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ACADEMIC DATA

2007 : Habilitation ~ la Direction des Recherches
Université de Nice-Sophia Antipolis (France)

1991-1996: Philosophi¥aDoctor in Molecular Biology
Universidad Auténoma de Madrid (Spain)

1989-1990:« Licence SpZciale en Analyse Toxicologique et Bromatologique E
Faculté de Médecine et Pharmacie, Université Libre de Bruxelles (Belgium)

1984-1989: Bachelor of Science degree in Pharmacy
Facultad de Farmacia, Universidad de Navarra (Spain)
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Spanish:  mother tongue
Basque:  fluent
English: fluent
French:  fluent

PROFESSIONAL DATA

RESEARCH

Experience:

Nov 2006_: Group Leader & Gene Silencing Platform Manager
CICbioGUNE (Derio, Spain)



Oct2001-Oct 2006: “Chargée de recherche de 1% classe” (CR1-CNRS): Tenure position

CNRS-UMR 6543 (Nice, France)
Prgject: « Hypoxia signalling cascade »

1998-2001: Post-doctoral Fellow

CNRS-UMR 6543 (Nice, France)
Project: « Molecular mechanisms of angiogenesis: HIF-1, Hypoxia Inducible Factor »
Director: Dr. Jacques Pouysségur

1996-1998: Post-doctoral Fellow

Laboratorio Glaxo-Wellcome-CSIC de Biolog’a Mo lecular y Celular (Madrid, Spain)
Project: « Role of the atypical PKC isoforms in apoptosis »
Director: Dr. Jorge Moscat

1991-1996: PhD student

Centro de Biolog’a Mo lecular CSevero Ochoak UAM, (Madrid, Spain)
Project: « Signal transduction pathway activated by the oncogen v-H-rasand PC-PLC »
Directar: Dr. Jorge Moscat

Publications:
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Benizri, E., Ginouves, A., Berra, E. (2007) “The magic of the hypoxia-signalling cascade” CMLS (in press)

Berra, E., Pouysségur, J. (2007) “The silencing approach of the hyoxia signalling cascade”
Methodsin Enzymology 435, 110-124

Trastour, C., Benizri, E., Ettore, F:, Ramaioli, A., Chamorey, E:, Pouysségur, J:, Berra, E. (2007) “HIF-
lalpha and CA IX staining in invasive breast carcinomas: Prognosis and treatment outcome” Int J
Cancer. 120, 1443-50

Cummins EP, Berra E, Comerford KM, Ginouves A, Fitzgerald KT, Seeballuck F, Godson C, Nielsen JE,
Moynagh P, Pouyssegur J, Taylor CT. (2006) “Prolyl hydroxylase-1 negatively regulates I{kappa}B
kinase-beta, giving insight into hypoxia-induced NF{kappa}B activity” Proc Natl Acad Sci U S A,
103:18154-59

Berra E, Ginouves A, Pouyssegur J. (2006) O The hypoxiainducible factor hydroxylases bring fresh air into
hypoxia signallingOEMBO Rep. 7, 41-5

Busca, R., Berra, E., Pouysségur, J., Ballotti, R. (2006) “Hypoxia-inducible factor 1! is a new target of
microphtalmia-associated transcription factor (MITF) in melanoma cells” Med Sci. 22, 10-3

Busca, R, Berra, E., Gagglioli, C., Khaled, M., Bille K., Marchetti, B., Thyss, R., Fitsialos, G., Larribere, L.,
Bertolotto, C., Virolle, T., Barbry, P., Pouysségur, J., Ponzio, G., Ballotti, R., (2005) “Hypoxia-inducible
factor 1! is a new target of microphtalmia-associated transcription factor (MITF) in melanoma cells” J.
Cell. Biol. 170,49-59

Formento, J.L., Berra, E., Ferrua, B., Magne, N., Simos, G., Brahimi-Horn, C., Pouysségur, J., Milano, G.
(2005) “Enzyme-Linked Immunosorbent Assay for Pharmacological Studies Targeting Hypoxia-
Inducible fatcor 1 alpha” Clin. Diagn. Lab. Immunol. 12, 6660-664
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« Destabilization of vascular endothelial growth factor mRNA by the zinc finger protein TIS11b »
Oncogene 23, 8673-80.
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Gerald, D., Berra, E., Frapart, Y.M., Chan, D.A., Giaccia, A.J., Mansuy, D., Pouysségur, J., Yaniv, M.,
Mechta-Grigoriou, F. (2004) «JunD reduces tumor angiogenesis by protecting cells from oxidative
stress » Cell 118, 781-94

