CURRICULUM VITAE asof March 2006

Name: Laurence ZITVOGEL

Education :
1981 B.A University Pierre et Marie Curie, Pitié Salpétriére Faculty
1987 M.D Pitié Salpétriere Medical School, Paris 13

1992 M.D Thesis St Louis Hospital, Paris 10

Post doctora Training :

Internship and Residencies:

1984-1985 : Intern in Medicine, Pitié Salpétriere Hospital, Paris V
1985-1986 : Junior Assistant Resident, Neurology and Internal Medicine, Pitié Sal pétriére Hospital
1986-1987 : Senior Assistant resident , Internal Medicine, Surgery, Pitié Salpétriére Hospital

Clinical and Research Fellowships:

1987-1988 : Clinical Fellow in Emergency Care Unit, Internal Medicine, University West Paris
1988-1989 : Clinical Fellow in Surgery, and Internal Medicine, University ParisV, VII, X1 Hospitals,

Paris

1989-1990 : Clinical Fellow in Haematology, Paris V1, XI Hospitals, Paris

1990-1991 : Research Fellow, Division of Tumor Immunology, Institut Curie, Paris

1991-1992 : Clinical Fellow in Oncology, Paris VI, V11, XI Hospitals, Paris

1992-1995 : Research Associate, University of Pittsburgh, Biomedical Science Tower, Departement of
Molecular and Cellular Biology (MT Lotze' slab.)

1995-1997 : Clinical Assistant Professor, Trandational Immunotherapy Unit, Institut Gustave Roussy,
Villguif

1997-2006: Attending in the clinic, Consulting, Breast Cancer Department, IGR, Villgjuif

Licensure and Certification :

1981 :
1987 :
1992 :
1995
1997 :
1998 :
2003:

Pitié Salpétriere Medical School License

French Board of Internal Medicine

French Board of Medical Oncology, subspecialty : Immunology

American Certificate of Research in Immunology, Pittsburgh

Faculty Clinical Certificate of Kremlin Bicétre, subspecialty : Medical Oncology
Research Habilitation, Kremlin Bicétre Faculty

Full Professor in Immunology, Biology, Kremlin Bicétre Faculty, University Paris XI

Academic Appointments :

1992-1995 : Instructor in Medical Oncology, University Paris VI
1995-2003 : Assistant Professor of Medical Oncology, University Paris XI
2003-2006: Full Professor, Biological Immunology, University Paris XI



Hospital Appointments:

1992-1995 : Junior Associate in Immunotherapy, MT Lotze's Immunotheray Unit, Pittsburgh Cancer
Ingtitute, Pennsylvania, USA

1995-1997 : Assistant Physician, Translational Immunotherapy Unit, Institut Gustave Roussy, Villguif
1997-2003 : Associate Physician, Breast Cancer Department, Institut Gustave Roussy, Villgjuif
2003-2006: Associate Professor of Immunology, Dept of Clinical Biology and Attending in Breast
Cancer Department IGR, Villguif and Affiliate Medical Staff in Melanoma and Immunotherapy Unit as
well as Cdll Therapy Unit , IGR.

Research Appointments :

1998 : Habilitation to direct Research

2002: Head of INSERM Unit, Methodological and Trandlational Innovative Research. Title of
ERMO0208 INSERM : « Role of dendritic cells and their exosomes in the regulation of lymphocyte
effector functions ».

2002: Funding support by LIGUE LABELISEE CONTRE LE CANCER 1

2004: Director of the Center of Clinical Investigationsin Biotherapies IGR/Curie

2005: Director of U805 INSERM

2005-2008: Funding support by LIGUE LABELISEE CONTRE LE CANCER 2

Awards and Honors :

1981: Bachelor, high grade score

1991: Degree of Medical Statistics, with specific score.

