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	Brief description

of legal entity
	Victor Babes National Institute of Pathology, is the oldest institute of biomedical research in Romania. Nowadays its activity is focused on integrated research in human pathology, cellular and molecular medicine, genetics and immunology, in cancer, immune disorders, nephropathology etc. V-B is certified ISO 9001 for biomedical research and the laboratories involved in the project have national accreditations. The institute has conducted in the last 5 years over 100 national research projects and published a similar number of ISI indexed papers. Patents regarding innovative therapy received international awards.The institute has participated in several international projects: bilateral cooperations (with Greece, Italy, France), NATO Science for Peace (No. 982838), FP7-INFRASTRUCTURES-2007-1 (European Bio-Banking and Biomolecular Resource Infrastructure), FP7-PEOPLE-IRSES-2008 (Natural antidiabetic & anti-hypertensive drugs), International clinical trials. V-B joined several international research networks, such as COST (Action TC: D39 Metallo-Drug Design and Action) and EuroGentTest (Genetic Testing in Europe).
V-B partner will involve several research departments: Biochemistry and Proteomic Unit, Immunology and Genetics with multidisciplinary expertise personnel (physicians, biochemists, biologists, bioinformaticians, biopysicists).
We have experience in approaching the following human pathologies: cancer, autoimmunity, and other major diseases. We are using multidisciplinary approach, namely, genomics, proteomics, metabolomics for biomarker discovery in diagnosis, personalized medicine and response prediction to therapy and monitoring. Therefore, several laboratories are involved in drug-pipeline–efficacy and in developing alternative testing strategies.

We have up-to-date equipment as follows:

Proteomics:

xMAP-array (LUMINEX), Protein microarray, SELDI-TOF-MS, 2D-electrophoresis, Chemiluminiscence/Fluorescence Multimode Reader, microelectrophoresis and blotting systems

Genomics:

Gene microarray platforms, PCR/RT-PCR, qPCR systems, DNA and RNA extractors, Experion system for nucleic acid analysis, NanoDrop, pulsed-field gel electrophoresis system, DNA concentrator

Imaging:

Confocal microscope, flow cytometers, Bio Station, transmission electron microscopes, visible and fluorescence microscopes, motorized Imager microscope and in Situ Imaging System 

Others:

Cell culture facilities 

Animal care unit

Nuclear unit 

ICP-MS unit

BioBanking

	Estimated contribution to the project:  


	We can contribute to the proposed project HEALTH.2010.4.2.9-3: Establishment of endpoints and intermediate markers in human-based target cells with relevance for repeated dose systemic toxicity testing. FP7-HEALTH-2010-Alternative-Testing, by addressing issues described in chapters a) and b)
We consider that an approach regarding “stimulation-relaxation pattern in vitro”, to evaluate reversible/irreversible modifications induced by repeated toxicant exposure has the capacity to identify potential biomarkers or end-points in RDT.

We consider that omics based markers, and moreover, their association with other functional parameters (including some “classical” ones, such as apoptotic indexes, viability, motility or invasivity) may provide a reliable picture of  repeated exposure induced cell/tissue injuries. Furthermore, correlations with exposure levels should also become available from such investigations. 

Birefly, our contribution will reside in experiments based on a combination of exposure models and advanced measurements, briefly described as:

· In vitro systems – cultures or co-cultures of human cells exposed to potential toxic  agents,

· Evaluation of progression of potential biomarkers:

· Proteomics

· Genomics 

· Epigenetics  (methylation patterns)

·  Potential methodology of evaluation:

· Mass spectrometry (SELDI-TOF) – secretory molecules, cell lysates

· Multiplex assays (Luminex) – signal transduction, secreted signal molecules

· Protein microarray

· 2D Electrophoresis

· RT-PCR, q PCR, gene microarray

We will approach the human toxico-pathologies using the integrated multi-analyte platforms in alternative in vitro studies.
We will cover the following flow of biological processes: gene expression, transcription, protein function, intracellular signalling cascades, protein secretion, cell function. 


	Previous experience relevant to those tasks
	The V-B team is experienced in coordinating research in biomarkers discovery, using high-throughput protein profiling technologies, multi-gene profiling in relation with pathology. Regarding drug-pipeline discovery, the team is experienced in toxicological profile/mechanism of action of novel therapeutic agents in various major diseases.

	Short profile of the staff members undertaking 

the work
	Radu Albulescu, Biochemist, Ph.D. Senior Researcher in the Biochemistry/Proteomics Department. Main research focus: development and implementation of alternative testing methods (cell and tissue cultures) in pharmacology, including combination of primary experimental systems with advanced end-point measurement techniques and biomarker discovery (xMAP and SELDI-TOF technologies). He is EuroNanoMed Expert.

Eleonora Codorean, Biochemist, Senior Researcher in the Biochemistry/Proteomics Department. Main research focus: studies for the development and implementation of alternative testing methods on in vitro immunotoxicology studies in environmental and occupational toxic exposure.  Using new techniques - multiplexed immunoassay (xMAP Luminex 200 and SELDI-TOF proteomic technologies), cytokine, chemokines, growth factors panels were investigated in immunotoxicology researches.
Cristiana Tanase – MD, PhD – Senior Researcher, Head of Biochemistry/Proteomics Department was involved in over 50 research grants having as main focus proteomics/biomarkers in cancer. These current studies aim the development and implementation of new techniques for biomarkers discovery (cytokines, chemokines, growth factors, signal transduction molecules, protein profiling) in cancer research. Accordingly, in the last years, the main publications were focused on molecular pathology associated to cancer development. She is EuroNanoMed Expert.

Gina Manda, Physicist, PhD, Head of Radiobiology Laboratory, with a long lasting experience in immunology and drug discovery (in vitro assessment of the toxicological profile/ action mechanisms of drugs for inflammatory diseases and cancer). 
Monica Neagu - Biochemist, Ph.D. Senior Researcher, and Head of Immunobiology Laboratory is specialized in cellular immunology at Preclinical Research Laboratories, Novartis Ltd. Switzerland. In the last years, she has been conducting over 10 national research projects focusing on immune parameters and biomarkers in human pathology such as cancer, cardiovascular diseases and new therapeutical approaches such as photodynamic therapy. She has conducted international bilateral cooperation projects focused on immunology, a NATO SfP project on immunological detection and MNT-ERA-NET testing nanocompounds as anti-tumoral drugs and intracellular trackers. She is currently EMEA expert in Cellular Advanced Therapies.
Mircea Leabu, PhD - Senior Researcher, Head of Cell Biology Laboratory. He has an international collaboration with Dr. Bosco Chan, at University of Western Ontario, London, Ontario, Canada. His research interest is focused on integrins as markers for prediction of metastasis threat and possible therapeutical targets. Besides the study of different integrins expression levels in correlation to tumour cell motility, invading ability and metastasis he will contribute by investigation of environmental composition effects (mainly extracellular matrix proteins) on tumour cell behaviour. Results will be helpful in determining the invading ability of the cell as a function of expressed integrins and their interaction with matrix proteins, and the effects of medicines on cell invasion impeding, in order to predict metastasis threat and treatment efficacy.
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