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Please complete this lay-oriented grant abstract form which will be published on the CRF web site and in the CRF Star Facts with announcement of your award.  Please do not exceed 350 words total.  Please submit this form to us as a Word file. 

_____________________________________________________________________________

Principal Investigator (s): Corinne Antignac
Project Title:
Characterization of proteins interacting with cystinosin
Objective/Rationale: Please write a lay-oriented statement of the scientific rationale for this project.  Approximately 75-85 words.
The global aim of the project is to better understand the physiological role of cystinosin, the protein encoded by the CTNS gene that is mutated in cystinosis, and especially to identify cystinosis function other than cystine export out of the lysosome. This is the continuation of a long-term project started a few years ago with the continuing support of the Cystinosis Research Foundation. 
Project Description: Please write a brief, lay-oriented description of how you will carry out the project.  Approximately 125-130 words.
Using a non-hypothesis driven proteomic approach, we identifying several proteins interacting with cystinosin. This allowed us to identify proteins potentially important for cystinosin function, that were not necessarily expected from what was not known in the field of cystinosis. Indeed, we identified galectin-3, a protein known to be able to interact with sugar appended to certain proteins, especially lysosomal proteins, and with various proteins all shown to be involved in the mTOR complex. This is a large group of proteins that integrate stimuli from growth factors and nutrients to control many processes essential for the life of the cell. We will thus dissect the role of cystinosin within this complex using both cell cultures (from patients with cystinosis) and the mouse model of cystinosis we have generated. 
Relevance to the Understanding and/or Treatment of Cystinosis:  Please explain how the project will impact cystinosis treatment or increase our understanding of cystinosis.  Approximately 75 words.
Identifying new roles for cystinosin will not only help better understanding cystinosis but also suggest new areas of therapy. For example, modulating the mTOR pathway, that is the focus of several drug companies, might be an complementary therapy in cystinosis. 
Anticipated Outcome:  Please write a lay-oriented description of what you expect to learn/discover.  Approximately 75 words.
We expect to show that galectin-3 (and possibly galectin-9) has a role in stabilizing cystinosin and probably other lsosomal proteins at the lysosomal membrane and that cystinosin is a crucial partner of the mTOR pathway in response to nutrients, allowing the maintenance of the cell welfare in various stress conditions. 
