INSTITUTE OF RESEARCH IN BIOTHERAPY (IRB)

The Institute for Research in Biotherapy (IRB)associates the University Hospital of
Montpellier (CHU Montpellier), the INSERM and thenlversity Montpellier | (UM1).

The aim of the IRB is to develop cell or biologicabdrugs in the field of regenerative
medicine.

IRB provides a complete chain of expertise assiogafiundamental research laboratories,
hospital biology departments, and private companie® comprises 6 INSERM research
laboratories hosting scientific teams after evaduimatby AERES [ttp://www.aeres-
evaluation.fr/-and INSERM.

The availability of human cells or tissues withethical rules through the university hospital,
the close association with Montpellier fundamemtdearch institutes, and the hosting of
private companies are major criteria to attracthhigvel scientists, to create new tools in
biotherapy, to provide a high level training to ds#ots, and to create employment.

IRB gathers up to 130 people (90 academic and #@tprcompany people) in a 2874 m
building containing 6 INSERM fundamental researebolratories, 4 CHU translational
research laboratories, and 5 laboratories for pFiv@mpanies around common technical
platforms providing key technologies for statedoédart biotherapy research. IRB is
embedded in the large "Biology and Pathology Nekiwtinat gathers all hospital laboratories
with common management of human and financial messu IRB is located in direct
proximity to the Unit for Cell and Gene Therapye tBepartment for Clinical Hematology
and Biotherapy and the Clinical Investigation Centdhe INSERM “Institute of
Neurosciences" is also closely located to the IRBh@ Hopital St. Eloi Campus and provides
access to a common animal facility and bioimagauglities that can be accessed through the
Montpellier RIO imaging network (MRI). IRB has arekt access to the University of
Sciences and techniques of Montpellier (UM2) treatgoing to merge with Universities
Montpellier 1 and 1l to form a unique Universityf dMontpellier South of France (UMSF).
(http://www.campus-montpellier)fr

Director : Professor Bernard KLEIN,
bernard.klein@inserm.for b-klein@chu-montpellier.fr

With the financial support from the Région Languedwoussillon and the Agglomeération
Montpellier.
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1. IRB Strategy
1.1 Scientific and medical strategy

Biotherapies, in particular regenerative medicine,a major stake of medicine and an
economic stake.

Regenerative medicine consists in repairing tissmre®rgans with cells that have been
modified ex vivo. This discipline applies to mosedical domains (cancers, cartilage and
bone diseases, cardiac insufficiency, diabetes, athieyp muscular dystrophies,
neurodegenerative diseases) and constitutes otlee ghost promising developments of the
medicine and of the biotechnology industry (a 10do $ market in 2010). Given the medical
and economic importance of this discipline, thaestd# California is investing 3 billions $
(300 millions $ per year) for 10 years for sterl pegearch.

Biotherapies begin to revolutionize the treatmeftsome pathologies: anti-CD20 in B cell
lymphoma and rheumatoid arthritis, anti-TNF andi-#n6 in inflammatory pathologies,
targeted treatments of cancers, manipulation oirtimeune system in cancers.

The aim of the IRB is to develop novel therapeutican the field of cancer and
regenerative medicine, in particular cellular and bological drugs.

Therefore, three thematics are developed within théRB covering topics that fulfill the
following criteria: clinical importance for the CHU Montpellier and preexisting
experimental and clinical expertise in the Montpeier campus.

1.1.1 Biotherapy in Cancer

IRB teams are looking to identify and target the cacer stem cells (CSC) able of self
renewal and generation of tumor diversity - in nplé myeloma or acute myeloid leukemia.
These CSC have been identified in various cancetsreeir frequency — 1/100000 to 25% - is
a matter of debate, depending of the accuracy efdttection assay. We are characterizing
the CSC niche, which provides the CSC the commtinitcaignals necessary to be homed, to
survive, proliferate and differentiate. To identitye myeloma CSC, we are developing in
vitro and in vivo assays (xenotransplantation ilyfummunodeficient mice), in order to
detect markers making it possible to enrich CSCindgydarge scale gene and protein
expression assays, we pick up the major mechantemisolling the homing, survival and
differentiation of the CSC in close contact to ©8C niche. The biological function of the
most promising proteins is studied in detail. Imtigalar, we focus on the genes or proteins
whose expression is linked with treatment resp@msk survival of patients, with the aim to
develop targeted therapies.