Mazure, N.M., Brahimi-Horn, M.C., Berta, M.A., Benizri, E., Bilton, R.L., Dayan, F., Ginouves, A., Berra,
E., Pouyssségur, J. (2004) « HIF-1: master and commander of the hypoxic world, A pharmacological
approach to its regulation by siRNAs » Biochem. Pharmacol. 68, 971-980

Chauvet, C., Bois-Joyeux, B., Berra, E., Pouyssségur, J., Danan, J.L. (2004) « The gene encoding human
Retinoic acid receptor-related Orphan Receptor (ROR)alpha is a target for Hypoxia-Inducible Factor 1 »
Biochem. J. 384, 79-85

Onesto, C., Berra, E., Grepin, R., Pages, G. (2004) «Poly(A)-binding protein-interacting protein 2, a
strong regulator of vascular endothelial growth factor mRNA» J.Biol.Chem. 279, 34217-34226

Benizri, E., Berra, E., Pouysségur, J (2003) « L’angiogenese hypoxique : approches thérapeutiques en
cancérologie» Oncologie 5, 3333-335

Berra, E., Benizri, E., Ginouves, A., Volmat, V., Roux, D., Pouysségur, J. (2003) « HIF prolyl hydroxylase
2 is the key oxygen sensor setting low steady-state levels of HIF-1alpha in normoxia » EMBO J. 22, 4082-
4090

Grosfeld, A., André, ].,, Hauguel-de-Mouzon, S., Berra, E, Pouysségur, J., Guerre-Milo, M. (2002)
« Hypoxia Inducible Factor HIF-1 transactivates the human leptin gene promoter » J. Biol. Chem. 277,
42953-42957

Brahimi-Horn, C., Berra, E., Pouysségur, J. (2001) «Hypoxia: the tumor's gateway to progression along
the angiogenic pathway » Trends Cell Biol.11, 32-36

Legros, L., Milanini, J., Berra, E., Pages, G. (2001) « Peut-on parler d’angiogenese en hématologie ? »
Hematologie 7, 38-44

Berra, E., Roux, D., Richard, D.E., Pouysségur, J. (2001) «Hypoxia-Inducible Factor-1 ! (HIF-1! ) escapes
0,-driven proteasomal degradation irrespectively of its subcellular localization » EMBO reports 2, 615-
620

Berra, E., Richard, D.E., Gothié, E., Pouysségur, J. (2001) «HIF-1-dependent transcriptional activity is
required for oxygen-dependent degradation» FEBS Lett. 491, 85-90

Berra, E, Pages, G., Pouysségur, J. (2000) « MAP kinases and hypoxia in the control of VEGF
expression » Cancer & Metastasis Rev. 19, 139-145

Berra, E., Milanini, J., Richard, D.E., Le Gall, M., Vinals, F., Gothié, E., Roux, D., Pages, G., Pouysségur,
J.(2000) « Signaling angiogenesis via p42/p44 MAP kinases and hypoxia » Biochem. Pharm. 15, 1171-
1178
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angiogenesis via p42/p44 MAP kinase cascade» Ann. N.Y.Acad. Sci. 902, 187-200

Pages, G., Berra, E., Milanini, J., Levy, A.P., Pouysségur, J. (2000) « Stress-activated protein kinases (c-Jun
N terminal kinase and p38/HOG) are essential for VEGF mRNA stability» J. Biol. Chem 275, 26484-
26491

Richard, D.E., Berra, E., Pouysségur, J. (2000) « Non-hypoxic pathway mediates the induction of hypoxia
inducible factor 1 alpha (HIF-1! ) in vascular smooth muscle cells » J. Biol. Chem. 275, 26765-26771
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Gothié, E., Richard, D.E, Berra, E., Pages, G, Pouysségur, J. (2000) «Identification of alternative spliced
variants of human Hypoxia-Inducible-Factor-1 alpha (HIF-1! )» J.Biol .Chem.275, 6922-6927

