





    
      Skip to main content
    

        
      
    
  
    
  
        
            
        [image: bioRxiv]      

                

          



  
    
  
                
    
      	Home
	About
	Submit
	ALERTS / RSS

    

  



  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search  


  
  



  



    

  


  


  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
  
		
		
			
			  
  
      
  
  
    

      
        New Results    
  
        The effector TepP mediates the recruitment and activation of Phosphoinositide 3 Kinase on early Chlamydia trachomatis vacuoles
  
      Victoria Carpenter, Yi-Shan Chen, Lee Dolat,  View ORCID ProfileRaphael H. Valdivia

  
      doi: https://doi.org/10.1101/132282 

  
  
  

Victoria Carpenter 
1Department of Molecular Genetics and Microbiology and Center for Host-Microbe Interactions, Duke University School of Medicine, Durham, NC

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Yi-Shan Chen 
1Department of Molecular Genetics and Microbiology and Center for Host-Microbe Interactions, Duke University School of Medicine, Durham, NC

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Lee Dolat 
1Department of Molecular Genetics and Microbiology and Center for Host-Microbe Interactions, Duke University School of Medicine, Durham, NC

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Raphael H. Valdivia 
1Department of Molecular Genetics and Microbiology and Center for Host-Microbe Interactions, Duke University School of Medicine, Durham, NC

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	ORCID record for Raphael H. Valdivia
	For correspondence: 
Raphael.valdivia@duke.edu




  


  
  



  
      
  
  
    	Abstract
	Full Text
	Info/History
	Metrics
	Supplementary material
	 Preview PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    ABSTRACT
Chlamydia trachomatis delivers multiple Type 3 secreted effector proteins to host epithelial cells to manipulate cytoskeletal functions, membrane dynamics and signaling pathways. TepP is the most abundant effector protein secreted early in infection but its molecular function is poorly understood. In this report, we provide evidence that TepP is important for bacterial replication in cervical epithelial cells, the activation of Type I IFN genes, and the recruitment of Class I phosphoinositide 3 kinases (PI3K) and the signaling adaptor protein CrkL to nascent pathogen-containing vacuoles (inclusions). We also show that TepP is a target of tyrosine phosphorylation by Src kinases but these modifications do not appear to influence the recruitment of PI3K or CrkL. The translocation of TepP correlated with an increase in the intracellular pools of phosphoinositide 3,4,5 triphosphate but not the activation of the pro-survival kinase Akt, suggesting that TepP-mediated activation of PI3K is spatially restricted to early inclusions. Furthermore, we linked PI3K activity to the dampening of transcription of Type I IFN induced genes early in infection. Overall, these findings indicate that TepP can modulate cell signaling and potentially membrane trafficking events by spatially restricted activation of PI3K.
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