







    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]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 23 April 2008



                    Human cardiovascular progenitor cells develop from a KDR+ embryonic-stem-cell-derived population

                    	Lei Yang1, 
	Mark H. Soonpaa2, 
	Eric D. Adler1, 
	Torsten K. Roepke3, 
	Steven J. Kattman4, 
	Marion Kennedy4, 
	Els Henckaerts5, 
	Kristina Bonham6, 
	Geoffrey W. Abbott3, 
	R. Michael Linden1,5, 
	Loren J. Field2 & 
	â€¦
	Gordon M. Keller1,4Â 

Show authors

                    

                    
                        
    Nature

                        volumeÂ 453,Â pages 524â€“528 (2008)Cite this article
                    

                    
        
            	
                        16k Accesses

                    
	
                        1100 Citations

                    
	
                            21 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
The functional heart is comprised of distinct mesoderm-derived lineages including cardiomyocytes, endothelial cells and vascular smooth muscle cells. Studies in the mouse embryo and the mouse embryonic stem cell differentiation model have provided evidence indicating that these three lineages develop from a common Flk-1+ (kinase insert domain protein receptor, also known as Kdr) cardiovascular progenitor that represents one of the earliest stages in mesoderm specification to the cardiovascular lineages1. To determine whether a comparable progenitor is present during human cardiogenesis, we analysed the development of the cardiovascular lineages in human embryonic stem cell differentiation cultures. Here we show that after induction with combinations of activin A, bone morphogenetic protein 4 (BMP4), basic fibroblast growth factor (bFGF, also known as FGF2), vascular endothelial growth factor (VEGF, also known as VEGFA) and dickkopf homolog 1 (DKK1) in serum-free media, human embryonic-stem-cell-derived embryoid bodies generate a KDRlow/C-KIT(CD117)neg population that displays cardiac, endothelial and vascular smooth muscle potential in vitro and, after transplantation, in vivo. When plated in monolayer cultures, these KDRlow/C-KITneg cells differentiate to generate populations consisting of greater than 50% contracting cardiomyocytes. Populations derived from the KDRlow/C-KITneg fraction give rise to colonies that contain all three lineages when plated in methylcellulose cultures. Results from limiting dilution studies and cell-mixing experiments support the interpretation that these colonies are clones, indicating that they develop from a cardiovascular colony-forming cell. Together, these findings identify a human cardiovascular progenitor that defines one of the earliest stages of human cardiac development.
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                    Figure 1: 
                        Specification of the cardiac lineage from human ESCs.
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Figure 2: 
                        Identification and characterization of the cardiovascular KDR
                        low
                        /C-KIT
                        neg
                         embryoid body population.
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Figure 3: 
                        Characterization of the KDR
                        low
                        /C-KIT
                        neg
                        -derived lineages.
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Figure 4: 
                        Identification and characterization of human cardiovascular progenitors.
                      [image: ]



                


                
                    
                        
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Expansion of Human Pluripotent Stem Cell-derived Early Cardiovascular Progenitor Cells by a Cocktail of Signaling Factors
                                        
                                    

                                    
                                        Article
                                         Open access
                                         05 November 2019
                                    

                                

                                Sadaf Vahdat, Sara Pahlavan, â€¦ Hossein Baharvand

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Hypoxia promotes a perinatal-like progenitor state in the adult murine epicardium
                                        
                                    

                                    
                                        Article
                                         Open access
                                         03 June 2022
                                    

                                

                                Angeliqua Sayed, Szimonetta Turoczi, â€¦ Mariana Valente

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Retinoic acid signaling modulation guides in vitro specification of human heart field-specific progenitor pools
                                        
                                    

                                    
                                        Article
                                         Open access
                                         03 April 2023
                                    

                                