1992: Gold Medal, Internal medicine

1992:  Selection for The Scientific and Medical Vocation by Fondation Bleustein

Blanchet

1994: Presidential Award at the 9th meeting of the Society for Biologica Therapy, Napa Valley,
Cdlifornia

1995: Merit Award, American Society of Clinical Oncology, Los
Angeles

1995:  PhD defense with Congratulations and specific honors

1996: PRICE of caritative Ligue Francaise Contrele Cancer, Haute Loire
1999: PRICE of Chancellerie, Gustave Roussy, Sorbonne, Paris

2000: PRICE of the Academy of Medicine

2004: PRICE Charles OBERLING of the Academy of Medicine

Major Committee Assignments :
National and Regional :
1996-2002 : Club Francophone of Dendritic Cells
2001- : Expert in Committee of INSERM (French Research Institute for Health)
1997- : Scientific Committee of Ministery of Health
2001-2009 : Comittee of Fondation de France

2003- 2004 : Partner in INSERM Committee
2006-2009: Member of the comitee for Fondation pour la Recherche Médicale

International :

1997 : EORTC, New Treatment Committee
2004: The Oncologist, review Board

Memberships in Professional Societies:

1995:  American Society of Clinical Oncology
1995:  American Association of Immunologists



1996: American Association for Cancer Research
1996: European Society of Medical Oncology

Major Research Interests:

31
32.
33.
34.
35.
36.
37.

Immunotherapy of cancer

Immunobiology and dendritic cells (DC, IKDC)

Immunobiology of exosomes

Functional characterization of NK cells

Antitumor immunity in mouse models

Effector mechanisms of allogeneic bone marrow transplantation

New prognosis factors in breast cancer (TLR3, TLR4, chemokines): immunogenetics

Current Research Funding Information :

1996, 1998, 2002 : Association for Cancer Research (France) : DC and exosomes in tumor immunity.
2000 : Transfusion and Research Society
Bone Marrow Transplantation Society for the Role of NK cellsin allogeneic
transplantation.

1998, 2000 : LIGUE Francaise contre le Cancer. Role of NK and NKT cells in antitumor immune
responses.
1999-2001 : Private Biotechnology Company : APCells, Anosys on the work on exosomes and

exosome based-clinical trial (Phasel)
1998-2000 : Contract with Aventis for adenoviral vector based-clinical trials

2001-2005 : EC QoL-2001-00093 (5" EC programm project grant) on the role of exosomes asa
potent cancer vaccine.

2002-2005 : INSERM funding : research on the biology of dendritic cells, NK cells and tumor
immunity.

2002-2005 : French Ministery of Health (National PHRC) : Second Phase | clinical trial with

exosomes in melanoma

2002-2005 : Label of the ERM 0208 INSERM from the LI GUE Francaise contre le Cancer for
resear ch on the biology of dendritic cells, NK cellsand tumor immunity.

2000-2001 : Salary for apost doc by the Ministery of Foreign Affairs (Y oshi Ikarashi)

2001-2002 : Salary for a post doc by the Ministery of Foreign Affairs (Rumiko Mikami)

2001-2002 : Salary for apost doc. Position « Foreign fellows ARC » (Koji Maruyama)

2002-2003 : Salary for a post doc. Position « Wellcoming Position INSERM » (Julien Taieb)

2002-2003 : Salary for apost doc. Position « Green Position INSERM » (Koji Maruyama)

2004-2008: Contractant in the 6™ EC framework program “ALLOSTEM” coordinated by A.
Madrigual

2004-2008: Contractant in the 6" EC framework program “DC THERA” coordinated by J. Austyn

2004-2006: Grant allocated by NOVARTIS on the immunomonitoring of GIST patients treated
with Gleevec

2004-2006: Grant allocated by ABSciences on the immunomonitoring of cancer patients treated
with AB1010

1-0 Grant INCa on Regulation of functions of regulatory T cells (D. Klatzmann, coordinator)

2-0 Grant INCaon Immunogenicity of apoptosisin cancer (S. Amigorena, coordinator)
3-0 Grant INCaon NKp30 polymorphism in GIST tumors

1-0 Grant INCaon Phase [1/111 randomized trial using autologous exosomes in non operable lung
cancer patients (Stage I11b/1V)

2-0 Private Donation (Mrs Badinter): Phase 11/111 randomized trial using autologous exosomesin
non operable lung cancer patients (Stage I11b/IV)

2006-2009 : Renewal Labeling by LIGUE Francaise contrele Cancer for research on the

biology of dendritic cells, NK cells, IKDC and tumor immunity.
2006-2010: Renewal Labeling INSERM as U805
2005-2008: Center of Clinical Investigation (15 000 eur 0s)

Consulting

APCells/Anosys: Scientific Advisory Board



Céll Therapy Unit Pr Klatzmann and Pr Lemoine

Cell Therapy Unit Pr M. Adams, Cardiff

Guava Cie (phone expert)

