„Role of cis- and trans- acting factors in regulating the expression level of adaptor LAT”

LAT gene (Linker for Activation of T cells) encodes a transmembrane, integral, adaptor protein that plays crucial role in T cells development and function. Alterations in LAT expression level and activity is a feature of various immune system disorders including severe aplastic anemia, rheumatoid arthritis, asthma and systemic lupus erythematosus. Despite the fact that biological functions of LAT have been well-characterized over the past 20 years, its transcriptional regulation remained largerly uncharacterized. The knowledge regarding molecular factors that drive the expression of LAT may improve our understanding of mechanisms underlying expression of T-lineage specific genes and facilitate development of new therapies targeting LAT gene. 

The research carried out in the course of the PhD project has significantly advanced the knowledge on regulation of LAT gene expression. This study uncovered novel cis- and trans-acting  regulatory elements involved in positive regulation of LAT gene in naive and activated T lymphocytes. It also proposed a molecular basis of tissue-specific regulation of LAT gene and provided evidence on distinct mechanisms controlling constitutive and activation-induced expression of LAT adaptor. New knowledge gathered in the framework of this project sets the stage for  future research on regulation of LAT expression.

