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            Abstract
Innate immune responses are important in combating various microbes during the early phases of infection. Natural killer (NK) cells are innate lymphocytes that, unlike T and B lymphocytes, do not express antigen receptors but rapidly exhibit cytotoxic activities against virus-infected cells and produce various cytokines1,2. Here we report a new type of innate lymphocyte present in a novel lymphoid structure associated with adipose tissues in the peritoneal cavity. These cells do not express lineage (Lin) markers but do express c-Kit, Sca-1 (also known as Ly6a), IL7R and IL33R. Similar lymphoid clusters were found in both human and mouse mesentery and we term this tissue â€˜FALCâ€™ (fat-associated lymphoid cluster). FALC Lin-c-Kit+Sca-1+ cells are distinct from lymphoid progenitors3 and lymphoid tissue inducer cells4. These cells proliferate in response to IL2 and produce large amounts of TH2 cytokines such as IL5, IL6 and IL13. IL5 and IL6 regulate B-cell antibody production and self-renewal of B1 cells5,6,7. Indeed, FALC Lin-c-Kit+Sca-1+ cells support the self-renewal of B1 cells and enhance IgA production. IL5 and IL13 mediate allergic inflammation and protection against helminth infection8,9. After helminth infection and in response to IL33, FALC Lin-c-Kit+Sca-1+ cells produce large amounts of IL13, which leads to goblet cell hyperplasiaâ€”a critical step for helminth expulsion. In mice devoid of FALC Lin-c-Kit+Sca-1+ cells, such goblet cell hyperplasia was not induced. Thus, FALC Lin-c-Kit+Sca-1+ cells are TH2-type innate lymphocytes, and we propose that these cells be called â€˜natural helper cellsâ€™.
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                    Figure 1: Lin
-c-Kit
+Sca-1
+ cells exist in FALCs.
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Figure 2: c-Kit
+Sca-1
+ cells of FALCs are a new lymphocyte population.
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Figure 3: FALC c-Kit
+Sca-1
+ cells produce T
H2 cytokines and support B1 cell proliferation.
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Figure 4: FALC c-Kit
+Sca-1
+ cells produce IL5 and IL13 in response to IL33 and induce goblet cell hyperplasia after helminth infection.
[image: ]



                


                
                    
                        
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        A RORÎ³t+ cell instructs gut microbiota-specific Treg cell differentiation
                                        
                                    

                                    
                                        Article
                                        
                                         07 September 2022
                                    

                                

                                Ranit Kedmi, Tariq A. Najar, â€¦ Dan R. Littman

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        T-helper 22 cells develop as a distinct lineage from Th17 cells during bacterial infection and phenotypic stability is regulated by T-bet
                                        
                                    

                                    
                                        Article
                                        
                                         03 June 2021
                                    

                                

                                Jessica L. Barnes, Maximilian W. Plank, â€¦ Paul S. Foster

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        The interplay between innate lymphoid cells and T cells
                                        
                                    

                                    
                                        Article
                                        
                                         10 July 2020
                                    

                                

                                Marie Cherrier, Gayetri Ramachandran & Rachel Golub

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                References
	Lodoen, M. B. & Lanier, L. L. Natural killer cells as an initial defence against pathogens. Curr. Opin. Immunol. 18, 391â€“398 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Andoniou, C. E., Andrews, D. M. & Degli-Esposti, M. A. Natural killer cells in viral infection: more than just killers. Immunol. Rev. 214, 239â€“250 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Kawamoto, H. & Katsura, Y. A new paradigm for hematopoietic cell lineages: revision of the classical concept of the myeloid-lymphoid dichotomy. Trends Immunol. 30, 193â€“200 (2009)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Nishikawa, S., Honda, K., Vieira, P. & Yoshida, H. Organogenesis of peripheral lymphoid organs. Immunol. Rev. 195, 72â€“80 (2003)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Sonoda, E. et al. Transforming growth factor Î² induces IgA production and acts additively with interleukin 5 for IgA production. J. Exp. Med. 170, 1415â€“1420 (1989)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Beagley, K. W. et al. Interleukins and IgA synthesis. Human and murine interleukin 6 induce high rate IgA secretion in IgA-committed B cells. J. Exp. Med. 169, 2133â€“2148 (1989)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Erickson, L. D., Foy, T. M. & Waldschmidt, T. J. Murine B1 B cells require IL-5 for optimal T cell-dependent activation. J. Immunol. 166, 1531â€“1539 (2001)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Knight, P. A., Brown, J. K. & Pemberton, A. D. Innate immune response mechanisms in the intestinal epithelium: potential roles for mast cells and goblet cells in the expulsion of adult Trichinella spiralis . Parasitology 135, 655â€“670 (2008)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Fallon, P. G. et al. Identification of an interleukin (IL)-25-dependent cell population that provides IL-4, IL-5, and IL-13 at the onset of helminth expulsion. J. Exp. Med. 203, 1105â€“1116 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Cao, X. et al. Defective lymphoid development in mice lacking expression of the common cytokine receptor Î³ chain. Immunity 2, 223â€“238 (1995)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Tsuji, M. et al. Requirement for lymphoid tissue-inducer cells in isolated follicle formation and T cell-independent immunoglobulin A generation in the gut. Immunity 29, 261â€“271 (2008)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Rangel-Moreno, J. et al. Omental milky spots develop in the absence of lymphoid tissue-inducer cells and support B and T cell responses to peritoneal antigens. Immunity 30, 731â€“7343 (2009)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Schmitz, J. et al. IL-33, an interleukin-1-like cytokine that signals via the IL-1 receptor-related protein ST2 and induces T helper type 2-associated cytokines. Immunity 23, 479â€“490 (2005)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Watanabe, Y. et al. A murine thymic stromal cell line which may support the differentiation of CD4-8- thymocytes into CD4+8- Î±Î² T cell receptor positive T cells. Cell. Immunol. 142, 385â€“397 (1992)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Sanos, S. L. et al. RORÎ³t and commensal microflora are required for the differentiation of mucosal interleukin 22-producing NKp46+ cells. Nature Immunol. 10, 83â€“91 (2009)
ArticleÂ 
    CASÂ 
    ADSÂ 
    
