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    ABSTRACT
The bromodomain and extra-terminal domain (BET) proteins are promising drug targets for cancer and immune diseases. However, BET inhibition effects have been studied more in the context of bromodomain-containing protein 4 (BRD4) than BRD2, and the BET protein association to histone H4-hyperacetylated chromatin is not understood at the genome-wide level. Here, we report transcription start site (TSS)-resolution integrative analyses of ChIP-seq and transcriptome profiles in human non-small cell lung cancer (NSCLC) cell line H23. We show that di-acetylation at K5 and K8 of histone H4 (H4K5acK8ac) co-localizes with H3K27ac and BRD2 in the majority of active enhancers and promoters, where BRD2 has a stronger association with H4K5acK8ac than H3K27ac. Interestingly, although BET inhibition by JQ1 led to complete reduction of BRD2 binding to chromatin, only local changes of H4K5acK8ac levels were observed. In addition, a remarkable number of BRD2-bound genes, including MYC and its downstream target genes, were transcriptionally upregulated upon JQ1 treatment. Using BRD2-enriched sites and transcriptional activity analysis, we identified candidate transcription factors potentially involved in the JQ1 response in BRD2-dependent and independent manner.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. All rights reserved. No reuse allowed without permission.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted November 07, 2017.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



  
      
  
  
    Supplementary Material 
  


  
  



          

        

        
        
          
            
  
      
  
  
     Email

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word about bioRxiv.
NOTE: Your email address is requested solely to identify you as the sender of this article.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 JQ1 affects BRD2-dependent and independent transcription regulation without disrupting H4-hyperacetylated chromatin states



  Message Subject 
 (Your Name) has forwarded a page to you from bioRxiv



  Message Body 
 (Your Name) thought you would like to see this page from the bioRxiv website.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  



  
      
  
  
     Share  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      JQ1 affects BRD2-dependent and independent transcription regulation without disrupting H4-hyperacetylated chromatin states
    

  
      Lusy Handoko, Bogumil Kaczkowski, Chung-Chau Hon, Marina Lizio, Masatoshi Wakamori, Takayoshi Matsuda, Takuhiro Ito, Prashanti Jeyamohan, Yuko Sato, Kensaku Sakamoto, Shigeyuki Yokoyama, Hiroshi Kimura, Aki Minoda, Takashi Umehara

  
      bioRxiv 215442; doi: https://doi.org/10.1101/215442 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

	
		  
	    
  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: LinkedIn logo] [image: Mendeley logo]
  


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      JQ1 affects BRD2-dependent and independent transcription regulation without disrupting H4-hyperacetylated chromatin states
    

  
      Lusy Handoko, Bogumil Kaczkowski, Chung-Chau Hon, Marina Lizio, Masatoshi Wakamori, Takayoshi Matsuda, Takuhiro Ito, Prashanti Jeyamohan, Yuko Sato, Kensaku Sakamoto, Shigeyuki Yokoyama, Hiroshi Kimura, Aki Minoda, Takashi Umehara

  
      bioRxiv 215442; doi: https://doi.org/10.1101/215442 

  
  
  


  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  



          

        

	
 	
	
	


  


  
  



  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5179)

	Biochemistry (11649)

	Bioengineering (8683)

	Bioinformatics (29027)

	Biophysics (14868)

	Cancer Biology (12003)

	Cell Biology (17275)

	Clinical Trials (138)

	Developmental Biology (9368)

	Ecology (14090)

	Epidemiology (2067)

	Evolutionary Biology (18211)

	Genetics (12188)

	Genomics (16710)

	Immunology (11798)

	Microbiology (27876)

	Molecular Biology (11487)

	Neuroscience (60516)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3216)

	Physiology (4918)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2869)

	Systems Biology (7318)

	Zoology (1635)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  