Richard, D. E., Berra, E., Pouysségur, J. (1999) «Angiogenesis, how a tumor adapts to hypoxia» (mini-
review) Biochem. Biophys. Res. Commun 266,718-722

Richard, D.E., Berra, E, Gothié, E., Roux, D. Pouysségur, J. (1999) «p42/p44 MAP kinases
phosphorylate hypoxia inducible factor 1 alpha (HIF-1! ) and enhance the transcriptional activity of HIF-
1» J.Biol.Chem. 274, 32631-32638

Berra, E., Diaz-Meco, M.T., Moscat, J. (1998) "The activation of p38 and apoptosis by inhibition of Erk is
antagonized by the phosphoinositide 3-kinase/ Akt pathway” J. Biol. Chem. 273, 10792-10797

Berra, E., Municio, M.M., Sanz, L., Frutos, S., Diaz-Meco, M.T., Moscat, J. (1997) "Positioning the Atypical
protein Kinase C Isoforms in the UV-Induced Apoptotic Signaling Cascade” Mol.Cell.Biol. 17, 4346-4354

Berra, E., Diaz-Meco, M.T., Lozano, J., Frutos, S., Municio, M.M., Sdnchez, P., Sanz, L. Moscat, J. (1995)
"Evidence for a Role of MEK and MAPK During Signal Transduction by Protein Kinase C"" EMBO J. 14,
6157-6163

Diaz-Meco, M.T., Lozano, J., Municio, M.M., Berra, E., Frutos, S., Sanz, L., Moscat, J. (1994) "Evidence for
the in vitroand in vivoInteraction of Ras with Protein Kinase C "" J. Biol. Chem. 269, 31706-31710

Lozano, J., Berra, E., Municio, M.M., Diaz-Meco, M.T., Dominguez, L., Sanz, L., Moscat, J. (1994) "Protein
Kinase C " Isoform is Critical for #B-dependent Promoter Activation by Sphingomyelinase" J.Biol.Chem.
269, 19200-19202

Diaz-Meco, M.T., Dominguez, 1., Sanz, L., Dent, P., Lozano, J., Municio, M.M., Berra, E., Hay, R.T,,
Sturgill, T.W., Moscat, J. (1994) "' PKC Induces Phosphorylation and Inactivation of I#B-! in vitro' EMBO
J13, 2842-2848

Sanz, L., Berra, E., Municio, M.M., Dominguez,l., Lozano, J., Johansen,T., Moscat, J., Diaz-Meco, M.T.
(1994) " PKC Plays a Critical Role during Stromelysin Promoter Activation by Platelet-Derived Growth
Factor through a Novel Palindromic Element" J. Biol. Chem. 269, 10044-10049

Berra, E., Diaz-Meco, M.T., Dominguez, I., Municio, M.M., Sanz, L., Lozano, J., Chapkin, R.S., Moscat, J.
(1993) "Protein Kinase C " Isoform is Critical for Mitogenic Signal Transduction” Cell 74, 555-563

Diaz-Meco, M.T., Berra, E., Municio, M.M.,, Sanz, L., Lozano, J., Dominguez, I., Diaz-Golpe, V., Lain de
Lera, M.T., Alcami, J., Payd, C.V., Arenzana, F., Virelizier, ].L., Moscat, J. (1993) "A Dominant Negative
Protein Kinase C " Subspecies Blocks NF-#B Activation" Mol. Cell. Biol. 13, 4770-4775

Dominguez, 1., Dfaz-Meco, M.T., Municio, M.M., Berra, E., Garcia de Herreros, A., Cornet, M.E., Sanz,
L., Moscat, J. (1992) "Evidence for a Role of Protein Kinase C " Subspecies in Maturation of Xenopus
laevis Oocytes" Mol. Cell. Biol. 12, 3776-3783

Diaz-Meco, M.T., Dominguez, 1., Sanz, L., Municio, M.M,, Berra, E., Cornet, M.E., Garcia de Herreros, A.,
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Invited speaker:

2007:

2006:

2005:

2004:

2003:

2002:

2001:

1999:

1997:

1995:

« ¢ siHIF o siPHD como terapia antitumoral ? » Societat Catalana de Bidogia (Barcelona, Spain)
« Cascada de sefalizacion activada or hipoxia » XXX Congresodela SEBBM (Mélaga, Spain)

