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    Abstract
The extent to which genetic influences on complex traits and disease are mediated by changes in DNA methylation levels has not been systematically explored. We developed an analytical framework that integrates genetic fine mapping and Mendelian randomization with epigenome-wide association studies to evaluate the causal relationships between methylation levels and 14 cardiovascular disease traits.
We identified 10 genetic loci known to influence proximal DNA methylation which were also associated with cardiovascular traits (P < 3.83×10-08). Bivariate fine mapping suggested that the individual variants responsible for the observed effects on cardiovascular traits at the ABO, ADCY3, ADIPOQ, APOA1 and IL6R loci were likely mediated through changes in DNA methylation. Causal effect estimates on cardiovascular traits ranged between 0.109-0.992 per standard deviation change in DNA methylation and were replicated using results from large-scale consortia.
Functional informatics suggests that the causal variants and CpG sites identified in this study were enriched for histone mark peaks in adipose tissue and gene promoter regions. Integrating our results with expression quantitative trait loci data we provide evidence that variation at these regulatory regions is likely to also influence gene expression at these loci.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available under a CC-BY 4.0 International license.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted April 29, 2017.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     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 
 Causal epigenome-wide association study identifies CpG sites that influence cardiovascular 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  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Causal epigenome-wide association study identifies CpG sites that influence cardiovascular disease risk
    

  
      Tom G. Richardson, Jie Zheng, George Davey Smith, Nicholas J. Timpson, Tom R. Gaunt, Caroline L. Relton, Gibran Hemani

  
      bioRxiv 132019; doi: https://doi.org/10.1101/132019 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

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


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Causal epigenome-wide association study identifies CpG sites that influence cardiovascular disease risk
    

  
      Tom G. Richardson, Jie Zheng, George Davey Smith, Nicholas J. Timpson, Tom R. Gaunt, Caroline L. Relton, Gibran Hemani

  
      bioRxiv 132019; doi: https://doi.org/10.1101/132019 

  
  
  


  

  
  	      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

    
  
  
    	Epidemiology




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5177)

	Biochemistry (11643)

	Bioengineering (8681)

	Bioinformatics (29019)

	Biophysics (14865)

	Cancer Biology (12000)

	Cell Biology (17269)

	Clinical Trials (138)

	Developmental Biology (9365)

	Ecology (14084)

	Epidemiology (2067)

	Evolutionary Biology (18205)

	Genetics (12185)

	Genomics (16705)

	Immunology (11793)

	Microbiology (27859)

	Molecular Biology (11481)

	Neuroscience (60493)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3214)

	Physiology (4916)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2867)

	Systems Biology (7317)

	Zoology (1635)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  