NanoDimension AG (Zurich, site visit and review of files)

Reviewer

Ad Hoc Reviewer Nature Medicine

Ad Hoc Reviewer Nature Biotechnology

Ad Hoc Reviewer Journal of Immunology

Ad Hoc Reviewer Journal of Immunotherapy

Ad Hoc Reviewer Cancer Research

Ad Hoc Reviewer International Journal of Cancer
Ad Hoc Reviewer Human Gene Therapy

Ad Hoc Reviewer Journal of Hepatology

Ad Hoc Reviewer Leukemia

Ad Hoc Reviewer Eur. Cytokine Network

Ad Hoc Reviewer Journal of Experimental Medecine
Ad Hoc Reviewer J. Leukocyte Biology

Ad Hoc Reviewer Gene Therapy

Patents :

1998 : IGR/INSERM/CNRS/CURIE: exosomes as a novel way to sensitize dendritic cells for
vaccines, Filing N° 98 01437, 1998

1999 : IGR: Activation of NK cells by dendritic cells, filing N° 98 02558, 1999
2001: IGR: Immunogenic vesiclesin biological fluids, filing N° 0110179 on 07/2001
2002 : IGR: Targeted Inhibition of tyrosine kinases in immunomodulation, filing N° 02 11545 on
09/02: PCT patent application is WO04026311 (publication date : 2004-04-01).
Teaching Experience :

1995-1999 : Instructor, Oncolmmunology course, Medical Faculty
1999-2003 : DEA, PhD Thesis, University Degrees, DESS, DESC, European Schools...

University Degrees
Dipldéme universitaire de Thérapie Cellulaire de C. Dosquet/JP Marolleau, Hopital St Louis. Méthode
d'obtention des cellules dendritiques: application dans I'immunité adoptive tumorale.

DU Immunologie IGR:._ Cellules présentatrices dantigenes. des bases précliniques aux applications
thérapeutiques. Pr T. Tursz,

D.U Pharmacologie Clinique,_Pr Marty et Pr Calvo, Fac. Lariboisiére, cours annuel sur les "Biothérapeutiques
innovantes vaccinales'

D.U "Thérapeutiques Immunologiques' organise par Hervé Fridman et M. Kazatchkine
D.U Cancérologie F. Goldvasseur et Pr Misset, Paul Brousse
D.U "Thérapeutiques Immunologiques' organisé par Hervé Fridman et M. Kazatchkine

D.U Cancérologie F. Goldvasseur et Pr Misset, Paul Brousse



DESC
Oncologie Médicale IGR : Présentation de I'Antigene et conception de vaccins antitumoraux: thérapie génique
utilisant des cytokines régulatrices et cellules dendritiques pulsées.

DEA

-Immunologie : DEA "Bases Génétiques et Moléculaires du systéme immunitaire normal et pathologique”
Hopital Necker. Pr JF BACH. Université Paris V. Immunothérapie des cancers: cytokines et antigenes de
tumeurs.

-Biotechnologie Pr Beuzard : Université Paris VI, Immunothérapie des tumeurs par cellules dendritiques.
Introduction au FIt3L.

-Relation Hote Greffon Pr Hervé et Riffle :_en transplantation d'organes et greffe de tissus. Hépital du Bocage,
Dijon. Méthode d'obtention des cellules dendritiques: application dans I'immunité adoptive tumorale.

-Cancérologie Pr Tursz
-Bases Fondamentales d’ Oncogénése Pr Sigaux
-DEA d'Endocrinologie, Anne Mantel, Kremlin Bicétre

Certificates
Certificat d'Oncologie Médicale, Pr Marty, Option Immunologie, Faculté Lariboisiére. Immunothérapie des
tumeurs par cellules dendritiques. Introduction au FIt3L.

Masters LMD
Immunologie Paris X Pr Galanaud
ParisV, VI, VII Dr Fridman/Sautés

Maitrise de Biochimie,Jussieu, Paris VII, module d'lmmunologie:
IL-12, signaux de costimulation lymphocytaires, et cellules dendritiques. vers des vaccins antitumoraux
capables d'amdliorer le priming.

