







    Skip to main content




    
        
        Thank you for visiting nature.com. You are using a browser version with limited support for CSS. To obtain
            the best experience, we recommend you use a more up to date browser (or turn off compatibility mode in
            Internet Explorer). In the meantime, to ensure continued support, we are displaying the site without styles
            and JavaScript.


    




    

    
            

            
                
                    Advertisement

                    
        
            
    
        
            
                [image: Advertisement]
        

    


        
    
                

            
        

    
        
            
                
                    
                    
                    
                        
                        
                            
                                
                                [image: Nature]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 13 April 1995



                    Activation of microglial cells by β-amyloid protein and interferon-γ

                    	Lucia Meda1,2, 
	Marco A. Cassatella1, 
	Gyorgyi I. Szendrei3, 
	Laszlo Otvos Jr3, 
	Pierluigi Baron2, 
	Martin Villalba4, 
	Davide Ferrari4 & 
	…
	Filippo Rossi1 

Show authors

                    

                    
                        
    Nature

                        volume 374, pages 647–650 (1995)Cite this article
                    

                    
        
            	
                        2922 Accesses

                    
	
                        1207 Citations

                    
	
                            10 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
ALZHEIMER'S disease is the most common cause of progressive intellectual failure1. The lesions that develop, called senile plaques, are extracellular deposits principally composed of insoluble aggregates of β-amyloid protein (Aβ), infiltrated by reactive microglia and astrocytes2,3. Although Aβ, and a portion of it, the fragment 25–35 (Aβ(25–35)), have been shown to exert a direct toxic effect on neurons4–6, the role of microglia in such neuronal injury remains unclear7. Here we report a synergistic effect between Aβ and interferon-γ (IFN-γ) in triggering the production of reactive nitrogen intermediates and tumour-necrosis factor-α (TNF-α) from microglia. Furthermore, using co-culture experiments, we show that activation of microglia with IFN-γ and Aβ leads to neuronal cell injury in vitro. These findings suggest that Aβ and IFN-γ activate microglia to produce reactive nitrogen intermediates and TNF-α, and this may have a role in the pathogenesis of neuronal degeneration observed in ageing and Alzheimer's disease.
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