An important focus is the development of immunothespy strategies in patients with
multiple myeloma or B cell lymphoma.

Patients with MM or AML resistant to conventionhketapies can be treated with allografts,
after deletion of patient’'s T cells. The donor'safged lymphocytes will destroy the patient’s
hematopoietic stem cells, residual patient’s lyngytes and also the tumor cells. The toxicity
of allografts has considerably decreased with tlewelbpment of non myeloablative
treatment. The possibility to use grafts from uated adult donors or from umbilical cord
blood has made it possible to get a graft for aonitgj of eligible patients. The CHU
Montpellier Hematology center is one of the mailogtaft center in France. IRB teams are
looking to understand how the donor’'s lymphocytes, particular NK cells, can Kkill
efficiently patient’s tumor cells, while reducinget toxicity towards healthy tissues. IRB
teams are looking how to optimize the use of mamall antibodies, in particular anti-CD20
antibody, in patients with B cell lymphoma. Thisalves to optimize the antibody dependent
cell cytoxicity, by characterizing and recruiting amaximum of effectors.
At IRB, several teams are looking to characterimdtem cell involved in B cell neoplasias,
the cell communication signals with the tumor niche

1.1.2 Pre-embryonic development and embryonic steoells

The human pre-embryo development is at the heattvofmajor medical stakes: in vitro
fertilization (IVF) and regenerative medicine. Digsgmportant progress in the field of in
vitro fertilization (IVF) during the last forty yes, it requires throughout the world the in vitro
culture of millions of human embryos, 75% of whidkever reach the blastocyst stage
(allowing implantation into the recipient mothegdause of developmental defects. Today, a
large part of these failures remain unexplaineceré&tore, one of our goals is to identify the
abnormalities in the oocyte ploidy and in the malac maturation of the oocyte, its
surrounding cumulus cells and/or the pre-embryasn&h embryonic stem cells (hESC) can
differentiate into every type of tissue during egydmic development and into many if not all
tissues during in vitro culture. Because hESC &rggmtent, they are regarded as an essential
stem cell model for regenerative medicine strategi¥e have obtained new, genetically
stable, hESC under GMP conditions. We have alsaiméd stable pluripotent stem cell lines,
reprogramming human adult cells. Our major ainoislitain germ cells — oocytes and sperm
cells, from the pluripotent stem cell lines, whiska major request from European people. We
aim also to study the mechanisms underlying plaepoy using very high resolution
transcriptome analysis. We have the unique sitoatio France covering early human
development from the oocyte before fertilization topthe formation of human pluripotent
stem cells, including embryonic stem cells (hESK)e combination of our expertise in the
fields of fertility and stem cells together witlatt-of-the-art techniques for genomic analysis,
will allow us to identify and prospectively validatreliable oocyte and embryo quality
markers, to generate germ cells from pluripotesinstells that will be readily applicable for
future clinical trials.

1.1.3 Stem cell biology and regenerative medicine.

In the year 2020, up to 40 percent of the Europgagwulation will be older than 65 years.
This ageing society is prone to various diseasasigcg an enormous socio-economic burden.
Many of these disorders will be related to acuteclaronic organ dysfunction. Thus, the
central aim for a causative treatment of organ uysion will be functional tissue repair and
is covered by the emerging field of regenerativadiciee. This discipline applies to most