                                Dorota Zawada, Jessica Kornherr, â€¦ Alexander Goedel

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                References
	Kattman, S. J., Huber, T. L. & Keller, G. M. Multipotent Flk-1+ cardiovascular progenitor cells give rise to the cardiomyocyte, endothelial, and vascular smooth muscle lineages. Dev. Cell 11, 723â€“732 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Conlon, F. L. et al. A primary requirement for nodal in the formation and maintenance of the primitive streak in the mouse. Development 120, 1919â€“1928 (1994)
CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Lough, J. et al. Combined BMP-2 and FGF-4, but neither factor alone, induces cardiogenesis in non-precardiac embryonic mesoderm. Dev. Biol. 178, 198â€“202 (1996)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Marvin, M. J., Di Rocco, G., Gardiner, A., Bush, S. M. & Lassar, A. B. Inhibition of Wnt activity induces heart formation from posterior mesoderm. Genes Dev. 15, 316â€“327 (2001)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Mima, T., Ueno, H., Fischman, D. A., Williams, L. T. & Mikawa, T. Fibroblast growth factor receptor is required for in vivo cardiac myocyte proliferation at early embryonic stages of heart development. Proc. Natl Acad. Sci. USA 92, 467â€“471 (1995)
ArticleÂ 
    ADSÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Schneider, V. A. & Mercola, M. Wnt antagonism initiates cardiogenesis in Xenopus laevis . Genes Dev. 15, 304â€“315 (2001)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Winnier, G., Blessing, M., Labosky, P. A. & Hogan, B. L. Bone morphogenetic protein-4 is required for mesoderm formation and patterning in the mouse. Genes Dev. 9, 2105â€“2116 (1995)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Laflamme, M. A. et al. Cardiomyocytes derived from human embryonic stem cells in pro-survival factors enhance function of infarcted rat hearts. Nature Biotechnol. 25, 1015â€“1024 (2007)
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Kispert, A. & Herrmann, B. G. Immunohistochemical analysis of the Brachyury protein in wild-type and mutant mouse embryos. Dev. Biol. 161, 179â€“193 (1994)
ArticleÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Liu, P. et al. Requirement for Wnt3 in vertebrate axis formation. Nature Genet. 22, 361â€“365 (1999)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Ueno, S. et al. Biphasic role for Wnt/Î²-catenin signaling in cardiac specification in zebrafish and embryonic stem cells. Proc. Natl Acad. Sci. USA 104, 9685â€“9690 (2007)
ArticleÂ 
    ADSÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Cai, C. L. et al. Isl1 identifies a cardiac progenitor population that proliferates prior to differentiation and contributes a majority of cells to the heart. Dev. Cell 5, 877â€“889 (2003)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Lints, T. J., Parsons, L. M., Hartley, L., Lyons, I. & Harvey, R. P. Nkx-2.5: a novel murine homeobox gene expressed in early heart progenitor cells and their myogenic descendants. Development 119, 419â€“431 (1993)
CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Bruneau, B. G. et al. Chamber-specific cardiac expression of Tbx5 and heart defects in Holtâ€“Oram syndrome. Dev. Biol. 211, 100â€“108 (1999)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Cai, C. L. et al. T-box genes coordinate regional rates of proliferation and regional specification during cardiogenesis. Development 132, 2475â€“2487 (2005)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Gouon-Evans, V. et al. BMP-4 is required for hepatic specification of mouse embryonic stem cell-derived definitive endoderm. Nature Biotechnol. 24, 1402â€“1411 (2006)
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	de la Pompa, J. L. et al. Role of the NF-ATc transcription factor in morphogenesis of cardiac valves and septum. Nature 392, 182â€“186 (1998)
ArticleÂ 
    ADSÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Meyer, D. et al. Isoform-specific expression and function of neuregulin. Development 124, 3575â€“3586 (1997)
CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Leor, J. et al. Human embryonic stem cell transplantation to repair the infarcted myocardium. Heart 93, 1278â€“1284 (2007)
ArticleÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Van Laake, L. W. et al. Human embryonic stem cell-derived cardiomyoces survive and mature in the mouse heart and transiently improve function after myocardial infarction. Stem Cell Res. 1, 9â€“24 (2007)
ArticleÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Rubart, M. & Field, L. J. ES cells for troubled hearts. Nature Biotechnol. 25, 993â€“994 (2007)
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Irion, S. et al. Identification and targeting of the ROSA26 locus in human embryonic stem cells. Nature Biotechnol. 12, 1477â€“1482 (2007)
ArticleÂ 
    
                    Google ScholarÂ 
                

	Shibata, E. F. et al. Contributions of a transient outward current to repolarization in human atrium. Am. J. Physiol. 257, 1773â€“1781 (1989)

                    Google ScholarÂ 
                

	Konarzewska, H., Peeters, G. A. & Sanguinetti, M. C. Repolarizing K+ currents in nonfailing human hearts. Similarities between right septal subendocardial and left subepicardial ventricular myocytes. Circulation 92, 1179â€“1187 (1995)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Meyer, T. Micro-electrode arrays in cardiac safety pharmacology. Drug Safety 11, 763â€“772 (2004)
ArticleÂ 
    