« HIF : homeostasis de oxigeno y cancer » Societat Catalanade Biologia (Barcelona, Spain)

« Hypoxia and cancer » CICbioGUNE (Derio, Spain)

« Hypoxie et cancer » Institut Gustave Roussy IGR U 487 (Villejuif, France)

« Hypoxia and cancer » WYrzburg University (Germany)

« Hypoxia and cancer » CIMA (Pamplona, Spain)

« Signalisation hypoxique et cancer » 8™ Cadloque sur la Palitique de Recherche; La Ligue Contre le Cancer
(Dijon, France)

« Hypoxia signalling : Hypoxia Inducible Factor-1 (HIF-1) » Servicio de Imunologia, Hospital de la
Princesa, Universidad AutonomadeMadrid (Madrid, Spain)

« HIF-1! is a new target of Microphtalmia Associated Transcription Factor (MITF) in melanoma cells »
Edinger Institute Retreat (Miillheim, Germany)

« RNA interference : application to the study of HIF-1 (Hypoxia-Inducible Factor) » EPI02-15 FacultZde
M Zecine (Nice, France)

« Angiogenese tumorale et hypoxie : Hypoxia Inducible Factor (HIF-1) » FacultZ de M Zdecine (Nice,
France)

« Angiogenese tumorale et hypoxie : Hypoxia Inducible Factor (HIF-1) » CNRS-FRE 2721(Villefranche
sur mer, France)

« Angiogenese tumorale et hypoxie : Hypoxia Inducible Factor (HIF-1)» Institut de Pharmacologie
Mo Zulaireet Celulaire|PM C (Sophia-Antipolis, France)

« Tmour angiogenesis and hypoxia: Hypoxia Inducible Factor (HIF-1)» Universidad de Barcdona
(Barcelona, Spain)

« Signalling Tumor Angiogenesis by Hypoxia» 12" Internationa AEK Cancer Congress (Wiirzburg,
Germany)

« Régulation de HIF-1 (Hypoxia Inducible Factor-1) par hydroxylation: approche d’interférence par
RNAIi » GroupeFournier (Dijon, France)

«RNAi mediated HIF-Hydroxylase knock-down: biological consequences » Hypoxia and tumuor
resistance: How toimprove cancer treatment (Nice, France)

«MAP Kinases and Hypoxia in the control of angiogenesis » 2" European Megting on Vascular Biology
and M edecine (Ulm, Germany)

« HIE-1! et le stress hypoxique » Neurotech SA. (Evry, France)
«"PKC and cell signalling» Oxford University (Oxford, United Kingdom)

« Mitogenic signal transduction through PKC"» Centrede Biochimie; CNRS-UM R 6543 (Nice, France)

Communications to congresses and meetings:

2007:

Pérez, E., Barrio, R., Sutherland, J., and Berra, E. “ The Gene Silencing Platform at CICbioGUNE: a new
powerful research tool” High Content Analysis Spain 2007 (Madrid, Spain)

Aguilar-Quesada R, Lépez-Rodriguez M, Peralta-Leal A, Rodriguez-Vargas JM, Berra E* and Oliver
FJ* (*equal contribution) “Impact of PARP-1 on HIF pathway: differential regulation of HIF-1! and
HIF-2! “ Oncogenes and human cancer (Madrid, Spain)



2006: Ginouves, A., Pouysségur, J., and Berra, E. “Hypoxia signalling by prolyl hydroxylation” Keystone
Sympoasia CHypOX|aand Development, Physidogy and DiseaseO(Beckenridge; Colorado, USA)
Ginouves, A., Pouysségur, J., and Berra, E. “Chronic Hypoxia Signalling by prolyl hydroxylation” 6™
Interdisci plinary Euroconference on Angiogenesis (Mandelieu, France)

2005: Ginouves, A., Pouysségur, J., and Berra, E. « Molecular mechanisms in the control of PHD2 » 5t
Interdisciplinary Euroconference on Angiogenesis (Sitges, Spain)

