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	INSTITUTION AND LOCATION
	DEGREE

(if applicable)
	YEAR(s)
	FIELD OF STUDY

	University of Buenos Aires, (UBA) Argentina
	MD
	1982
	Medicine

	University of Buenos Aires, Argentina
	PhD
	1984
	Neuropharmacology

	The Johns Hopkins University Sch. of Medicine   
	Post-doc
	1984-86
	Psychiatry


A. Positions and Honors

Positions and Employment

‘84-’86
Postdoctoral Research Fellow (w/Dr. J.T. Coyle), Johns Hopkins University Sch. of Medicine

’87
Fogarty International Research Fellow, Laboratory of Neurochemistry, NINCDS, NIH, USA

‘87-’89
Grade 1 MRC Research Scientist, Department of Pharmacology, Oxford, UK
‘89-‘92
Lecturer in Anatomy Department of Anatomy & Physiology, University of Dundee, UK

‘92-‘95
Senior Lecturer in Neuroscience Dept. of Physiology, University of Wales, College of Cardiff.

’93-2000
Lister Institute Professor of Molecular Medicine and Gene Therapy; Head, Molecular Medicine and Gene Therapy Unit, School of Medicine, Dept. of Medicine, University of Manchester, UK

From 8/1/01
Director, Gene Therapeutics Research Institute, Cedars Sinai Medical Center, and Professor of Medicine, David Geffen School of Medicine, UCLA

From 11/03
Bram and Elaine Goldsmith Chair in Gene Therapeutics, Board of Governors Gene Therapeutics Research Institute, Cedars Sinai Medical Center

From 2003
Member of the Johnson Comprehensive Cancer Center (JCCC), UCLA

From 2004
Professor in Residence Step VI, Department of Molecular and Medical Pharmacology, David Geffen School of Medicine, University of California Los Angeles (UCLA), Los Angeles, CA

From 2005
Member of the Brain Research Inst. and the Institute for Stem Cell Biology and Medicine, UCLA

Awards and Other Professional Activities 

· First Prize, Best M.D./PhD. Thesis, School of Medicine, University of Buenos Aires, 1984. 

· NIH Fogarty International Center Postdoctoral Fellowship, The Johns Hopkins University, 1986. 

· Fogarty International Visiting Fellowship, NINCDS, NIH, 1988.

· Fellow, Lister Institute of Preventive Medicine, "Gene therapy of neurological disorders”, 1993-2000.

· Awarded ‘Brain Bursary’ of 2000, to give the ‘Brain Bursary Lecture’ “Gene therapy: molecular therapeutics for neurological diseases”.  University College, London, UK, 2000

· Organizer of Keystone Symposium – Central Nervous System Inflammation: Mechanisms, Consequences and Therapeutic Strategies (J2), January 11 – 15, 2005

· Elected Member of the Association of American Physicians (AAP), 2007

Grant Evaluating, Policy Advisory Panels, Scientific Societies, Editorial Boards

· Chair of ZRG1 NDBG –E-09 Study Section at the Center For Scientific Review, NIH, 2006-Present
· Chair, NDBG (ex-MDCN-2) Study Section, Center for Scientific Review, NIH, 2006

· Member, NDBG (ex-MDCN-2) Study Section, Center for Scientific Review, NIH, 2003-2006

· Member Scientific Editorial Boards: The Journal of Virology, Molecular Therapy (Associate Editor), Current Opinion in Molecular Therapy, Gene Therapy, Current Gene Therapy, Regenerative Medicine.
· Member, Immunology Gene Therapy Committee, American Soc. of Gene Therapy (ASGT), 2006-2009
· Chair, Neural Disorders Committee; Member, Publications Committee, Planning Committee (2003) American Society of Gene Therapy (ASGT),  2002-2005
· Member of the “Education Committee”, the European Society for Gene Therapy (ESGT), from 2000 

· Member of The Jonsson Comprehensive Cancer Center (JCCC) and the Brain Research Institute, David Geffen School of Medicine, University  of California, Los Angeles (UCLA), Los Angeles, CA.

· Ad hoc consultant to the NIH-RAC committee on Human Gene Transfer, Protocol #9904-304, 1999, Pediatric Phase I Study of AdV/HSVTK followed by ganciclovir for retinoblastoma, 1999. 

· Ad hoc consultant, NIH-RAC Committee for the review clinical gene therapy protocols employing first -generation and helper-dependent adenoviral vectors, 2000.

· Member, American Soc. for Microbiology; Soc. for Neuroscience, American Soc. for Gene Therapy, European Soc. for Gene Therapy, New York Acad. of Sciences, International Soc. of NeuroVirology.

