and our scientific and medical
partners (Inserm, CNRS, etc.)

Prof. Philippe Morice,
Deputy Director
of Oncology School
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16 professors
1 senior lecturer

8 Specialist Registrars
at the Bicétre Teaching
Hospital work at IGR

5,000 teaching hours
per year. IGR is a training
ground for both students
and experienced
professionals alike

over 500 physicians and researchers from 50 countries

have been trained at IGR.

over 100 scientific
publications from work
carried out at IGR with a
majority in international
journals.

Antitumour
chemotherapy and
the medical treatment
of cancer Course

The course in chemotherapy and the
medical treatment of cancer af the Insfitut
Gustave Roussy has a goal of offering a
panorama of modern oncology by deal-
ing with essential and significant themes
in this fully expanding field. They are not
infended fo be exhaustive, rather to enable
the overall feaching of oncology in French.
The course is faught by infernational French-
speaking experts and by young oncologists
who all want fo pursue excellent training.
It was begun in 1985 by Professor Jean
Llemerle and Dr. Jean-Pierre Armand.
Twenty five years later, the educational
objectives are the following:

e To use in daily practice the science
acquired concerning the action of con-
ventional and new-generation anticancer
agents

e To clarify standard and innovative thera-
peutic sfrategies in the main cancers

* To manage the complications of chemo-
therapy and targeted molecular therapies.
From year fo year, the course’s contents are
adapted to the new advances in oncologi-
cal drug treatments. The development of
targeted molecular therapies with new
modes of action or else new sfrategies for
administering personalised chemotherapy
according to the tumour’s and patient’s bio-
logical criteria is included in this feaching.
Supportive care, which is inseparable from
specific patient freatments for cancers, are
also fully integrated into the course.

Every year physicians,
researchers,
surgeons, biologists,
pharmacists,
radiologists,
radiotherapists,
epidemiologists
and statisticians
impart their practices
and knowledge
to students from
all disciplines
and at all levels:
medical, scientific or
paramedical

New courses on offer in 2010 - 2011
The three new courses offered demonstrate
the School's determination to constantly
offer teaching adapted to health staff and
researcher needs in the newest fields.

e University degree in radiotherapy for
H&N cancers

* Gynaecology/oncology day: freating
invasive cancers of the cervix

® Electroradiology technicians: H&N can-
cer, from diagnosis to freatment
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The Doctoral School
(DS) of Oncology
(ED 418)

The Doctoral School of Oncology (CBMS)
is an interdisciplinary theme DS offering
fraining through research in the various
fields of oncology. The DS works within
the Université Paris-Sud 11 (The Paris-Sud
Medicine Education & Research Unit,
in close partnership with the two cancer
research centres: the Insfitut Gusfave Roussy
and Institut Curie) and the CEA (French
Atomic Energy and Alternative Energies
Commission). The DS relies on a broad
network of research laboratories includ-
ing the labs of the founding partner estab-
lishments mentioned above, laboratories
located in teaching hospital establishments
[in particular regional public hospitals)
in the Greater Paris region and several

Teaching at the Oncology School includes the
following:

e first and second cycle courses in medical stud-
ies from the Faculté de Médecine and the Faculté
des Sciences Pharmaceutiques from Université
Paris-Sud 11 and various university degrees

* a Masters in Biology-Health (M1 and M2) and
the Ecole doctorale de Cancérologie (Doctoral
School of Oncology)

* participafion in various university degrees (DES,
DESC, efc.)

e organised fraining courses (non-diploma, days,
seminars, professional fraining sessions)

UMR CNRS (CNRS mixed research unit)
located in various higher leaming establish-
ments [e.g. Université Paris 12, the Ecole
Normale Supérieure [ENS] in Cachan). At
the national level the DS is the only theme
DS dedicated fo oncology.