2004: Ginouves, A., Pouysségur, J., and Berra, E. « The 3 HIF-Prolyl Hydroxylases (PHD1-3) contribute to
HIF-1! instability during prolonged hypoxia » European Life Scientist Organization ,ELSO (Nice,
France)
Ginouves, A., Benizri, E.,, Roux, D., Volmat, V., Pouysségur, J., and Berra, E. “Signaling HIF-1!
instability by prolyl hydroxylation” 4" Interdisciplinary Euroconference on Angiogenesis (Helsinki,
Finland)
Berra, E., Benizri, E., Ginouves, A., Roux, D., and Pouysségur, ]. « Signaling instability of HIF-1! »
Keystone Sympoaa_ CBidogy of Hypoxia: The role of oxygen sensing in development, normal function and
diseaseO(Steamboat Spring; Colorado, USA)

2002: Berra, E., Benizri, E., Roux, D., Volmat, V., and Pouysségur, J. “HIF Prolyl-Hydroxylase 2 (PHD2) is
the key oxygen sensor targeting HIF-1! to the proteasome via an auto-regulatory mechanism” 1*
International Conference on HypoxiaHIF mediated responses in tumor biology (Manchester, United
Kingdom)

Berra, E., Benizri, E.,, Roux, D., Volmat, V., and Pouysségur, J. “siRNA approach to identify the key
prolyl-hydroxylase controlling HIF-1! degradation” European Life Scientist Organization (ELSO)
(Nice, France)

Berra, E., Benizri, E.,, Roux, D, Volmat, V., and Pouysségur, J. “ A single isoform of prolyl-
hydroxylases controls in vivo HIF-1! degradation. Approach by siRNA” Angiogenesis. basic
mechanisms and therapeutic implications (Ascona, Switzerland)

2001: Berra, E., Pages, G., and Pouysségur, J. “Hypoxia Inducible Factor-1! directly regulates VEGF mRNA
stability” 1% Interdisciplinary Euroconference on Angiogenesis (Paris, France)

2000: Berra, E., Richard, D.E., Gothié, E., Roux, D., Pouysségur, J. « HIF-1! degradation rate is not influenced
by its cellular location but is under the control of HIF-1 transcriptional activity » Hypoxia and its
Rolein Angiogenesis (Ascona, Switzerland)

1999: Berra, E., Richard, D.E., Gothié, E., and Pouysségur, J «Degradation of HIF-1! depends on the
trancriptional activity of HIF-1» Angiogenesis and tumours (Paris, France)
Berra, E., Richard, D.E., Gothié, E., and Pouysségur, J «Degradation of HIF-1! depends on the
trancriptional activity of HIF-1» 26" Meeting of the Federation of European Biochemical Societies (FEBS)
(Niza, France)
Berra, E., Richard, D.E., Gothié, E., and Pouysségur, ] «La dégradation de HIF-1! dépend de l'activité
transcriptionelle de HIF-1» 4™ RAinion du RZseau Franeais d@ngiogensse (Lille, France)

1995: Sanz, L., Berra, E., Moscat, J., and Diaz-Meco, M.T., «Molecular characterisation of a novel

transcription factor that controls stromelysin expression» (1995) 11" Annua Megting on Oncogenes
(Frederick, USA)

1993: Berra, E,, Municio, M.M., Sanz, L., Diaz-Meco, M.T., Lozano, ], Dominguez, 1., J.,, Moscat, ]
«Dominante negativo de "PKC bloquea la activacién de NF-#B» XVIII Congreso de la Sociedad
Espa—dade Biogu'mica(San Sebastidn, Spain)

Berra, E., Municio, M.M., Sanz, L., Diaz-Meco, M.T., Dominguez, 1., Lozano, J., J.,, Chapkin, R.S.,
Moscat, ] «"PKC es una etapa critica en la transmisién de sefiales mitogénicas » XVIII Congresodela
Sociedad Espa—odla de Biogu'mica (San Sebastian, Spain)



MENTOR/SUPERVISOR

PhDs:
2002-2007 : Emmanuel BENIZRI (MD)
« HIF1! : le poumon du cancer »

Université de Nice-Sophia Antipolis (France)
11th December 2007

2003-2007 : Amandine GINOUVES
« Les HIF-Prolyl Hydroxlses, un second soufflé pour la vie?»

