

	
	

	









	




	







	









		

		
		

	
	




	
	


	
	



	
	


	
	
	
	
	
	
		
			
			
		

		
		
	

	

	



	
	
	
	

	







	















	Skip to main content






    


	
	
		
	






	

	

	
	

	

	
		

	
	












			

			





			






	




	


	
	





	








	

	
	
		
		
		
		
		
		
		
		
		
		
		
		
		
	

	
	
		
		
		
	


















	
		
	

	

	
		
	

	







	
		
		
		

		
		
		
		
			
				
				









	
	    












    
    






    
    







    




    






    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [image: PDF icon]Download This Paper
                    
                
            

        
    
        
    

            
            
                

                

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Open PDF in Browser
                    
                
            

        
    
        
    
            
        

    






    
        
    


    
            
            
                
            
            
                
        Add Paper to My Library
        
        

    















	














	
	    







 



	




	







	




































    



			

			
				
				
				
				
				
						
				
				
				
					
						Share:
							
	
	
	


					

					
				
				
				




				
				

    
        
        
        
            

		
		
		
			
				
			
				
			
				
			
				
			
				
			
		

		
            

		
		
		
			
		
			
		
			
		
			
				
			
		
			
		
			
				
			
		

		
            

            
        

        
    

    


    




				
				
					

					
					Permalink

						Using these links will ensure access to this page indefinitely

						
							
							Copy URL
						

						
							
								
								Copy DOI
								

							

						
				

				
			

		


		
			
				
				


    
        
    
	
		
		







	
	    





		
		
			
			[image: puc-header]
			
		

	



	
	
		
	

	
	
		
		
	

	
	

	
	
		




	
	
	A Systems Serology Approach to Identifying Key Antibody Correlates of Protection from Cerebral Malaria in Malawian Children

	 
		
			
			
			
			
				Cell Reports Medicine
			
		

	
    
	

	
	
		
		
			81 Pages
		
		

		Posted: 13 Jun 2023
		
		
		
			Publication Status: Review Complete
		
	

	
			
			
				




	See all articles by Isobel  S. WalkerIsobel  S. Walker
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Saber Dini
University of Melbourne - Centre for Epidemiology and Biostatistics
Elizabeth  H. Aitken
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Timon Damelang
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Anja  T. R. Jensen
University of Copenhagen, Institute for Immunology and Microbiology, Centre for Medical Parasitology
Janavi  S. Rambhatla
University of Melbourne - Peter Doherty Institute for Infection and Immunity
D.  Herbert Opi
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Michael  F. Duffy
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Eizo Takashima
Ehime University - Division of Malaria Research
Visopo Harawa
University of Malawi - Malawi-Liverpool-Wellcome Trust Clinical Research Programme
Takafumi Tsuboi
Ehime University - Division of Cell-Free Sciences
Julie  A. Simpson
University of Melbourne - Centre for Epidemiology and Biostatistics
Wilson Mandala
Malawi University of Science and Technology - Academy of Medical Sciences
Terrie  E. Taylor
Kamuzu University of Health Sciences - Blantyre Malaria Project
Karl  B. Seydel
Kamuzu University of Health Sciences - Blantyre Malaria Project
Amy Chung
University of Melbourne - Peter Doherty Institute for Infection and Immunity
Stephen  J. Rogerson
University of Melbourne - Peter Doherty Institute for Infection and Immunity


			

			More...
	
	
	
	
	



	
	
	
	
	

	
	
		
		
	

	
	
		
	
	
		Abstract

		Plasmodium falciparum erythrocyte membrane protein 1 (PfEMP1) proteins are expressed on the surface of infected erythrocytes, mediating parasite sequestration in the vasculature. PfEMP1 is a major target of protective antibodies, but the features of the antibody response are poorly defined. In Malawian children with cerebral or uncomplicated malaria, we characterized the antibody response to 39 recombinant PfEMP1 Duffy Binding Like (DBL) domains or Cysteine Rich Interdomain Regions (CIDRs) in detail. Using Elastic Net Regularized Logistic regression we identified a combination of seven antibody targets and features that distinguished between children with cerebral and uncomplicated malaria with 87% accuracy, including antibody to well-characterized DBLÎ²3 domains and a less well-characterized CIDRÎ³12 domain. The abilities of antibodies to engage C1q and FcÎ³RIIIb, rather than levels of IgG, correlated with protection. Specific PfEMP1 variants may be involved in the pathogenesis of cerebral malaria and antibody with specific features may help protect from disease. 
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