Objectives

The purpose of the Doctoral School of
Oncology is to provide qualifying pro-
fessional fraining in oncology to doctoral
candidates as part of research activities
linked to preparing theses and as part of
complementary education. It is infended
for students from the medical and phar-
macy UFRs [education and research units|,
biologists from biological and chemical
science UFRs and students from France's
major universities with a biological orienta-
tion and the Fcoles Normales Supérieures.

> IGR’S MEDICAL AND SCIENTIFIC LIBRARY

IGR contains a medical and research li-
brary for the sole use of Institute staff
and authorised persons. It enjoys consid-
erable resources, i.e. over 1,500 on-line
journals, 5,500 hard-copy or on-line
books, access to bibliographic databas-
es: PubMed, Medline, SCOPUS, ISI Web of
Knowledge, Impact Factor, etc.
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The library has the following:

« A reading room

» A room containing 10 computer sta-
tions enabling consultation of on-line
journals and bibliographical research

» An audiovisual screening room ena-
bling the consultation of videos for sur-
gery, radiotherapy and oncology

B TEACHING AT 1GR 1N 2070 | —

The Doctoral School’s training through
research relies on the scientific activities
of the host teams and focuses on the fol-
lowing main pathways:

e Genetic and molecular bases of mali-
gnant transformation and tumour progres-
sion

* Molecular, cellular and clinical pharma-
cology

e Therapeutic innovations in oncology
(cell therapy, genefics, immunotherapy)

e Technological innovations in oncology
(diagnostics, treatment)

e Genomics, functional genomics, pro-
feomics
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Teaching and training

In parallel with their laboratory work and
while writing their theses, doctoral candi-
dates must undertake courses whose fofal
duration is af least 80 hours.

These courses are 20-hour modules.
Students may follow the teaching of the
modules of their choice until they reach
the required 80-hour minimum. A distinc-
tion is made on the one hand between
the oncology modules and, on the other
hand, the extracurricular courses allowing
students fo acquire, should they wish,
knowledge in fields they consider useful
to their professional projects.

Students may take courses either of three
scientific modules of their choice and a
module outside of their field, or two scien-
tific modules and two modules of their
choice outside their field.

A Masters in biology
and health: with an
oncology specialisation

The masters in oncological research is
organised and run in partnership with the
Université Paris-Sud 11, the Ecole Normale
Supérieure of Cachan, the Insfitut de can-
cérologie Gustave Roussy, and Institut
Curie and the CEA. The M2 speciali-
sation includes a common core of two
courses and three pathways:

e cancer cell biology and genetics

® pharmacology and therapeutics of can-
cers

e radiobiology

Specialisation is open to students from
scientific and medical fields having ear
ned an M1 or the equivalent. The specia-
lisation is elaborated with the DS (ED418)
with the goal of providing students from
scientific and medical backgrounds with
integrated knowledge of the different
aspects of oncology from the most basic
to medical applications.

The diversification of teaching and the
possible choices enable students to orga-
nise an "a la carte” pathway that corres-
ponds to their needs. The combination
of "theoretical teaching and research
courses” gives students all the elements

As a university professor—
hospital practitioner (PU-
PH), teaching has a more
specific dimension, for being
doubly attached, Dr. Morice
splits his time between the
Medical School of Paris-

Sud and IGR. Teaching
interns who choose the
Department for their semester
choice is a very important
dimension and focuses on
the following three areas:

e thoroughly explaining the
surgical indication and its
timing concerning possible
neoadjuvant treatments.