medical disciplines (cardiovascular diseases, tksheliver failure, neurodegenerative
diseases, cartilage and bone diseases, muscutapmhies) and, therefore, constitutes one of
the most promising developments in medicine andeblmology industry. A plethora of
concepts have been developed to restore tissudidonéncluding drug- and gene-based
strategies as well as transplantation of cellsefgineered tissues, and organs. A growing
number of studies have reported the isolation esand progenitor cells from the bone
marrow and also from a variety of non-bone marr@sue sources. Most approaches are
based on the utilization of stem and progenitolsablat may or may not be modified ex vivo
prior to their use in the patients. Since stemschlve yet to acquire the identity of any
specific cell type, are still not committed to amgdicated function, and are defined by their
self-renewal capacity, they might not only be uasdools to study tissue formation but might
also be employed for tissue repair and regenerabespite our recent advances in stem cell
biology, regenerative medicine is still in its intaes and currently far from being routinely
used in the clinical setting. Indeed, still veryidi is known about the mechanisms, by which
progenitor cells improve organ specific and vascfuaction. There is currently considerable
controversial discussion about the relative contrdms of differentiation, cellular fusion
and/or paracrine effects. With regard to tissuedezd stem and progenitors isolated from
kidney, liver, and pancreas, there is very limitida regarding their lineage relationships,
self-renewal properties, clonality and repopulatioom bone marrow derived precursors.
Given the concerns about the ability of adult stais to rebuild diseased organs tissue cell-
autonomously, it seems overdue to identify andetisghose signals that direct the migration,
renewal and differentiation of distinct adult stpnagenitor cell populations. The functional
benefits of the autologous transplantation of bomarow derived progenitor cells for
treatment of injured and failing organs should kpl@ted, improved, and mechanistically
underpinned, and its impact on organ vascular aar@nzhymal remodeling be analyzed.
Finally, identification of the optimal cell trangpits, their optimization prior to application
with respect to treatment efficacy, transplant fiong and survival as well as improvements
in the administration of the treatment modality &ey factors for the success of this
promising research area. An enhanced knowledgeeofmblecules and processes that govern
the differentiation and renewal of stem/progeniells during development and disease will
result in a further refinement of already explothdrapies and provide a rationale for new
clinical trials in regenerative medicine.

1.2 Organization strategy

Our best asset to establish the IRB in this veghtticompetition is a complete chain of
expertise from the fundamental research to thetapeapplications. The region of
Montpellier is the third French region (excludingriB) for biomedical research with large
CNRS or INSERM institutes with high technology pdains which are connected through
Federative Structure of Research (SFR), and albigh Biology-health doctoral school. IRB
has for objective to offer to the teams of the masi institutes of the region the possibilities to
develop their research in biotherapy, in closerfate with the clinical departments.

The criteria of success of the projects developetRB are:
kAn hospital implantation that permits the use ofnlan cells and tissues, with all criteria of

ethics, the high technology facilities for charaiz&tion, sorting, culture and modifications of
these cells.



kFundamental research to understand the mechanisgrewth, of differentiation of these
cells in the laboratories of the IRB, in close limkth their institute / unit of origin.

kTranslational research to adapt these basic rdseaartherapeutic use done in the CHU
R&D laboratories of IRB.

kA high-level insurance quality to secure the warksesearch, to facilitate the valorization
and the transfer towards therapeutic applicatigiatorization by the partners.

kIndustrial partnership permitting to develop therttpeutic applications, notably in the
companies that are hosted in IRB.

kClinical expertise, notably with the Clinical Intggmting Center approved by INSERM and
CHU.

kMastering of production costs. A scientific and meatlproject will lead within 5-10 years
to a therapeutic application and possibly to a mt@tide cellular product. The conception of
the research must integrate this parameter cost the beginning. Indeed some choices in
fundamental research could be critical for thelfowst of the cellular product.

kEfficient communication between clinicians and bastientist. Low hierarchical structures
and encouragement for the development and estatgdishwill lead to an effective scientific
exchange. All scientists should be fluent in Ergtis enhance the exchange of ideas. Rapidly
advancing modern science demands flexibility, mmwi for novelty and charge and a
laboratory design that also promotes synergy, c@bijpe and community.

kSpecific platforms will drive scientists to com@éther, to create the critical mass necessary
for new discoveries.

kRegular meetings (Journal Clubs, Method seminagse®ch Seminars, Institute Seminars,
and Group Meetings).

kSecretary and ressource management availablel fgnoaip at the IRB.

kInternational office providing information and agsance to the incoming and expatriate IRB
members. It helps new staff members to feel at hionontpellier and to handle the wheels
of bureaucracy, allowing them to concentrate opassh issues.