                    Google ScholarÂ 
                

	Yokota, Y. et al. Development of peripheral lymphoid organs and natural killer cells depends on the helixâ€“loopâ€“helix inhibitor Id2. Nature 397, 702â€“706 (1999)
ArticleÂ 
    CASÂ 
    ADSÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Eberl, G. et al. An essential function for the nuclear receptor RORÎ³t in the generation of fetal lymphoid tissue inducer cells. Nature Immunol. 5, 64â€“73 (2004)
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Arend, W. P., Palmer, G. & Gabay, C. IL-1, IL-18, and IL-33 families of cytokines. Immunol. Rev. 223, 20â€“38 (2008)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Kroeger, K. M., Sullivan, B. M. & Locksley, R. M. IL-18 and IL-33 elicit Th2 cytokines from basophils via a MyD88- and p38Î±-dependent pathway. J. Leukoc. Biol. 86, 769â€“778 (2009)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Humphreys, N. E., Xu, D., Hepworth, M. R., Liew, F. Y. & Grencis, R. K. IL-33, a potent inducer of adaptive immunity to intestinal nematodes. J. Immunol. 180, 2443â€“2449 (2008)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Wang, Y. H. et al. IL-25 augments type 2 immune responses by enhancing the expansion and functions of TSLP-DC-activated Th2 memory cells. J. Exp. Med. 204, 1837â€“1847 (2007)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Haraldsen, G., Balogh, J., Pollheimer, J., Sponheim, J. & KÃ¼chler, A. M. Interleukin-33â€”cytokine of dual function or novel alarmin? Trends Immunol. 30, 227â€“233 (2009)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Wood, I. S., Wang, B. & Trayhurn, P. IL-33, a recently identified interleukin-1 gene family member, is expressed in human adipocytes. Biochem. Biophys. Res. Commun. 384, 105â€“109b (2009)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Voehringer, D., Reese, T. A., Huang, X., Shinkai, K. & Locksley, R. M. Type 2 immunity is controlled by IL-4/IL-13 expression in hematopoietic non-eosinophil cells of the innate immune system. J. Exp. Med. 203, 1435â€“1446 (2006)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Nocka, K. et al. Molecular bases of dominant negative and loss of function mutations at the murine c-kit/white spotting locus: W37, Wv, W41 and W . EMBO J. 9, 1805â€“1813 (1990)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Hayashi, C., Sonoda, T., Nakano, T., Nakayama, H. & Kitamura, Y. Mast-cell precursors in the skin of mouse embryos and their deficiency in embryos of Sl/Sld genotype. Dev. Biol. 109, 234â€“241 (1985)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Miyawaki, S. et al. A new mutation, aly, that induces a generalized lack of lymph nodes accompanied by immunodeficiency in mice. Eur. J. Immunol. 24, 429â€“434 (1994)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Shinkai, Y. et al. RAG-2-deficient mice lack mature lymphocytes owing to inability to initiate V(D)J rearrangement. Cell 68, 855â€“867 (1992)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Kennedy, M. K. et al. Reversible defects in natural killer and memory CD8 T cell lineages in interleukin 15-deficient mice. J. Exp. Med. 191, 771â€“780 (2000)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Suzuki, H., Duncan, G. S., Takimoto, H. & Mak, T. W. Abnormal development of intestinal intraepithelial lymphocytes and peripheral natural killer cells in mice lacking the IL-2 receptor Î² chain. J. Exp. Med. 185, 499â€“505 506 (1997)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Maki, K. et al. Interleukin 7 receptor-deficient mice lack T cells. Proc. Natl Acad. Sci. USA 93, 7172â€“7177 (1996)
ArticleÂ 
    CASÂ 
    ADSÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Yoshida, H. et al. Expression of Î±4Î²7 integrin defines a distinct pathway of lymphoid progenitors committed to T cells, fetal intestinal lymphotoxin producer, NK, and dendritic cells. J. Immunol. 167, 2511â€“2521 (2001)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Ishiwata, K. & Watanabe, N. Nippostrongylus brasiliensis: reversibility of reduced-energy status associated with the course of expulsion from the small intestine in rats. Exp. Parasitol. 117, 80â€“86 (2007)
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                


