





    
  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 29, Issue Suppl 4 
	EP256 Inhibition of phosphatidylinositol 3-kinase (PI3K) signaling synergistically potentiate antitumor efficiency of paclitaxel and overcome paclitaxel-mediated resistance in cervical cancer


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    ePoster


  


  
  



  
      
  
  
    
      EP256 Inhibition of phosphatidylinositol 3-kinase (PI3K) signaling synergistically potentiate antitumor efficiency of paclitaxel and overcome paclitaxel-mediated resistance in cervical cancer
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	MW Baik, 
	YJ Choi and 
	SY Hur

	[bookmark: aff-1]Department of Gynecology and Obstetrics, Seoul St. Mary’s Hospital, The Catholic, Seoul, Republic of Korea





  


  
  



  
      
  
  
    Abstract
Introduction/Background Paclitaxel (PTX) is used as an effective treatment against advanced cervical cancer. However, acquired resistance limits its success and results in cancer progression. We investigated whether the inhibition of phosphatidylinositol 3-kinase (PI3K) signaling overcomes paclitaxel resistance in cervical cancer.

Methodology Two human cervical cancer cell lines (Me180 and HeLa) and two PI3K inhibitors (BYL-719 and LY294002) were used. We established paclitaxel-resistant cell lines (PTX-R Me180/PTX-R HeLa) and confirmed inhibitory concentrations (IC) 50 for each chemicals and combination index (CI) for paclitaxel and PI3K inhibitors by tetrazolium dye (MTT). Flow cytometry with Annexin/PI double or PI single staining were used to detect cell cycle and apoptosis. Migration and invasive abilities were explored by wound healing and transwell assays. Meanwhile, genes related to multiple pathways were assessed by western blot.

Results PTX-R Me180 and PTX-R HeLa cells were gradually established from parental cell lines by stepwise exposure to paclitaxel over 7 months and with stable resistance at under 20 nM. We found that PI3K pathway was significantly activated in paclitaxel-resistant Hela and Me180 cells compared to its parental cells (p<0.01). PTX + PI3K inhibitors)combinatorial therapy potentiated synergistic effect to strengthen paclitaxel induced S and G2M arrest in paclitaxel resistance subline cells by inactivation of cyclin A1(CCNA1), cyclin B1(CCNB1), cyclin E (CCNE), cdc2 expression. Moreover, the combinatory therapy significantly enhanced drug sensitivity and apoptosis through the activation of Bax, cleaved-caspase-9, and cleaved poly ADP ribose polymerase (PARP) compared with paclitaxel alone. In addition, PI3K inhibition also suppressed tumor migration and invasive ability by targeting β-catenin, p-c-raf, matrix metalloproteinase-2 (MMP-2) and vascular endothelial cell growth factor (VEGF).

Conclusion We suggest that a combination of a PI3K inhibitor with paclitaxel may enhance antitumor activity through a cascade of PI3K signaling events.
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