B. Recent Publications (selected from 165)
1. Barcia C, Wawrowsky K, Barrett RJ, Liu C, Castro MG, Lowenstein PR, (2008) In vivo polarization of IFN-{gamma} at Kupfer and non-Kupfer immunological synapses during the clearance of virally infected brain cells. Journal of Immunology, 180(3)1344-1352. Portrayed on the cove
2. Barcia C, Jimenez-Dalmaroni M, Kroeger KM, Puntel M, Rapaport AJ, Larocque D, King GD, Johnson SA, Liu C, Xiong W, Candolfi M, Mondkar S, Ng P, Palmer D, Castro MG, Lowenstein PR.( 2007)  One Year Expression From High-capacity Adenoviral Immunity: Clinical Implications. Molecular Therapy: 15(12:2154-2163
3. Barcia C, Gerdes C, Xiong W, Thomas CE, Curtin, Liu C, Kroeger K, Castro MG, Lowenstein PR. (2007) Immunological thresholds in neurological gene therapy: highly efficient elimination of transduced cells may be related to the specific formation of immunological synapses between T cells and virus-infected brain cells. Neuron and Glia Biology 2:309-327
4. Barcia C, Thomas CE, Curtin JF, King GD, Wawrowsky K. Candolfi M, Xiong W, Liu C, Kroeger K, Boyer O, Kupiec-Weglinski J, Klatzmann D, Castro MG, Lowenstein PR, (2006) In Vivo mature effector immunological synapses forming supramolecular activation cluster (SMAC) mediate clearance of virally infected astrocytes from the brain.  Journal of Experimental Medicine 203(9):2095-2107 
5. Puntel M, Curtin JF, Zirger JM, Muhammad AK, Xiong W, Liu C, Hu J, Kroeger KM, Czer P, Sciascia S, Mondkar S. Lowenstein PR, Castro MG, (2006) Quantification of high-capacity helper-dependent adenoviral vectors genomes in vitro and in vivo, using quantitative TaqMan real-time polymerase chain reaction. Human Gene Therapy 17(5):531-544
6. Zirger JM, Barcia C, Liu C, Puntel M, Ngan M, Campbell I, Castro MG, Lowenstein PR, (2006) Rapid upregulation of IFN-regulated and chemokine-mRNAs upon injection of 1 x 108 iu, but not lower doses of adenoviral vectors into the brain. Journal of Virology 80:5655-5659. Portrayed on the cover
7. Curtin JF, King GD, Barcia C, Liu C, Hubert FX, Guillonneau C, Josien R, Anegon I, Lowenstein PR, Castro MG, (2006) Fms-like tyrosine kinase 3 ligand recruits plasmacytoid dendritic cells to the Brain. Journal of Immunology 176:3566-3577.  Portrayed on the cover
8. Xiong W, Goverdhana S, Sciascia SA, Candolfi M, Zirger JM, Barcia C, Curtin JF, King GD, Kroeger K, Ng P, Palmer D, Agadjanian H, Medina-Kauwe L, Lowenstein PR, Castro MG, (2006) Regulatable gutless adenovirus vectors sustain inducible transgene expression in the brain in the presence of an immune response against adenoviruses. Journal of Virology 80:27-37.  Portrayed on the cover
9. Iannacone M, Sitia G, Isogawa M, Marchese P, Castro MG, Lowenstein PR, Chisari F, Guidotti LG (2005) Platelets mediate cytotoxic T lymphocyte-induced liver damage. Nature Medicine 11:1167-1169
10. Grande-Perez A, Gomez-Mariano G, Lowenstein PR, Domingo E (2005) Mutagenesis-induced, large fitness variations with an invariant arenavirus consensus genomic nucleotide sequence. Journal of Virology 79:10451-9.
11. Ali S, King GD, Curtin JF, Candolfi M, Xiong W, Liu C, Puntel M, Cheng Q, Prieto J, Ribas A, Kupiec-Weglinski J, van Rooijen N, Lassmann H, Lowenstein PR, Castro MG. (2005) Combined immune-stimulation and conditional cytotoxic gene therapy provide long-term survival in a large glioma model. Cancer Research 65:7194-7204.  Portrayed on the highlights section of Cancer Research
12. Abordo-Adesida E, Follenzi A, Barcia C, Sciascia S, Castro MG, Naldini L, Lowenstein PR. (2005) Stability of lentiviral vector-mediated transgene expression in the brain in the presence of systemic antivector immune responses. Human Gene Ther. 16:741-51. 

