





    
  Skip to main content
  




  

    

      
        
          
              
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

          

        

      


      
        
              

      
        
          
                       

         

      

     
    
      
        
          [image: BMJ Journals]

                  

      

      
                  
            
                
    

    
  
    	Subscribe
	Log In 
More
	

    
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via your SocietySelect your society
ESGO
IGCS


  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  






	Basket 
	Search 
More
	

    
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  







  



  

            

          

                

    
        
      
                [image: International Journal of Gynecologic Cancer]
      

            
          
    

    
  
    	Latest content
	Current issue
	Archive
	Authors
	About
	YouTube
	Podcasts
	Zoom Journal Club

  





    
  
    
  
    
  
        

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  


  
  


  
        

    
  
  
    	 Close
More
	

    
  
    
  
    
  
        Main menu

    
  
  
    
  	Latest content
	Current issue
	Archive
	Authors
	About
	YouTube
	Podcasts
	Zoom Journal Club



  


  
  



  



  






	Subscribe
	Log in 
More
	

    
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via your SocietySelect your society
ESGO
IGCS


  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  






	BMJ Journals

  


  
  




  



  



  

      

          

          
  
        
      
        
          You are here
	Home
	Archive
	Volume 19, Issue 9 
	Fasudil Inhibits Lysophosphatidic Acid-Induced Invasiveness of Human Ovarian Cancer Cells


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

  
  
   
    
  
    
    
      
        
  
      
  
  
    	Article 
Text
	Article 
info
	Citation 
Tools
	Share
	Rapid Responses
	Article 
metrics
	Alerts


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Basic Science


  


  
  



  
      
  
  
    
      Fasudil Inhibits Lysophosphatidic Acid-Induced Invasiveness of Human Ovarian Cancer Cells
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	Seiji Ogata, MD*, 
	Ken-Ichirou Morishige, MD, PhD*, 
	Kenjiro Sawada, MD, PhD*, 
	Kae Hashimoto, MD, PhD†, 
	Seiji Mabuchi, MD, PhD*, 
	Chiaki Kawase, MD*, 
	Chifumi Ooyagi, MD*, 
	Masahiro Sakata, MD, PhD* and 
	Tadashi Kimura, MD, PhD*

	[bookmark: aff-1]* Department of Obstetrics and Gynecology, Osaka University Graduate School of Medicine, Osaka, Japan; and

	[bookmark: aff-2]† Molecular and Cellular Biology Research, Sunnybrook Health Sciences Centre, Toronto, Ontario, Canada.


	Address correspondence and reprint requests to Ken-ichirou Morishige, MD, PhD, Department of Obstetrics and Gynecology, Osaka University Graduate School of Medicine, 2-2 Yamadaoka, Suita, Osaka, Japan. E-mail: mken{at}gyne.med.osaka-u.ac.jp.




  


  
  



  
      
  
  
    Abstract
Ovarian cancer is known to be highly invasive. The poor prognosis of advanced ovarian cancer comes from increased invasiveness of human ovarian cancer cells. The lysophosphatidic acid (LPA)/Rho/Rho-associated kinase (ROCK) pathway is intimately involved in the course of ovarian cancer progression, and the inhibition of this pathway attenuates ovarian cancer invasiveness. Fasudil (1-[5-isoquinolinesulfonyl]-homopiperazine; HA-1077) is a drug that has been in clinical use in Japan for the prevention of vasospasm after subarachnoid hemorrhage and is known to be a potent ROCK-specific inhibitor. In this study, we examined the effect of fasudil on LPA-induced invasiveness of human ovarian cancer cells to explore the potential of fasudil as an anticancer agent against ovarian cancer. Fasudil induced changes in cell morphology but not in cell viability. Fasudil significantly inhibited LPA-induced invasion and motility of human ovarian cancer cells in a dose-dependent manner. Furthermore, fasudil caused the loss of intracellular cytoskeletal rearrangement, which is necessary for cell motility, such as stress fiber formation and focal adhesion assembly. Fasudil suppressed LPA-induced tyrosine phosphorylation of paxillin, a representative focal adhesion protein, and serine phosphorylation of myosin light chain, which are essential for the process for cell migration. These findings showed that fasudil attenuated the invasiveness of human ovarian cancer cells via inhibition of the LPA/Rho/ROCK pathway. In SKOV-3ip1 ovarian cancer xenografts, intraperitoneal treatment with fasudil significantly reduced tumor burden and ascites formation. Our findings suggest that fasudil might be useful to prevent the progression of ovarian cancer in clinical settings.
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