                    Google ScholarÂ 
                

	Moretti, A. et al. Multipotent embryonic Isl1+ progenitor cells lead to cardiac, smooth muscle, and endothelial cell diversification. Cell 127, 1151â€“1165 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Wu, S. M. et al. Developmental origin of a bipotential myocardial and smooth muscle cell precursor in the mammalian heart. Cell 127, 1137â€“1150 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Bearzi, C. et al. Human cardiac stem cells. Proc. Natl Acad. Sci. USA 104, 14068â€“14073 (2007)
ArticleÂ 
    ADSÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Kennedy, M. et al. Development of the hemangioblast defines the onset of hematopoiesis in human ES cell differentiation cultures. Blood 109, 2679â€“2687 (2007)
CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Brady, G. & Iscove, N. N. Construction of cDNA libraries from single cells. Methods Enzymol. 225, 611â€“623 (1993)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                


Download references




Acknowledgements
We thank M. Oza for MEA (multi-electrode arrays) measurement and members of the Keller laboratory for critically reading this manuscript. G.M.K., S.J.K. and G.W.A. are supported by the National Institutes of Health/National Heart Lung and Blood Institute.
Author Contributions L.Y. carried out most of the experiments; L.Y., S.J.K. and G.M.K. designed the study; L.Y. and G.M.K. analysed the data and wrote the manuscript; M.H.S. and L.J.F. performed the transplantation and differentiation study in the normal hearts; E.D.A. was responsible for the transplantation and analyses of the infracted hearts; T.K.R. and G.W.A. carried out the patch-clamp study; E.H. and R.M.L. generated the AAV (adeno-associated virus)â€“GFPâ€“hES2 cells; M.K. provided advice on experimental design and analysed data; and L.Y. and K.B. performed the field potential recording.


Author information
Authors and Affiliations
	Department of Gene and Cell Medicine, The Black Family Stem Cell Institute, Mount Sinai School of Medicine, 1425 Madison Avenue, New York, New York 10029, USA, 
Lei Yang,Â Eric D. Adler,Â R. Michael LindenÂ &Â Gordon M. Keller

	 Wells Center for Pediatric Research, Indiana University School of Medicine, 1044 West Walnut Street, Indiana 46202, USA , 
Mark H. SoonpaaÂ &Â Loren J. Field

	Greenberg Division of Cardiology, Departments of Medicine and Pharmacology, Weill Medical College of Cornell University, 520 East 70th Street, New York, New York 10021, USA, 
Torsten K. RoepkeÂ &Â Geoffrey W. Abbott

	 McEwen Centre for Regenerative Medicine, University Health Network, 101 College Street, Toronto, Ontario M5G 1L7, Canada , 
Steven J. Kattman,Â Marion KennedyÂ &Â Gordon M. Keller

	Department of Infectious Diseases, Kingâ€™s College London, London SE1 9RT, UK
Els HenckaertsÂ &Â R. Michael Linden

	 VistaGen Therapeutics Inc., 384 Oyster Point Boulevard, Suite 8, San Francisco, California 94080, USA , 
Kristina Bonham


Authors	Lei YangView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Mark H. SoonpaaView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Eric D. AdlerView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Torsten K. RoepkeView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Steven J. KattmanView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Marion KennedyView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Els HenckaertsView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Kristina BonhamView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Geoffrey W. AbbottView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	R. Michael LindenView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Loren J. FieldView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Gordon M. KellerView author publications
You can also search for this author in
                        PubMedÂ Google Scholar





Corresponding author
Correspondence to
                Gordon M. Keller.


Supplementary information

Supplementary information
The file contains Supplementary Methods, Supplementary Figures 1-5 with Legends and Legends to Supplementary Movies S1-S4. (PDF 4882 kb)


Supplementary information
The file contains Supplementary Movie S1 showing day 14 EBs with contracting cells derived from hES2 cells. (MOV 317 kb)


Supplementary information
The file contains Supplementary Movie S2 showing aggregates with contracting cells generated from day 6 EB-derived KDRlow/C-KITneg cells. Aggregates were cultured in the low cluster plates for 10 days (MOV 592 kb)


Supplementary information
The file contains Supplementary Movie S3 showing monolayer of contracting cells generated from day 6 EB-derived KDRlow/C-KITneg cells. The sorted cells were cultured on a gelatin coated well for 10 days (MOV 753 kb)