13. Grande-Perez A, Lazaro E, Lowenstein PR, Domingo E, Manrubia SC (2005) Suppression of viral infectivity through lethal defection. Proc Natl Acad Sci USA. 102: 4448-4452.

14. Guillot C, Menoret S, Guillonneau C, Braudeau C, Castro MG, Lowenstein PR, Anegon I. (2003) Active suppression of allogenic proliferative responses dendritic cells after induction of long-term allograft survival by CTLA4Ig.  Blood 101: 3325-3333 

15. Grande-Perez A, Sierra S, Castro MG, Domingo E, Lowenstein PR. (2002) Molecular indetermination in the transition to error catastrophe: systematic elimination of lymphocytic choriomeningitis virus through mutagenesis does not correlate linearly with large increases in mutant spectrum complexity. Proc Natl Acad Sci USA. 99: 12938-12943

16. Lowenstein PR, (2002) Immunology of viral-vector-mediated gene transfer into the brain: an evolutionary and developmental perspective. Trends in Immunology, 23:23-30.

17. Thomas CE, Schiedner G, Kochanek S, Castro MG, Lowenstein PR. (2001) Pre-existing anti-adenoviral immunity is not a barrier to efficient and stable transduction of the brain, mediated by novel high-capacity adenovirus vectors. Human Gene Therapy,12:839-46.

18. Umana P, Gerdes CA, Stone D, Davis JR, Ward D, Castro MG, Lowenstein PR. (2001) Efficient FLPe recombinase enables scalable production of helper-dependent adenoviral vectors with negligible helper-virus contamination. Nature Biotechnology 19:582-585

19. Zermansky A, Bolognani F, Stone D, Cowsill C, Morrissey G, Castro M, Lowenstein PR (2001) Towards global and long term neurological gene therapy: unexpected transgene dependent, high level, and widespread distribution of HSV-1 thymidine kinase throughout the CNS. Molecular Therapy 4:490-8

20. Smith-Arica J, Morelli AE, Larregina AT, Smith J, Lowenstein PR, Castro MG. (2000) Cell-type-specific and regulatable transgenesis in the adult brain: adenovirus-encoded combined transcriptional targeting and inducible transgene expression. Molecular Therapy, 2:579-87

21. Gerdes C, Castro MG, Lowenstein PR (2000) Strong promoters are the key to highly efficient, non-inflammatory and non-cytotoxic adenoviral-mediated transgene delivery into the brain in vivo. Molecular Therapy 2:330-8 

22. Thomas CE, Scheidner G, Kochanek S, Castro MG, Lowenstein PR. (2000) Peripheral infection with adenovirus causes unexpected long-term brain inflammation in animals injected intracranially with first generation, but not with high-capacity adenovirus vectors: toward realistic long- term neurological gene therapy for chronic diseases. Proc. Natl. Acad. Sci. U.S.A. 97:7482-7487

23. Dewey RA, Morrissey G, Cowsill CM, Stone D, Bolognani F, Dodd NJ, Southgate TD, Klatzmann D, Lassmann H, Castro MG, Lowenstein PR. (1999) Chronic brain inflammation and persistent herpes simplex virus 1 thymidine kinase expression in survivors of syngeneic glioma treated by adenovirus-mediated gene therapy: Implications for clinical trials. Nature Medicine, 5:1256-1263. Portrayed on the cover.
24. Ambar BB, Frei K, Malipiero U, Morelli AE, Castro MG, Lowenstein PR, Fontana A. (1999) Treatment of experimental glioma by administration of adenoviral vectors. Human Gene Therapy, 10:164-48.

25. Cartmell T, Southgate T, Rees GS, Castro MG, Lowenstein PR, Luheshi GN. (1999) Interleukin-1 mediates a rapid inflammatory response after injection of adenoviral vectors into the brain. Journal of Neuroscience 19:1517-1523.

C. Research Support

Ongoing Research Support
Individual: Dr. P. R. Lowenstein 
Dates of Approval: 09/1/02 – 8/31/08
National Institutes of Health/#1 R01 NS42893 01
Role:  Principal Investigator

Gene Therapy for Neurological Diseases

Major Goal: To design long term expressing vectors for neurological gene therapy, using helper-dependent adenoviral vectors. The amount of protein produced per input virus will be increased by using stronger promoters alone, or combined with enhancer elements driving the expression of neuroprotective genes.

Individual: Dr. P. R. Lowenstein
Dates of Approval:  7/01/02 – 6/30/08
National Institutes of Health/#1 R01 NS44556.01
Role:  Co-Principal Investigator

Gene Therapy for Chronic Neurodegenerative Disorders

Major Goals: To develop high-capacity adenoviral systems for cell-type specific, inducible, long term, stable, and non-immunogenic delivery of neuroprotective genes to the brain for both experimental transgene expression in adult animals, and for the treatment of chronic neurodegenerative diseases.

