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            Abstract
The persistence of central memory CD4+ T cells (TCM cells) is a major correlate of immunological protection in HIV/AIDS, as the rate of TCM cell decline predicts HIV disease progression. In this study, we show that TCM cells and effector memory CD4+ T cells (TEM cells) from HIV+ elite controller (EC) subjects are less susceptible to Fas-mediated apoptosis and persist longer after multiple rounds of T cell receptor triggering when compared to TCM and TEM cells from aviremic successfully treated (ST) subjects or from HIVâˆ’ donors. We show that persistence of TCM cells from EC subjects is a direct consequence of inactivation of the FOXO3a pathway. Silencing the transcriptionally active form of FOXO3a by small interfering RNA or by introducing a FOXO3a dominant-negative form (FOXO3a Nt) extended the long-term survival of TCM cells from ST subjects to a length of time similar to that of TCM cells from EC subjects. The crucial role of FOXO3a in the survival of memory cells will help shed light on the underlying immunological mechanisms that control viral replication in EC subjects.




            
                
                    

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



                
            


            
                
                    
                

            

            
                
                
                
                
                    
                        This is a preview of subscription content, access via your institution

                    

                    
                

                

                Access options

                


                
                    
                        
                            

    
        
            
                
                Access through your institution
            
        

        
    



                        

                        

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



                    
                

                
    
    Subscribe to this journal
Receive 12 print issues and online access
$209.00 per year
only $17.42 per issue

Learn more


Rent or buy this article
Prices vary by article type
from$1.95
to$39.95
Learn more


Prices may be subject to local taxes which are calculated during checkout



  

    
    
        
    Additional access options:

    	
            Log in
        
	
            Learn about institutional subscriptions
        
	
            Read our FAQs
        
	
            Contact customer support
        



    

                
                    Figure 1: Memory TCM and TEM cells from EC subjects are less sensitive to Fas-mediated apoptosis and show heightened in vitro persistence after multiple rounds of TCR stimulation compared to those from ST subjects or HIVâˆ’ donors.[image: ]


Figure 2: mDCs from EC subjects, ST subjects and HIVâˆ’ subjects show similar phenotypic and functional patterns.[image: ]


Figure 3: Ex vivo TCM and TEM cells from EC and ST subjects show similar profiles of activation and proliferation markers.[image: ]


Figure 4: TCM and TEM from EC subjects display higher phospho-FOXO3a phenotypes than those from ST subjects and HIVâˆ’ subjects.[image: ]


Figure 5: FOXO3a shutdown by siRNA rescues TCM and TEM cells from ST donors from Fas-mediated apoptosis.[image: ]


Figure 6: FOXO3a Nt increases TCM cell persistence of ST subjects.[image: ]
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