





    
      Skip to main content
    

        
      
    
  
    
  
        
            
        [image: bioRxiv]      

                

          



  
    
  
                
    
      	Home
	About
	Submit
	ALERTS / RSS

    

  



  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search  


  
  



  



    

  


  


  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
  
		
		
			
			  
  
      
  
  
    

      
        New Results    
  
        The testis protein ZNF165 is a SMAD3 cofactor that coordinates oncogenic TGFβ signaling in triple-negative breast cancer
  
       View ORCID ProfileZane A. Gibbs,  View ORCID ProfileLuis C. Reza, Chun-Chun Cheng, Jill M. Westcott, Kathleen McGlynn, Angelique W. Whitehurst

  
      doi: https://doi.org/10.1101/2020.04.04.025742 

  
  
  

Zane A. Gibbs 
1Department of Pharmacology, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA
2Harold C. Simmons Comprehensive Cancer Center, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	ORCID record for Zane A. Gibbs


Luis C. Reza 
1Department of Pharmacology, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA
2Harold C. Simmons Comprehensive Cancer Center, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	ORCID record for Luis C. Reza


Chun-Chun Cheng 
1Department of Pharmacology, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA
2Harold C. Simmons Comprehensive Cancer Center, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

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


Jill M. Westcott 
3Hamon Center for Therapeutic Oncology Research, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

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


Kathleen McGlynn 
1Department of Pharmacology, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA
2Harold C. Simmons Comprehensive Cancer Center, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

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


Angelique W. Whitehurst 
1Department of Pharmacology, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA
2Harold C. Simmons Comprehensive Cancer Center, University of Texas Southwestern Medical Center, Dallas, TX, 75390, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	For correspondence: 
angelique.whitehurst@utsouthwestern.edu




  


  
  



  
      
  
  
    	Abstract
	Full Text
	Info/History
	Metrics
	 Preview PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    ABSTRACT
Cancer/testis (CT) antigens are proteins whose expression is normally restricted to germ cells yet aberrantly activated in tumors, where their functions remain relatively cryptic. Here we report that ZNF165, a CT antigen frequently expressed in triple-negative breast cancer (TNBC), associates with SMAD3 to modulate transcription of transforming growth factor β (TGFβ)-dependent genes and thereby promote growth and survival. In addition, we identify the KRAB zinc finger protein, ZNF446, and its associated tripartite motif protein, TRIM27, as obligate components of the ZNF165-SMAD3 complex that also support tumor cell viability. Importantly, we find that TRIM27 alone is necessary for ZNF165 transcriptional activity and is required for orthotopic tumor growth in vivo. Our findings indicate that aberrant expression of a testis-specific transcription factor is sufficient to co-opt somatic transcriptional machinery to drive a pro-tumorigenic gene expression program.
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