Supplementary information
The file contains Supplementary Movie S4 showing a cardiac colony generated from day 6 EB-derived KDRlow/C-KITneg cells. The colony was maintained in methylcellulose cultures for 10 days. (MOV 336 kb)





Rights and permissions
Reprints and permissions


About this article
Cite this article
Yang, L., Soonpaa, M., Adler, E. et al. Human cardiovascular progenitor cells develop from a KDR+ embryonic-stem-cell-derived population.
                    Nature 453, 524â€“528 (2008). https://doi.org/10.1038/nature06894
Download citation
	Received: 24 January 2008

	Accepted: 22 February 2008

	Published: 23 April 2008

	Issue Date: 22 May 2008

	DOI: https://doi.org/10.1038/nature06894


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

                
                    	
                            
                                
                                    
                                        Semi-automated optimized method to isolate CRISPR/Cas9 edited human pluripotent stem cell clones
                                    
                                

                            
                                
                                    	Elie Frank
	Michel Cailleret
	Karim Ben Mâ€™Barek


                                
                                Stem Cell Research & Therapy (2023)

                            
	
                            
                                
                                    
                                        SARS-CoV-2 viral genes Nsp6, Nsp8, and M compromise cellular ATP levels to impair survival and function of human pluripotent stem cell-derived cardiomyocytes
                                    
                                

                            
                                
                                    	Juli Liu
	Shiyong Wu
	Lei Yang


                                
                                Stem Cell Research & Therapy (2023)

                            
	
                            
                                
                                    
                                        Lipid droplet-associated lncRNA LIPTER preserves cardiac lipid metabolism
                                    
                                

                            
                                
                                    	Lei Han
	Dayang Huang
	Lei Yang


                                
                                Nature Cell Biology (2023)

                            
	
                            
                                
                                    
                                        Pluripotent stem cell-derived committed cardiac progenitors remuscularize damaged ischemic hearts and improve their function in pigs
                                    
                                

                            
                                
                                    	Lynn Yap
	Li Yen Chong
	Karl Tryggvason


                                
                                npj Regenerative Medicine (2023)

                            
	
                            
                                
                                    
                                        The Role of Large Animal Models in Cardiac Regeneration Research Using Human Pluripotent Stem Cell-Derived Cardiomyocytes
                                    
                                

                            
                                
                                    	Yuan-Yuan Cheng
	Yu-Feng Hu
	Patrick Ching-Ho Hsieh


                                
                                Current Cardiology Reports (2023)

                            


                

            

        
    

            
                Comments
By submitting a comment you agree to abide by our Terms and Community Guidelines. If you find something abusive or that does not comply with our terms or guidelines please flag it as inappropriate.



                
                    
                    

                

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    
        Editorial Summary
Embryonic stem cells: Take heart from a growth factor cocktail
A method for differentiation and isolation of one of the earliest human cardiac progenitors from human embryonic stem cells has been developed. By supplying a cocktail of growth factors at the appropriate stage of development, these cells can form cardiac, endothelial and vascular smooth muscle in vitro and, when transplanted, in vivo. When plated in culture, they can form populations of contracting cardiomyocytes. Transplantation of the cells into damaged mice hearts improved cardiac function. These cells will be useful for the study of cardiac development, and provide an enriched source of progenitors for engineering cardiovascular tissue in vitro and for transplantation to large animal models of heart disease.

show all

    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    News
                                
                            
	
                                
                                    Opinion
                                
                            
	
                                
                                    Research Analysis
                                
                            
	
                                
                                    Careers
                                
                            
	
                                
                                    Books & Culture
                                
                            
	
                                
                                    Podcasts
                                
                            
	
                                
                                    Videos
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Browse issues
                                
                            
	
                                
                                    Collections
                                
                            
	
                                
                                    Subjects
                                
                            


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


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Journal Staff
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Journal Information
                                
                            
	
                                
                                    Our publishing models
                                
                            
	
                                
                                    Editorial Values Statement
                                
                            
	
                                
                                    Journal Metrics
                                
                            
	
                                
                                    Awards
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    Editorial policies
                                
                            
	
                                
                                    History of Nature
                                
                            
	
                                
                                    Send a news tip
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors
                                
                            
	
                                
                                    For Referees
                                
                            
	
                                
                                    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 (Nature)
                
                
    
    
        ISSN 1476-4687 (online)
    
    


                
    
    
        ISSN 0028-0836 (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: ]