It is an important moment
that precedes the technical
procedure itself

* helping in teaching

the technical gesture in

the operating room, for
surgery is essentially a
supervisory intervention

e participating in scientific
research work to transmit that
what is “done” at a technical
level must be constantly
assessed, thus questioned.
This teaching is therefore
one’s personal duty to be
exacting, honest, rigorous and

needed for them to do a doctoral thesis
in the best possible conditions or to find a
scientific job. One of the characteristics of
oncological specialisation is to combine
the following:

e science teachers and clinicians

e fundamental research laboratories and
laboratories in proximity to clinics

e science-frained students with medical-
trained students

- 4

Prof. Philippe Morice
University Professor — Hospital
Practitioner (PU-PH), Director
Gynaecological Surgery
Department

constantly questioning,
but this is what makes

it possible to learn the
rules of analysis and
good medical practices
in the broadest possible
sense that will serve
students throughout
their careers in whatever
field they work in.

Perspectives

IGR wants to found an infernational
school for the cancer sciences in order
to face the rapid changes in the way of
freafing cancer patients. lts purpose will
be to teach students the new skills requi-
red to develop personalised medicine
in oncology. This School will strengthen
and finalise the training and feaching sys-
tem already established by IGR over the
past several years by uniting most of the
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academic and clinical research on can-
cer conducted at the Université Paris-Sud
11 on the Villejuif venue. Teachers (phy-
sicians, researchers and IGR care-givers,
teachers from partner institutions such as
Cachan'’s Ecole Supérieure or Supelec,
guest teachers, efc.) will work in the two
complementary departments fo give their
courses, which will, in many cases, lead
fo degrees.

The School’s ambitions will be the follow-
ing:

e To train in research and care in close
collaboration with medical and scienti-
fic programmes, including personalised
medicine, prevention, the surveillance of

B TEACHING AT 1GR 1N 2070 | —

disease and ifs freatment, epidemiology
and taking info account the effects on
public health.

* To mentor developments in the profes-
sions by participating in the emergence of
new jobs in oncological research and cli-
nical care (including translational research).
* To esfablish parinerships with the major
engineering schools but also specialised
healthcare companies fo meet their alter-
native fraining needs versus traditional
professional teaching.

e To build an international network with
partner institutions and specialised health-
care companies fo offer exchange possibi-
lities to students and aftract new teachers
and sfudents fo the School.

people most exposed fo risk, early deftec-
fion, studying the long-term effects of the

' *b : Part of my activities are to welcome
. medical students coming for a 3-month
- » training course. | give them all the
F , information they need for the courses

I am in charge of. | also manage their
enrolment applications. The various
courses | manage show a growing
demand by participants to perfect
their skills. There are more and more
enrolments every year, especially for
the Antitumour Chemotherapy and
Medical Cancer Treatment Course.
This kind of vanguard teaching

has existed at IGR for 25 years and
confirms the central place given by IGR
to teaching oncology.

Sabine Andrieux
Teaching Department
Assistant
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DUARCO: An entirely renovated
programme in 2010

The university “clinical-research associate” degree in oncology (DUARCO) trains multi-skilled
clinical research associates in biomedical research with specialisation in the management
of oncology clinical trials

The DUARCO is a course offered by the
Oncology School under the auspices of
Prof. Jean-Charles Soria and Mrs Sophie
Pellegrino, Studies Director.

The lectures are given at the Institut de
Cancérologie Gustave Roussy and are
composed of two months of theoretical
learning in the form of thematic modules.
The knowledge acquired is validated by
MCQs and case studies. Training is then
finalised by © months of mandatory practi-
cal training, followed by a written thesis.
Defence of the thesis then ends the training
session.

Eligible candidates

This fraining is infended for candidates
holding a baccalaureate plus a minimum
of 3 to 4 years' work in the sciences, medi-
cine, pharmaceuticals and candidates able
fo show significant professional experience

in health.

