
    
      Skip to main content
    

        
      
    
  
    
  
    
  
                
    
      
  
    
  
        Main menu

    
  
  
    
  
    
  
      
  
  
    
  	Home
	Current Issue
	Archive
	Info for	Authors
	Editorial Policies
	Subscribers
	Advertisers
	Editorial Board


	Other Publications	In Vivo
	Cancer Genomics & Proteomics
	Cancer Diagnosis & Prognosis


	More	IIAR
	Conferences
	2008 Nobel Laureates


	About Us	General Policy
	Contact





  


  
  



  
      
  
  
    
  	Other Publications	Anticancer Research
	In Vivo
	Cancer Genomics & Proteomics





  


  
  



  



  


  
  


  
        User menu

    
  
  
    
  
    
  
      
  
  
    
  	Register
	Subscribe
	My alerts
	Log in
	 My Cart



  


  
  



  
      
  
  
    
  


  
  



  



  


  
  


  
        Search

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    	Advanced search

  


  
  



  



  


  
  




  



    

  



  
                
    
      
  
    
  
      
  
  
      


  
  



  



    

  


  


  


  
      
  				

			

  	    
  
    
  
                
    
      	Other Publications	Anticancer Research
	In Vivo
	Cancer Genomics & Proteomics




    

  


  



  
    
  
                
    
      
  
    
  
      
  
  
    
  


  
  


  
      
  
  
    	Register
	Subscribe
	My alerts
	Log in
	 My Cart

  


  
  



  



    

  


  


  


  
  
    
  
        
            
              

                

          



  
    
  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search
  


  
  



  



    

  


  


  

  
  
    
  
        
  
                
    
      	Home
	Current Issue
	Archive
	Info for	Authors
	Editorial Policies
	Subscribers
	Advertisers
	Editorial Board


	Other Publications	In Vivo
	Cancer Genomics & Proteomics
	Cancer Diagnosis & Prognosis


	More	IIAR
	Conferences
	2008 Nobel Laureates


	About Us	General Policy
	Contact




    

  



  
                
    
      	 Visit us on Facebook
	 Follow us on Linkedin

    

  


  



  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
		
		
			
			  
  
      
  
  
    
  
  
      Research ArticleExperimental Studies

  
      

  
      Endosomal Localization of RacGAP Protein ARHGAP22 Regulates its GAP Activity in Human Melanoma Cells
  
    	MAMIKO MORI, KOJI SAITO, AYANO SEKINE, RIO HASEBE and YASUTAKA OHTA

  
    	Anticancer Research December 2022,  42 (12) 5763-5771; DOI: https://doi.org/10.21873/anticanres.16083 

  
  
    	

  


MAMIKO MORI 
Division of Cell Biology, Department of Biosciences, School of Science, Kitasato University, Kanagawa, Japan

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


KOJI SAITO 
Division of Cell Biology, Department of Biosciences, School of Science, Kitasato University, Kanagawa, Japan

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


AYANO SEKINE 
Division of Cell Biology, Department of Biosciences, School of Science, Kitasato University, Kanagawa, Japan

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


RIO HASEBE 
Division of Cell Biology, Department of Biosciences, School of Science, Kitasato University, Kanagawa, Japan

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


YASUTAKA OHTA 
Division of Cell Biology, Department of Biosciences, School of Science, Kitasato University, Kanagawa, Japan

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	For correspondence: 
yohta@kitasato-u.ac.jp




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    	Article
	Figures & Data
	Info & Metrics
	 PDF


  


  
  



  
      
  
  
    

  
    
  
      
  
  
    Abstract
Background/Aim: Rho small GTPases regulate cancer cell adhesion, migration and invasion through reorganization of the actin cytoskeleton. Rho GTPase Activating Protein 22 (ARHGAP22) is a Rac-specific GAP and suppresses Rac-dependent lamella formation and cell spreading. We have previously shown that ARHGAP22 localizes at endosomes in human melanoma A7 cells. The aim of the present study was to demonstrate the functional significance of its localization at the endosomes in melanoma cells. Materials and Methods: The lamella formation and cell spreading were monitored using human melanoma A7 cells. The effect of inhibition of endosome recycling pathway was examined. Results: We found that dominant negative Rab11 S25N mutant inhibits RacGAP activity of ARHGAP22 and blocks ARHGAP22-dependent suppression of lamella formation and melanoma cell spreading. Furthermore, deletion of 19 amino acid residues at the C-terminal region of ARHGAP22 abolished the localization of ARHGAP22 at enlarged vesicles and stimulated RacGAP activity of ARHGAP22. The deletion mutant accumulated at enlarged vesicles when endosome recycling pathway was blocked either by co-transfection of the Rab11 S25N mutant or treatment of the cells with N-ethylmaleimide, which blocks endosomal vesicular fusion to the plasma membrane. On the other hand, deletion of the pleckstrin homology (PH) domain of ARHGAP22 abolished its RacGAP activity and localization at the plasma membrane. Conclusion: ARHGAP22 localizes at endosomes and is transported to the plasma membrane to inactivate Rac and suppresses lamella formation and spreading of melanoma cells.
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