These are the criteria of success that the orgamizand the direction of the IRB must
guarantee through the selection of the topics Aerdd¢ams, if we wish IRB to establish the
IRB as an international center of excellence dedpi¢ very intense international competition.

To achieve this objective, IRB gathers in a samdimg of 2874 m2 INSERM fundamental
research laboratories (6 laboratories, 870 m2), CéHearch and development laboratories (4
laboratories, 876 m2), as well as private compaftidaboratories, 470 m2). These different
entities are gathered around common technicalgutat with an area of 658 m2.

IRB is implanted on the hospital Saint-Eloi site of Mjmellier CHU. It is localized close to
the department for Clinical Hematology and Oncoladne unit for Cell and Gene Therapy,
and the INSERM "Institute of Neurosciences" (126pde). IRB can host about 130 people.



Figure 1: Location of the Institute for ResearchBiotherapy in the Saint Eloi site of
Montpellier CHU.
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2. Scientific and medical project of the Instituteof Research in Biotherapy (IRB)

2.1 Brief outline of regenerative medicine
kRecent datas on stem cells
The development of IRB fits into a very rapid preggion in current knowledge on embryonic

stem cells (ES cells) and tissue stem cells.thus possible to obtain human embryonic stem
cell lines (Thomson, et al 1998), to reprogramgbrome of an adult cell into the genome of



an embryonic cell by implanting it in an ovocytei(ut, et al 1997), and to obtain
embryonic stem cell lines from these modified owesySurani 2001). The understanding of
the mechanisms of embryonic stem cell differerdgratnto stem cells that are more
committed to a pathway of differentiation and ifdactional differentiated cells is
progressing very rapidly. It should be possibléhia not too distant future to use these
embryonic stem cells to repair a patient's tisduecent example is the repair of neuronal
functions by embryonic stem cells in a mouse moél€larkinson's disease (Kim, et al 2002).
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However, the use of ES cells is source of an dtlpiczblem in Western countries. It is now
possible to import develop ES cell lines or to depenew ES cell lines from surplus embryos
obtained by in vitro fertilization in France, aslinas in Belgium, England, the Netherlands,
and Spain.

A major property of ES cells is their ability togliferate continuously in vitro and thus to
generate very large quantities of differentiatetlscef a particular tissue. In animals as in
humans, it was not possible to obtain adult stelhlioes until the publication of a recent
series of articles (Jiang, et al 2002, D'lppol&2004 #2236, Kogler, 2004 #2244). These teams
showed the existence of stem cells in adult bloagironv or cord blood proliferating
extensively in vitro, with the ability of multipatéial generation of tissues. But these studies
have been challenged. On the other hand, the riémaduy data of the Yamanaka Japanese
group have now been confirmed and extended bytehin and other teams. In mice, only 4
genes (Oct4, Sox2, myc, Klf4) can confer on someglis embryonic stem properties, in
particular the ability to contribute to generatebeyos and viable mice (Okita, et al 2007,
Takahashi and Yamanaka 2006). These data haveelemmed to other species, particularly
to human cells. This reprogramming process musepeducible and secure, particularly the
transitory expression of oncogenes must be coattolBut major barriers have been past,
opening to get stem cells able of extensive pnatfen and tissue generation.

