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Francisella tularensis is a highly infectious intracellular human pathogen. How F. tularensis regulates expression of genes important for replication in macrophage, a key host niche, is still incompletely understood. One transcription factor critical for virulence is the response regulator PmrA. This transcription factor is necessary for virulence primarily because it functions to repress expression of PriM (PmrA-repressed-inhibitor of intramacrophage growth). Although how PriM functions to inhibit virulence is still unknown, we have defined the crystal structure of the PriM protein and identified several structural elements that may contribute to its function. We have generated cells that produce PriM with distinct mutations to purposefully disrupt these structural elements. To determine how the structure of PriM contributes to its function, we are assessing the ability of these cells to survive within macrophage. Our goal is to understand how the anti-virulence factor PriM functions at the molecular level; bacterially-encoded anti-virulence pathways may be targets for future therapeutics. 