The programme accomodates a maximum

of 20 students. The School carries out pre- The syllabus

selection based on a letter of motivation The syllabus includes the following wide range of skills:
along with a curriculum vitae. The Selection » tumour pathology

Commiitee them heleh mehehs] i the principles of developing drugs for human consumption

a clinical research setting in oncology

players in clinical research: the definition and nature of inferaction
French and infernational legislative and regulatory frameworks
clinical trial methodology in oncology

Clinical Research Associate in Oncology: know-how and social
& communication skills

4 keys to success, professiono\ insertion

v v v v v v

Organisation Committee

Eric Angevin (IGR) Rosa Da Silva (IGR) Karim Fizazi (IGR) Jean-Charles Soria (IGR)
Chrystel Coulomb (IGR) Eric Deutsch (IGR) Sophie Pellegrino (ex-IGR) Martin Schlumberger (IGR)
Muriel Cottard (Novartis) Bernard Escudier (IGR) Pascal Roffet (Pfizer) Nadia Amellal (IGR)
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Very long-erm outcome of acute promyelocytic leukemia after treatment with all4rans refinoic acid and chemotherapy: the European APL Group experience.
Blood (2010) 115, [?], 1690-1696. PUBMED: 20018913 - Impact Factor: 10.555

2. Andre,F. & Delaloge,S. Firstgeneration genomic tests for breast cancer freatment. Lancet Oncology (2010) 11, [1], 6-7. PUBMED: 20005177
— Impact Factor: 14.470

3. Andre,F., Campone,Mr, O'Regan,R., Manlius,C., Massacesi,C., Sahmoud,T., Mukhopadhyay,P., Soria,J.C., Naughton,Mr, & Hurvitz,S.A. Phase | study
of everolimus plus weekly paclitaxel and trastuzumab in patients with metastatic breast cancer pretreated with trastuzumab. Journal of Clinical Oncology
(2010) 28, [34], 5110:5115. PUBMED: 20975068 — Impact Factor: 17.793

4. Antoniou,A.C., Wang,X., Fredericksen,Z.S., McGuffog,L., Tarrell,R., Sinilnikova,0.Mr, Healey,S., Morrison,J., Kartsonaki,C., Lesnick,T.,
Ghoussaini,Mr, Barrowdale,D., Peock,S., Cook,Mr, Oliver,C., Frost,D., Eccles,D., Evans,D.G., Eeles,R., Izatt,L., Chu,C., Douglas,F., Paterson,J., Stoppa-
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van den,0.A., Hoogerbrugge,N., van der Luijt,R.B., Meijers-Heijboer,H., Gomez Garcia,E.B., Devilee,P., Vreeswijk,M.P., Lubinski,J., Jakubowska,A.,
Gronwald,J., Huzarski,T., Byrski,T., Gorski,B., Cybulski,C., Spurdle,A.B., Holland,H., Goldgar,D.E., John,E.Mr, Hopper,J.L., Southey,Mr, Buys,S.S.,
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Mr, Nathanson,K.L., Rebbeck,T., Blum,J.L., Piedmonte,Mr, Rodriguez,G.C., Wakeley,K., Boggess,J.F., Basil,J., Blank,S.V., Friedman,E., Kaufman,B.,
Laitman,Y., Milgrom,R., Andrulis,|.L., Glendon,G., Ozcelik,H., Kirchhoff,T., Vijai,J., Gaudet,M.Mr, Altshuler,D., Guiducci,C., Loman,N., Harbst,K.,
Rantala,J., Ehrencrona,H., Gerdes,A.Mr, Thomassen,Mr, Sunde,L., Peterlongo,P., Manoukian,S., Bonanni,B., Viel,A., Radice,P., Caldes,T., de la Hoya,Mr,
Singer,C.F,, Fink-Retter,A., Greene,M.H., Mai,P.L., Loud,).T., Guidugli,L., Lindor,N.Mr, Hansen,T.V,, Nielsen,F.C., Blanco,l., Lazaro,C., Garber,J., Ramus,S.J.,
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Montagna,Mr, Casella,C., Neuhausen,S.L., Karlan,BY., Tung,N., Toland,A.E., Weitzel,)., Olopade,O., Simard,J., Soucy,P., Rubinstein,W.S., Arason,A.,
Rennert,G., Martin,N.G., Montgomery,G.W., Chang-Claude,J., Flesch-Janys,D., Brauch,H., Severi,G., Baglietto,L., Cox,A., Cross,S.S., Miron,P.,
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Rudiger,T., Forsti,A., Winqvist,R., Pylkas,K., Diasio,R.B., Lee,A.Mr, Eckel-Passow,)., Vachon,C., Blows,F., Driver,K., Dunning,A., Pharoah,P.P.,, Offit,K.,
Pankratz,V.S., Hakonarson,H., Chenevix-Trench,G., Easton,D.F., & Couch,F.J. A locus on 19p13 modifies risk of breast cancer in BRCAT mutation
carriers and is associated with hormone receptornegative breast cancer in the general population. Nature Genetics (2010) 42, [10], 885-892.
PUBMED: 2085263 1~ Impact Factor: 34.284