Differentiated cells: an example provided by tunmemunotherapy



Differentiated cells could be also critical for esgrative medicine. Dendritic cells or T
lymphocytes are the most promising examples. Theyeoduced outside the body to induce
anti-tumor immunity. More than 1000 thousand pdstiemere vaccinated with dendritic cells
(Ridgway 2003). The knowledge of dendritic celllbgy improves very quickly and makes it
possible to design new therapeutic strategies (B=neau and Palucka 2005). Impressive
tumor regressions were obtained in patients witHanmma refractory to conventional
therapies (Dudley, et al 2005). In this trial, kangumbers of anti-tumor T lymphocytes were
produced in vitro and injected to the patients lag atells. Other medical fields are actively
progressing: cartilage repair with expanded chooytes, pancreas repair with Langerhans
islets, cardiac regeneration with expanded muscil ©r bone marrow cells.
Now we are faced with a veritable scientific, tealogical, and medical challenge, which
should offer patients in the coming years possiegdifor repairing a deficient tissue or organ.
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2.2 IRB scientific and medical projects

Our strategy is to develop :



- Basic researchjn order to identify the critical mechanisms toguce cells able to repair in
Vivo tissues.

- Pathophysiological driven researchjn order to identify reparative defects and toiref
properties of stem and progenitor cells for redgcor eventually curing these defects.
Particular attention should be given to the achieset of long-term tissue repair, which will
require engraftment, survival and integration o€ tadministered cells while avoiding
uncontrolled proliferation or differentiation ofdtcells.

- Translational research, in order to reproducibly generate clinical gradells; key
parameters (culture medium, growth factors, chelsii@and pharmacological agents) that are
necessary to produce cells need to be monitoredrumell defined culture conditions and at a
large scale bioreactors.

- Clinical research, to investigate the safety, efficacy and efficadycellular products or
drugs phase I-1I-II clinical trials will be perfored in a single-center or multi-center design.

- Securing of intellectual property, licensing, and cooperation with private compantes:
translate new developments into the clinics, IRBatres will in the design of clinical trials.

- Mastering production costs:within 5 to 10 years, a scientific and medicaljgco should
lead to a therapeutic application and possibly toaaketable cellular product or drug. The
conception of the translational research must nategthe parameter cost from the very
beginning. Indeed, specific directions made asyeasl|during the basic research phase of a
project could be critical for the final cost of theoduct.

The following scientific and clinical teams at thimiversity Hospital and Cancer Center in
Montpellier have declared their interest in jointhg IRB:

Cancers with the development of targeted therapies:
0 Multiple myelomafPr B. Klein and Pr JF Rossi (INSERM U1040)

o0 Immune systenwith the development of immunotherapy in cancetoinmune
diseases and infectious diseases.

o Allogenic transplantation in cancer patients wittuée myeloid leukemid@r M.
Villalba, Dr P. Ceballos and Dr N. Fegueux (CNRSMM).

o Detection of Rare Circulating Human Cells in canaed infectious diseasBr JP.
Vendrell (CHU Montpellier).

In vitro fertilization, embryology, pluripotent ste m cells, gamete generatiorwith the
obtaining of new pluripotent stem cell lines anc tanderstanding of the mechanisms
controlling their maintenance, differentiation irgametes as well the mechanisms involved
in in-vitro fertilization of oocytes. Pr S. Hamamahd Dr J. De Vos (INSERM U1040)

Regenerative medicine :



o Diabeteswith the graft of insulin producing cells or stewglls in patients with type 1
diabetes who are poorly controlled by insulin tneenit. Dr S. Dalle, Pr E. Renard, and
Dr A. Wotjuzyscin.

0 Hepatic failure with the repair of hepatic tissue with hepatic steits. Dr P. Maurel,
Dr M. Daujat, Pr P. Blanc and Pr F. Navarro (INSERW040).

IRB will eventually be able to host up to 8 researabjgets which will not be sufficient to
cover all fields in the mandatory depth necessarynternational competiveness. Some of the
outlined medical fields will have be developed algsof the IRBbut IRB will support these
teams and their development of biotherapy in otiMontpellier institutes through
collaboration and providing them open access to i&Bnical platforms (associated teams).
All IRB projects have to be managed by both a clam and a scientist.

