







    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 Genetics]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	nature genetics

	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 31 May 2009



                    HLA-B*5701 genotype is a major determinant of drug-induced liver injury due to flucloxacillin

                    	Ann K Daly1, 
	Peter T Donaldson1, 
	Pallav Bhatnagar1, 
	Yufeng Shen2, 
	Itsik Pe'er2, 
	Aris Floratos2, 
	Mark J Daly3, 
	David B Goldstein4, 
	Sally John5, 
	Matthew R Nelson6, 
	Julia Graham1, 
	B Kevin Park7, 
	John F Dillon8, 
	William Bernal9, 
	Heather J Cordell1, 
	Munir Pirmohamed7, 
	Guruprasad P Aithal10Â na1 & 
	Christopher P Day1Â na1, 
	for the DILIGEN study & 
	International SAE Consortium

Show authors

                    

                    
                        
    Nature Genetics

                        volumeÂ 41,Â pages 816â€“819 (2009)Cite this article
                    

                    
        
            	
                        6077 Accesses

                    
	
                        770 Citations

                    
	
                            36 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
Drug-induced liver injury (DILI) is an important cause of serious liver disease. The antimicrobial agent flucloxacillin is a common cause of DILI, but the genetic basis for susceptibility remains unclear. We conducted a genome-wide association (GWA) study using 866,399 markers in 51 cases of flucloxacillin DILI and 282 controls matched for sex and ancestry. The GWA showed an association peak in the major histocompatibility complex (MHC) region with the strongest association (P = 8.7 Ã— 10âˆ’33) seen for rs2395029[G], a marker in complete linkage disequilibrium (LD) with HLA-B*5701. Further MHC genotyping, which included 64 flucloxacillin-tolerant controls, confirmed the association with HLA-B*5701 (OR = 80.6, P = 9.0 Ã— 10âˆ’19). The association was replicated in a second cohort of 23 cases. In HLA-B*5701 carrier cases, rs10937275 in ST6GAL1 on chromosome 3 also showed genome-wide significance (OR = 4.1, P = 1.4 Ã— 10âˆ’8). These findings provide new insights into the mechanism of flucloxacillin DILI and have the potential to substantially improve diagnosis of this serious disease.
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                    Figure 1: Flucloxacillin DILI genome-wide association result.[image: ]


Figure 2: Quantile-quantile plot of Ï‡2 statistics in case-control study.[image: ]
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