Université de Nice-Sophia Antipolis (France)
4th September 2007

Doctoral thesis examination board:
¥ Sébastien Le JAN (2006; Université Pierre et Marie Curie- Paris 6, France)
¥  Christian GROSS (2006; Université Louis Pasteur- Strasbourg, France)
¥ Ludovic WAECKEL (2007; Université Denis Diderot- Paris 7, France)

DEA (Diplome d'Etudes Approfondies de Biology et Physiologie Cellulaire):

1999-2000: Georges MAIRE

Project: Hypoxic regulation of HIF1! : role of the von Hippel-Lindau protein
2001-2002: Emmanuel BENIZRI

Prgect: HIF and cancer
2002-2003: Amandine GINOUVES

Project: The oxygen sensor PHD2: study of its function and regulation

2003-2004: Cynthia TRASTOUR

Prgect: Hypoxia signalling and cancer

Summer training students:
1999: Séverine LE BRAS (Université de Nice Sophia-Antipolis, France)
2000:Lionel LARRIBERE /Mathieu MARELLLA(U.Nice Sophia-Antipolis, France)
2001: Helena PATDASSI (Ecole Normale Supérieure de Lyon, France)
2002: Pauline MARIA (Ecole Normale Supérieure de Cachan, France)
2003: Elisa GOMEZ (Ecole Normale Supérieure de Ulm, France)
2005: Beatriz MARTINEZ-POVEDA (Universidad de Malaga, Spain)
2006: Rocio AGUILAR-QUESADA (Universidad de Granada, Spain)
2007: Oihana OLASOLO (Univesidad de Pais Vasco UPV-EHU, Spain)

Technical staff:
2002-2004: Amélie Dénouel
2004-2006: Karine Ilc
2006 (Nov.) - Encarni Pérez
2007 (Oct.) - Nuria Macias

TEACHING EXPERIENCE

Doctoral courses:
¥ RNA interference: a Basic research tool for gene silencing (2005)
InterDEC PhD Program: Developmental and cellular biology (Nice, France)

DEA courses:
¥ Interferénce a ARN: mécanismes et applications (2002-2005)
DEA de Biologie et Physiologie Cellulaire, U. Nice Sophia-Antipolis (France)



¥ “RNAL principes et applications” (2002, 2003)
DEA de Différentaiation, Génétique et Inmunologie,
Ecole Normale Supérieure de Lyon (France)
¥ “Stress hypoxique et angiogenese” (2000-2002)
DEA de Biologie et Physiologie Cellulaire, U. de Nice-Sophia Antipolis (France)

DESS (Dipl "ne d@tudes SupZrieures SpZcialisZes) courses:
¥  “RNAI: Principes et applications” (2002)
DESS de Technologie et projets en Génie Biochimique,
Université de Dijon (France)

Training courses (Atelier INSERM):

¥  “L’interférence ARN: un outil pour I’étude de la fonction génique chez le mammifere” (2002-2005)
CEA/INSTN (Saclay,France)

HONOURS AND ADWARDS

2007 : Fundacién Renal « Ifiigo Alvarez de Toledo» Prize

2002 : « Dr Joseph Amalrich » Prize: Award from Ligue Nationale Francaise Contre le Cancer
1999-2000: Postdoctoral Fellowship from «Human Frontiers Science Program» (HFSP)

1998-1999: Postdoctoral Fellowship from «European Molecular Biology Organization» (EMBO)
1996-1997: Postdoctoral Fellowship from «Severo Ochoa» Foundation

1991-1995: Postgraduate Fellowship “Formacién de Investigadores” from Basque Governement
1991: Award from Asoiacién Espafiola de la Lucha contra el Cancer

1989-1990: Postgraduate Fellowship from the Spanish Education and Science Ministry

OTHERS

Qualified for animal experimentation (level 1: care and use of animals)
Course of « Communication & Management »
Qualified to work in a L2 /L3 laboratory

Co-scientific manager of the animal facilities at the CNRS-UMR 6543
Representative of Dr. J: Pouysségur’s team within the “Comittee of Animal Experimentation”

w K K K K

Reviewer (American Journal of Physiology, Biochemical Biophysical Research Communication,
Carcinogenesis, Cell Death & Differentiation, EMBO Journal, FASEB, FEBS letters, Genes &
Development, Journal of Biological Chemistry, Molecular and Cellular Biology)

BEF

Derio, December 13" 2007



