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            Injection of activated protein C (APC) is the last resort to rescue a patient with severe sepsis. Research into how APC works reveals that the drug inactivates histones (pages 1318â€“1321), which are toxic during severe sepsis.
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                    Figure 1: Far from harmless histones.[image: ]Marina Corral




                


                
            

            
                References
	Hirsch, J.G. J. Exp. Med. 108, 925â€“944 (1958).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Xu, J. et al. Nat. Med. 15, 1318â€“1321 (2009).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Kerschen, E.J. et al. J. Exp. Med. 204, 2439â€“2448 (2007).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Wang, H.G. et al. Science 284, 339â€“343 (1999).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Clark, S.R. et al. Nat. Med. 13, 463â€“469 (2007).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Brinkmann, V. et al. Science 303, 1532â€“1535 (2004).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Hamon, M.A. & Cossart, P. Cell Host Microbe 4, 100â€“109 (2008).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Malik, H.S. & Henikoff, S. Nat. Struct. Biol. 10, 882â€“891 (2003).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Jaeger, S. et al. Biochimie 87, 827â€“834 (2005).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                


Download references




Author information
Authors and Affiliations
	Catherine Chaput and Arturo Zychlinsky are in the Department of Cellular Microbiology, Max Planck Institute for Infection Biology, Berlin, Germany., 
Catherine ChaputÂ &Â Arturo Zychlinsky


Authors	Catherine ChaputView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Arturo ZychlinskyView author publications
You can also search for this author in
                        PubMedÂ Google Scholar





Corresponding author
Correspondence to
                Arturo Zychlinsky.


Rights and permissions
Reprints and permissions


About this article
Cite this article
Chaput, C., Zychlinsky, A. Sepsis: the dark side of histones.
                    Nat Med 15, 1245â€“1246 (2009). https://doi.org/10.1038/nm1109-1245
Download citation
	Issue Date: November 2009

	DOI: https://doi.org/10.1038/nm1109-1245


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        








            


            
        
            
                This article is cited by

                
                    	
                            
                                
                                    
                                        Exosomes from adipose tissue-derived mesenchymal stem cells ameliorate histone-induced acute lung injury by activating the PI3K/Akt pathway in endothelial cells
                                    
                                

                            
                                
                                    	Yukie Mizuta
	Tomohiko Akahoshi
	Ken Yamaura


                                
                                Stem Cell Research & Therapy (2020)

                            
	
                            
                                
                                    
                                        Megakaryocytes contain extranuclear histones and may be a source of platelet-associated histones during sepsis
                                    
                                

                            
                                
                                    	Galit H. Frydman
	Shannon N. Tessier
	Daniel Irimia


                                
                                Scientific Reports (2020)

                            
	
                            
                                
                                    
                                        Dexmedetomidine inhibits astrocyte pyroptosis and subsequently protects the brain in in vitro and in vivo models of sepsis
                                    
                                

                            
                                
                                    	Yi-Bing Sun
	Hailin Zhao
	Daqing Ma


                                
                                Cell Death & Disease (2019)

                            
	
                            
                                
                                    
                                        Circulating histone H3 levels are increased in septic mice in a neutrophil-dependent manner: preclinical evaluation of a novel sandwich ELISA for histone H3
                                    
                                

                            
                                
                                    	Takashi Ito
	Mayumi Nakahara
	Ikuro Maruyama


                                
                                Journal of Intensive Care (2018)

                            
	
                            
                                
                                    
                                        Complement component 5 promotes lethal thrombosis
                                    
                                

                            
                                
                                    	Tomohiro Mizuno
	Kengo Yoshioka
	Masaki Imai


                                
                                Scientific Reports (2017)

                            


                

            

        
    

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    

    
    
        
            
                Associated content

                
                    
                    
                        
                            
    
        
            
                
                    Extracellular histones are major mediators of death in sepsis
                

                
	Jun Xu
	Xiaomei Zhang
	Charles T Esmon



                
    
        
            Nature Medicine
        
        Letter
        
        
            25 Oct 2009
        
    


            

        

    


                        

                    
                
            
        

        
    

    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Podcasts
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            Follow us on Facebook
                            
                        
	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Aims & Scope
                                
                            
	
                                
                                    Journal Information
                                
                            
	
                                
                                    Journal Metrics
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Our publishing models
                                
                            
	
                                
                                    Editorial Values Statement
                                
                            
	
                                
                                    Editorial Policies
                                
                            
	
                                
                                    Content Types
                                
                            
	
                                
                                    Nature Medicine Classic Collection
                                
                            
	
                                
                                    Web Feeds
                                
                            
	
                                
                                    Posters
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    Research Cross-Journal Editorial Team
                                
                            
	
                                
                                    Reviews Cross-Journal Editorial Team
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    Submission Guidelines
                                
                            
	
                                
                                    For Reviewers
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    Nature Medicine (Nat Med)
                
                
    
    
        ISSN 1546-170X (online)
    
    


                
    
    
        ISSN 1078-8956 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Korea
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    







    

    



    
    

        

    
        
            


Close
    



        

            
                
                    [image: Nature Briefing]
                    Sign up for the Nature Briefing newsletter â€” what matters in science, free to your inbox daily.

                

                
                    
                        
                        

                        
                        
                        
                        

                        Email address

                        
                            
                            
                            
                            Sign up
                        


                        
                            
                            I agree my information will be processed in accordance with the Nature and Springer Nature Limited Privacy Policy.
                        

                    

                

            


        


    

    
    

        

    
        
            

Close
    



        
            Get the most important science stories of the day, free in your inbox.
            Sign up for Nature Briefing
            
        


    









    [image: ]







[image: ]