5. Antoun,S., Birdsell,L., Sawyer,M.B., Venner,P., Escudier,B., & Baracos,V.E. Association of skelefal muscle wasting with freatment with sorafenib
in patients with advanced renal cell carcinoma: results from a placebo-controlled study. Journal of Clinical Oncology (2010) 28, [6], 1054-1060.
PUBMED: 20085939 — Impact Factor: 17.793

6. Arriagada,R., Dunant,A., Pignon,J.P,, Bergman,B., Chabowski,Mr, Grunenwald,D., Kozlowski,Mr, Le,P.C., Pirker,R., Pinel,M.I., Tarayre,Mr,
& Le Chevalier,T. long-term results of the infernational adjuvant lung cancer trial evaluating adjuvant Cisplatin-based chemotherapy in resected lung cancer.
Journal of Clinical Oncology (2010) 28, [1], 35-42. PUBMED: 19933916 — Impact Factor: 17.793

7. Arriagada,R., Auperin,A., Burdett,S., Higgins,J.P.,, Johnson,D.H., Le Chevalier,T., Le Pechoux,C., Parmar,M.K., Pignon,J.P., Souhami,R.L.,
Stephens,R.)., Stewart,L.A,, Tierney,l.F., Tribodet,H., & van Meerbeeck,). Adjuvant chemotherapy, with or without postoperative radiotherapy,

in operable non-small-cell lung cancer: two meta-analyses of individual patient data. Lancet (2010) 375, [9722], 1267-1277. PUBMED: 20338627
— Impact Factor: 30.758

8. Auperin,A,, Le Pechoux,C., Rolland,E., Curran,W.J., Furuse,K., Fournel,P., Belderbos,J., Clamon,G., Ulutin,H.C., Paulus,R., Yamanaka,T.,
Bozonnat,M.C., Uitterhoeve,A., Wang,X., Stewart,L., Arriagada,R., Burdett,S., & Pignon,J.P. Mela-analysis of concomitant versus sequential
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Roy,R., Cracco,C., Renard,B., Tonnelier,J.Mr, Blot,F., Chevret,S., & Schlemmer,B. Diagnostic strafegy for hematology and oncology patients with

acute respiratory failure: randomized controlled trial. American Journal of Respiratory and Critical Care Medicine (2010) 182, [8], 1038-1046.
PUBMED: 20581167 - Impact Factor: 10.689
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10. Azria,D. & Bourgier,C. Partial breast irradiation: new standard for selected patients. Lancet (2010) 376, [9735], 7 1-72. PUBMED: 20570344
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PUBMED: 20371762 — Impact Factor: 14.069

16. Boige,V., Mendiboure,J., Pignon,J.P,, Loriot,M.A., Castaing,Mr, Barrois,Mr, Malka,D., Tregouet,D.A., Bouche,O., Le Corre,D., Miran,l., Mulot,C.,
Ducreux,Mr, Beaune,P., & Laurent-Puig,P. Phormocogenetic assessment of toxicity and outcome in patients with metastatic colorectal cancer
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