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	IMI CALL TOPIC NAME:  (2) Non-genotoxic carcinogens; (4) Improved predictivity of non-clinical safety evaluation; OR (5) Qualification of translational safety biomarkers

	CLOSING DATE FOR EXPRESSION OF INTEREST: July 15 2008



	I/WE WANT TO JOIN AN EXISTING CONSORTIUM FOR THIS TOPIC. 

MY/OUR SKILLS/EXPERIENCE ARE:
(2) Non-genotoxic carcinogens

Pharmakine works actively in the development of novel biomarkers and technologies of prognostic and theragnostic value in the field of cancer. In this regard, the detection of circulating tumour cells is gaining considerable importance in the clinical setting, and the “Cellsearch” technology has gained FDA approval for the standardised quantification of tumour cells in peripheral blood as a prognostic factor in advanced breast, prostate and colorectal carcinoma patients.  

We are actively involved in trials to define clinical protocols that consider the number of circulating tumour cells as clinical decision making factor. Aiming to translate this valuable methodology to the preclinical setting, we have optimised wetlab protocols for the detection of circulating tumour cells in mice metastasis models, so that we can provide and IMI public consortium the expertise to detect specific DNA features and tumour cells in minimal blood samples (≤100uls.) from rodent carcinogenesis models. This approach will provide the means of running on-line monitoring processes during the preclinical assessment of candidate antineoplasic drugs while facilitating the identification of the key steps that determine pharmacological efficacy during carcinogenesis and metastatic progression in each considered model.

(4) Improved predictivity of non-clinical safety evaluation

Pharmakine´s staff comprises a multidisciplinary research team with a high level of specialisation in in vitro cell based functionality assays, functional genomics and molecular cytogenetic technologies, as well as classical and modern histological methods.  

Our Histology Unit routinely evaluates clinical samples and in vivo animal studies including processing and embedding of tissues, cutting and staining of either fixed or frozen tissue sections, customized laser capture microdissection (LCM), construction of tissue microarrays (TMA), image analysis of digital and fluorescence high resolution photos. 

Multiple chemical staining methods suited for the characterization of connective tissue, bone, neurons, microorganisms, proteins and nucleic acids, amyloids, carbohydrates and lipids are readily performed, as well as targeted enzymatic histology, immunohistochemistry and immunofluorescence techniques. The most suitable determinations of interest for the characterisation of physiopathological processes such as apoptosis, necrosis, inflammation, angiogenesis or tissue regeneration are selected in a case by case basis. 

Due to the company´s background in the field of cancer and metastasis research we are particularly experienced in malignant and inflammatory liver, skin and bone pathologies.

(5) Qualification of translational safety biomarkers

Pharmakine´s researchers are experienced in the isolation of organ specific primary cultures and in the development of in vitro functionality assays. 

We are currently working in the design and development of high-throughput cell based assays applicable to the toxicological profiling of drugs under preclinical development. The intended assay would consist on the administration of drugs to various primary cell types isolated from different organs to assess the citotoxic or metabolic effects suffered by each cell type when exposed to the varying drug posologies. This methodology would allow a highly specific prediction of organ and cell type specific toxicity that could be expected from each compound under development. Once the cell culture conditions and functionality tests to be performed are standardised the simultaneously assessment of the toxic effect of drug collections in virtually any organ will be possible in a highly cost-effective way. 

Our primary cell panel available so far includes endothelial and smooth muscle aortic cells, fibroblasts from liver and skin, hepatocytes, kidney mesangial cells, chondrocytes, brain astrocytes, osteoblasts and bone marrow estromal cells isolated from mice or rats. Moreover, the in vitro toxicity assessment model described could include a broader number of cell types, species and/or genetic modifications that would be of interest during certain preclinical screening phases.
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	WE HAVE A CONSORTIUM ALREADY FOR THIS TOPIC. WE NEED A PARTNER WITH SKILLS/EXPERIENCE IN: 

PARTNERS ALREADY INVOLVED IN THE CONSORTIUM (Contact Name, Name of organization, e-mail address):
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