3. Direction and organization

The Institute for Research in Biotherapy (IRB) associates the University Hospital of
Montpellier (CHU Montpellier), the INSERM and thenlversity Montpellier | (UM1).

3.1 Direction Comittee

The direction committe is the entity that definke tommon rules in terms of organization,
operation, hygiene and safety.

The direction Comittee is composed with :

- The Director of the Institute

- The General Secretary

- The managers of
o the INSERM fundamental research laboratories
o0 the hospital translational research laboratories
o the common technical platforms
0 the private companies.

The Steering Comitte is convened monthly by tived@or of the Institute.

3.2 Direction of the IRB

IRB director is Prof. Bernard Klein. IRB directos appointed by the Montpellier CHU

director after an international call for directevaluation of the candidates by an international

scientific committee, and agreement with the respmes of the 3 partner institutions.

The missions of IRB director are:

o To define the research and medical strategy of iRBgreement with the medical

priorities in Regenerative Medicine defined by INSERM, the Montpellier CHU,
the School of Medicine and the University Montpeli.

o0 To organize the call for proposals to recruit baswearch leaders (including young
group leaders, which will be recognized by the ersity and research agencies).



o To supervise the valorization of the research ptejeand conduct them to the
development of cell or biological drugs, in partaouthrough the biotech companies
which will be hosted at IRB.

o0 To develop her/his own research on the premiséseofenter.

o0 To develop the legal and biomedical support sw@ffthie IRB activities as well as its
internal and external communication, in particuldth the help of the Center for
Clinical Investigation in Biotherapy.

o To manage human, technical and financial resowtt® center.

3-3. Organisation

The organization and management of the IRB arefsgeevithin written regulations
proposed by the IRB director and approved by :

o The Director General of the University Hospitaldbntpellier (CHU Montpellier),
0 The President Director General of INSERM

o0 The President of University Montpellier 1 (UM1).

4.INSERM units, R&D CHU laboratories, technical plaforms

Figure : Map of the Research institute in biothgrapvailable in October 2007.

IRB comprises :



6 INSERM-University research laboratories (870 m2)making it possible to host 50
people The INSERM-University laboratories will includen iINSERM-University units
agreed by AERES, INSERM, the University in partsculNSERM-University unit U1040.

4 Research and Development laboratories of the Mopellier CHU (876 m2).

0 Laboratory of Monitoring of Novel Therapeutiéa particular the monitoring of
malignant plasma cells, the gene abnormalities, niv@mal residual disease with
setting up of the techniques of detection of raksdy Elispot, cytometry, real time
RT- PCR

o Stem Cell Laboratorwith the objective to import and generate new steth lines.
These stem cell lines will be provided to IRB team®rder to identify the essential
mediators controlling their proliferation and diéatiation toward tissue specific cells

o Laboratory of Detection of Rare Circulating Humasll€

o0 Biochemistry Laboratory - Regional Clinical ProtdomPlatform

o Transcriptome Microarray Core Faciliyith an Affymetrix DNA microarray platform

o Cytometry departmemnwith a MoFlo ASTRIOS high speed cell sorter and 3
cytometers

The missions of these laboratories are :

(@)

to do hospital biology for one third of their adctiv
o to develop translational research linked to IRBguts

o to open the high technology platforms to the Regiesearch teams and to be
integrated in national or European platform netwgork

o0 to perform biological analyzes for companies, ratpry agencies in order to get
additional funding.

A common technical plateau (658 ) with a launderette, a 100 people meeting and
teaching room, 2 TL3 laboratories, a large roomhwidmmon molecular and biochemistry
devices.

5. Private companies

IRB can host private companies in 5 laboratorig® @f).

Each company has an independent 1G0space with a secure access comprising a 0 m
conventional laboratory, a 20°fiL2 culture room, and offices.