Individual:  Dr. P.R. Lowenstein
Dates of Approval: 2/01/07 – 1/31/12

National Institutes of Health #1 R01 NS054193-01A1
Role:  Principal Investigator
Gene Therapy and the Brain:  Neuroimmune Interactions

Major Goal:  To develop techniques to modulate immune regulatory mechanisms to lead to safer and more effective clinical gene therapy trials designed to treat neurological pathologies.

Individual:  Dr. P.R. Lowenstein
Dates of Approval: (2/01/07 – 01/31/09)

National Institutes of Health #1 R21 NS054143-01A2
Role:  Co-Principal Investigator
Targeted Toxin for Brain Cancer Gene Therapy


Major Goals: to develop a targeted glioma gene therapy approach with high therapeutic efficacy and negligible toxicity which could be translated into clinical trials.
Individual:  Dr. P. R. Lowenstein
 Dates of Approval:  7/01/07 – 6/30/12
National Institutes of Health #1 U01 NS052465-01A2
Role:  Co-Principal Investigator

Gutless Adenovirus Mediated Gene Therapy for Glioma

Major Goals: Assess efficacy, bio-distribution and toxicology of high capacity adenovirus vectors encoding HSV1-TK and Flt3L to be used for the treatment of glioblastoma in a phase1/2 clinical trial. Submission of IND  

Individual:  Dr. P. R. Lowenstein
Dates of Approval

National Institute of Mental Health # 1 R21 MH079370-01
7/04/07 – 5/31/09

Viral Mediated CRH Expression and Depression
Role: Co-Investigator
Major goals: To use viral-mediated gene delivery to increase levels of CRH in selected brain regions, monitor for the presence of depression- or anxiety-like behaviours, response to stress and to antidepressants.

(Dr. R. Pechnick – Principal Investigator)

Name of Individual:  Dr. P.R. Lowenstein 
Dates of Approval 

National Institutes of Health #1 R01 NS048959-01 
7/01/04 – 6/30/08

Bone Marrow Derived Neural Stem Cell Therapy for Glioma 
Role:  Co-Investigator
Major Goals:  To develop stem cell therapy for the treatment of glioblastoma multiforme 

(Dr. John Yu, Neurosurgical Institute, CSMC – Principal Investigator)

Individual:  Dr. P. R. Lowenstein
Dates of Approval: 7/01/04 – 06/31/09

National Institutes of Health T32 Training Grant
Role: Mentor
Interdisciplinary training in Virology and Gene Therapy

Major Goal: The UCLA Virology and Gene Therapy Training Program aims to provide a unique, outstanding environment for pre-doctoral students pursuing research careers in fields related to virology and gene therapy. 

Individual:  Dr. P.R. Lowenstein
Dates of Approval: 7/01/07 – 6/30/11
National Institutes of Health #2 T32 DK00770-62A
Role:  Mentor

Training Program in Endocrinology and Diabetes
Dr. Shlomo Melmed, Principal Investigator

Major Goals: To provide an outstanding training environment for post-doctoral students pursuing research careers in fields of endocrinology, neuro-endocrinology and metabolism at Cedars Sinai Medical Center/UCLA. 
Completed Research Support

Individual:  Dr. P. R. Lowenstein
Dates of Approval:  7/1/04 – 6/30/05

U.S. Department of Energy DE-FG02-04ER63830
Role:  Principal Investigator

Gene Therapeutics Research Program


Major Goal: Develop the infrastructure for in-vivo preclinical neurological gene therapy protocols.
Individual: Dr. P. R. Lowenstein
Dates of Approval:  08/01/02 – 7/30/05

National Institutes of Health # U54 4NS 04-5309
Role:  Principal Investigator

Parkinson’s Disease Study Group: Interorganizational study of PD under a consortium agreement.

Major Goals:  To develop novel high-capacity adenoviral vector systems in order to deliver neuroprotective genes to the brain for gene therapy of Parkinson’s disease.  (Cedars-Sinai Medical Center project)
Individual:  Dr. P. R. Lowenstein
Dates of Approval: 9/30/03 – 5/31/06
National Institutes of Health #1 R21 NS047298-01
Role:  Principal Investigator

Gene Therapy for Glioma

Major Goal:  To develop a novel gene therapy approach for the treatment of glioblastoma using HC-Ad vectors expressing a novel, higher efficacy HSV1-TK gene.
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