Maitrise de Sciences Biologiques et Humaines, Pr Misset, Paul Brousse, |mmunité antitumorale
IFSBM, IGR, Dr Miglierina

European Societies

Hematology

Oncology
Dermatology

Séminaires d'lmmunoder matologie, Lyon, Dr JF Nicolas

Séminaires de formation en Immunothérapie, Dr Mayordomo et Dr Tres, Zaragosa, Espagne
Cours d'Immunodermatologie Viennois, ESDR Jan deVries a Montpellier en 1999

Cours d'Immunologie d' Amsterdam

Ateliers de formation INSERM
Thérapie Cellulaire et génique (2002, La Roche Posay)

EPHE JF Jeannin
Journées de formation francophones d’immunologie et immunothérapies des cancers
Dijon

Post Doctoral teaching
Médecins généralistes, Longjumeau : Thérapie Génique en 1996. Des vecteurs, des génes, des études
précliniques et des essais cliniques.




Director of PhD defenses: Nadine Fernandez 1998, Paris
Joseph Wolfers, I'An 2000, Paris
Anne Lozier, 2001, Paris
Miriam Merad, 2001, Paris
Nathalie Chaput (Thesis of Pharmacy) 2004, Paris
Magali TERME 2004
Nathalie CHAPUT (Thesis of Research Sciences, PhD) 2004
Christophe BORG 2005
Noel Schartz 2005
Fabrice ANDRE 2005
Francois GHIRINGHELLI, 2005
EPHE: Caroline Flament 2004

Reports of PhD defenses: Carole Masurier 1998, Paris
Bernard Bonnotte, 1998, Dijon
Frédéric Geissmann, 1999, Paris
Nathalie Fournier, 2000, Lyon
Héléne Vincent Schneider, 2001, Paris
Jean Sebastien Blanchet, 2001, Toulouse
Frédéric Bérard, 2002, Lyon
Vassili Soumelis, 2003, Necker
Nicolas Larmonier, 2004, Dijon
Karine Laulagnier, 2004, Toulouse
Sophie Paczesny, Paris, 2005
Elise Lavergne, Paris, 2005
Aurélie Trenado, Paris, 2005
Sonia FEAU, 2004, Toulouse
Nathalie JONCKER, 2005, Curie
Benjamin Besse, IGR, Bicétre, 2005

Reports of Habilitation to direct research (HDR) :
Sarah Boudaly, Paris, 2004
José Cohen, Pitié Salpétriére,2004, CERVI, Labo. D. Klatzmann
Guy Gorochov, Pitié Salpétriere, 2003, Labo. Dr Debré
Jean-Charles Soria, IGR, 2005
Christophe Caux, Lyon Sud, 2003
Nathalie BLIN, 2005, Curie
Frédéric GEISSMAN, 2005, Necker
Jacques Zimmer, Mai 2006, Strasbourg
Franck Pages, HEGP Paris, Mai 2006
Vassili Soumelis, Curie, Paris, 2006

Clinical and Hospital Service Responsabilities

1994-1995 : Assistant to the P.I| MT Lotze : Phase | Gene Therapy using recombinant autologosu
fibroblasts encoding I1L-12 in metastatic cancer. University of Pittsburgh and Pittsburgh Cancer
Ingtitute.

1995 Co-PI : Phase Il of vaccination of metastatic melanomawith direct intralesional injection of GM-
CSF

1997-2000 : Co-PI Adenoviral gene therapy encoding B Galactosidase in unresectable lung cancers
1996-2003 : collaboration on the multicentric trials of the Ludwig Institute using tumor peptides for
metastatic melanoma

1999-2001 : participation in the dendritic cell clinical trials (Pl Biotech IDM, France)

2000-2002 : Co-PI for the first Phase | based on exosome immunization in metastatic melanoma
2005-2008: Co-PI for the Phase 11/111 trial: vaccination of stage I11b/1V NSCLC patienst by autologosu
dendritic cell derived-exosomes

2005-2007: Co-PI for the first Phase | trail combining Gleevec and IL-2 in ovarian cancer resistant to
CDDP, to GIST resistant to STI1571, to hepatocarcinoma (collaboration with Novartis Pharmain
negociation)



Investigational New Drug Applications, FDA and French Regulatory Affairs

1993-1994 : MT Lotze, Pittsburgh. Phase | gene therapy trial.
1999-2000 : with Anosys Inc. FDA and ASSFAPS Exosome based vaccination
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