These private companies have access to the coneunbnital platforms and meeting rooms.
IRB hosts in priority companies that will transldtetherapeutic use the processes set up in



IRB and patented by Montpellier CHU and its partn@&isese companies will get the large
funding necessary to develop therapeutic trials.

The companiescan also have access to the unit of Cellular ardeGTherapy (870
comprising a P3 laboratory for therapeutic use @usthss 10000 clean laboratories (374, m
as well as a large cryogenics room. This Cellufat @ene Therapy Unit has the devices for
cell purification and transformation for therapeutise and is agreed by the French drug
agency. The companies will also benefit from the@t€efor Clinical Investigation, and the
CHU and region biology and clinical departments.

6. Training

IRB is linked with the Montpellier school of Medicinthe Universities Montpellier | and the
University Montpellier 11.

IRB researchers supervise about 300 hour courseariaus fields of biotherapy, cell and
gene therapy and development. See courses anthgyain

o0 University Diploma “Cell and Gene therapy”, SchabdlMedicine. Responsibles: Pr
Klein, Dr De Vos and Pr Lebleu.

o Courses in “Biology of development. Stem cell aedl differentiation” of the master
2 “Control of cellular determinism”. University d¥lontpellier Il. Responsibles Pr
Dambly-Chaudiere and Pr Klein.

0 Medical training in Hematology of the Montpellierddical School

o0 General public talks on “cancer new therapies’regénerative medicine” per year.



7. Publications, patents and clinical trials
IRB has transparent rules to valuate fundamental ad clinical research development.

Every year, the 5-year team production is publisbedur website according to transparent
criteria: publications in peer-reviewed journals, particular impact factors, Hirsh factor,
patents, coordination of innovative clinical triafunding, and enterprise creation. This
transparent evaluation is mandatory for the institis to justify their investment into IRB.
The detailed publication and production list ofleéeam is available on the web site.

8. Contacts and Partners

IRB Director
Professeur Bernard KLEIN.
b-klein@chu-montpellier.fr or bernard.klein@inseim.

Institut de Recherche en Biothérapie

CHU Montpellier Hopital Saint-Eloi

80, av. Augustin Fliche.

34295 Montpellier Cedex 5

Tel. : (33)4 67 3301 90

Fax:(33)4 67 3301 13

Adresse de messagerie de I'.R.B. : irb@chu-moimpéi

General Secretary

M Gaétan BERTHAUD

Tel : (33)4 67 33 02 99
g-berthaud@chu-montpellier.fr

Quality Insurance Service
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CHU Partners :
- Unit for cell and Gene therapy.
Montpellier Partners :
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National Partners :

- Orpheme. Orpheme is a new pole for emerging pathologies aptian disease. >> See
website

- French Blood Center (EFS).EFS is one of the major French and European Biafye
institutes. IRB needs to develop strong collaboreti with EFS in order to reinforce us
mutually. This cooperation was already very frdiffr computerization of quality insurance
procedures in cell therapy. This will be one of mgjor objectives in the next 2 years. >> See
website

- Competitivity pole.

French government has created 68 competitivity gpolbich aim is to gather academic
research and companies in order to create newitegivand employment. Regenerative
medicine was recognized a one of the fourth pgiasftour region in the field of biology and
we are integrated in the Orpheme competitivity gbbg is driven by Sanofi-Aventis, a large
world pharmaceutical company.

- Canceropole Grand Sud Ouest.

Regarding cancer research, we are linked with TlmdpBordeaux and Limoges through the
canceropole Grand Sud Ouest supported by the Fi@aoher Institute. Prof. B. klein is one
of the three responsibles of the biotherapy fiefdtlus canceropole. >> See website

- Link with associations.

IRB is supported by the French association agaikBtopathy. >> See website



IRB teams is also supported by various associagtiongarticular the French League against
Cancer. >> See website

European Network :

Besides the funding of the team projects througtopean FP7 grants, IRB will be included
into a network of European institutes in order torpote a European force in the field of
regenerative medicine. In particular, we will ceead European school in regenerative
medicine.
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