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    Abstract
INTRODUCTION: Ebbert et al. reported gene-gene interactions between rs11136000-rs670139 (CLU-MS4A4E) and rs3865444-rs670139 (CD33-MS4A4E). We evaluate these interactions in the largest dataset for an epistasis study.
METHODS: We tested interactions using 3837 cases and 4145 controls from ADGC using meta-and permutation analyses. We repeated meta-analyses stratified by APOEε4 status, estimated combined OR and population attributable fraction (cPAF), and explored causal variants.
RESULTS: Results support the CLU-MS4A4E interaction and a dominant effect. An association between CLU-MS4A4E and APOEε4 negative status exists. The estimated synergy factor, OR, and cPAF for rs11136000-rs670139 are 2.23, 2.45 and 8.0, respectively. We identified potential causal variants.
DISCUSSION: We replicated the CLU-MS4A4E interaction in a large case-control series, with APOEε4 and possible dominant effect. The CLU-MS4A4E OR is higher than any Alzheimer’s disease locus except APOEε4, APP, and TREM2. We estimated an 8% decrease in Alzheimer’s disease incidence without CLU-MS4A4E risk alleles and identified potential causal variants.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. All rights reserved. No reuse allowed without permission.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted October 13, 2015.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



  
      
  
  
    Supplementary Material 
  


  
  



          

        

        
        
          
            
  
      
  
  
     Email

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word about bioRxiv.
NOTE: Your email address is requested solely to identify you as the sender of this article.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 Interaction between variants in CLU and MS4A4E modulates Alzheimer’s disease risk



  Message Subject 
 (Your Name) has forwarded a page to you from bioRxiv



  Message Body 
 (Your Name) thought you would like to see this page from the bioRxiv website.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  



  
      
  
  
     Share  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Interaction between variants in CLU and MS4A4E modulates Alzheimer’s disease risk
    

  
      Mark T. W. Ebbert, Kevin L. Boehme, Mark E. Wadsworth, Lyndsay A. Staley, for the Alzheimer’s Disease Neuroimaging Initiative, Alzheimer’s Disease Genetics Consortium, Shubhabrata Mukherjee, Paul K. Crane, Perry G. Ridge, John S. K. Kauwe

  
      bioRxiv 028951; doi: https://doi.org/10.1101/028951 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

	
		  
	    
  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: LinkedIn logo] [image: Mendeley logo]
  


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Interaction between variants in CLU and MS4A4E modulates Alzheimer’s disease risk
    

  
      Mark T. W. Ebbert, Kevin L. Boehme, Mark E. Wadsworth, Lyndsay A. Staley, for the Alzheimer’s Disease Neuroimaging Initiative, Alzheimer’s Disease Genetics Consortium, Shubhabrata Mukherjee, Paul K. Crane, Perry G. Ridge, John S. K. Kauwe

  
      bioRxiv 028951; doi: https://doi.org/10.1101/028951 

  
  
  


  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  



          

        

	
 	
	
	


  


  
  



  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



  
        Subject Area

    
  
  
    	Genetics




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5176)

	Biochemistry (11641)

	Bioengineering (8679)

	Bioinformatics (29017)

	Biophysics (14863)

	Cancer Biology (11999)

	Cell Biology (17269)

	Clinical Trials (138)

	Developmental Biology (9365)

	Ecology (14084)

	Epidemiology (2067)

	Evolutionary Biology (18204)

	Genetics (12185)

	Genomics (16704)

	Immunology (11792)

	Microbiology (27859)

	Molecular Biology (11481)

	Neuroscience (60491)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3213)

	Physiology (4916)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2867)

	Systems Biology (7317)

	Zoology (1635)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  