Download references




Acknowledgements
We thank Y. Yokota and H. Kiyono for Id2-/- mice, D. Littman and S. Fagarasan for RorcGFP/GFP mice, T. W. Mak for Il2/15rb-/- mice, K. Ikuta for Il7-/- mice, and K. Ishiwata for N. brasiliensis. Thanks are also owed to L. K. Clayton for critical reading of the manuscript and valuable suggestions, M. Fujiwara for help with microarray analysis, Y. Baba and A. Minowa for help with some experiments, and K. Takei and K. Hidaka for animal care. This work was supported by a Keio University Grant-in-Aid for Encouragement of Young Medical Scientists (to K.M.), a Grant-in Aid for Young Scientist (B) (20790378 to K.M.), Grants-in-Aid for Scientific Research (B) (14370116, 16390146, 18390155 to S.K.) from the Japan Society for the Promotion of Science, and a Scientific Frontier Research Grant from the Ministry of Education, Culture, Sports, Science and Technology, Japan. K.M. is a postdoctoral fellow of the Global COE program supported by the Ministry of Education, Culture, Sports, Science and Technology, Japan.
Author Contributions K.M. conceived the study, performed experimental work, and wrote the paper; T.Y. performed the pathological work; M.T. and T.T. performed the helminth infection experiments; T.I. and H.K. performed the lymphoid progenitor assay; J.-i.F., M.O. and H.F. performed experiments, interpreted data and provided intellectual input; and S.K. conceived the study and wrote the paper.


Author information
Authors and Affiliations
	Department of Microbiology and Immunology,, 
                  
Kazuyo Moro,Â Jun-ichi Furusawa,Â Masashi Ohtani,Â Hideki FujiiÂ &Â Shigeo Koyasu

	Department of Pathology,, 
                  
Taketo Yamada

	Department of Tropical Medicine and Parasitology, Keio University School of Medicine, Shinjuku-ku, Tokyo 160-8582, Japan, 
                  
Masanobu TanabeÂ &Â Tsutomu Takeuchi

	 Japan Science and Technology Agency (JST), CREST, Chiyoda-ku, Tokyo 102-0075, Japan , 
                  
Kazuyo Moro

	 Laboratory for Lymphocyte Development, Riken Research Center for Allergy and Immunology, Yokohama, Kanagawa 230-0045, Japan , 
                  
Tomokatsu IkawaÂ &Â Hiroshi Kawamoto

	Department of Cell Signalling, Institute of Biomedical Science, Kansai Medical University, Moriguchi, Osaka 570-8506, Japan, 
                  
Masashi Ohtani

	 Research Center for Science Systems, Japan Society for the Promotion of Science (JSPS), Chiyoda-ku, Tokyo 102-8472, Japan , 
                  
Shigeo Koyasu


Authors	Kazuyo MoroView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Taketo YamadaView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Masanobu TanabeView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Tsutomu TakeuchiView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Tomokatsu IkawaView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Hiroshi KawamotoView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Jun-ichi FurusawaView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Masashi OhtaniView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Hideki FujiiView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Shigeo KoyasuView author publications
You can also search for this author in
                        PubMedÂ Google Scholar





Corresponding author
Correspondence to
                Shigeo Koyasu.


Ethics declarations

              
                Competing interests

                S.K. is a consultant for Medical and Biological Laboratories, Co. Ltd.

              
            

Supplementary information

Supplementary Information 
This file contains Supplementary Figures 1-9 with Legends and Supplementary Table 1. (PDF 892 kb)





PowerPoint slides
PowerPoint slide for Fig. 1

PowerPoint slide for Fig. 2

PowerPoint slide for Fig. 3

PowerPoint slide for Fig. 4




Rights and permissions
Reprints and permissions


About this article
Cite this article
Moro, K., Yamada, T., Tanabe, M. et al. Innate production of TH2 cytokines by adipose tissue-associated c-Kit+Sca-1+ lymphoid cells.
                    Nature 463, 540â€“544 (2010). https://doi.org/10.1038/nature08636
Download citation
	Received: 06 October 2009

	Accepted: 05 November 2009

	Published: 20 December 2009

	Issue Date: 28 January 2010

	DOI: https://doi.org/10.1038/nature08636


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

                
                    	
                            
                                
                                    
                                        A diversity of novel type-2 innate lymphoid cell subpopulations revealed during tumour expansion
                                    
                                

                            
                                
                                    	Clara Wenjing Xia
	Iryna Saranchova
	Wilfred A. Jefferies


                                
                                Communications Biology (2024)

                            
	
                            
                                
                                    
                                        A type 1 immunity-restricted promoter of the ILâˆ’33 receptor gene directs antiviral T-cell responses
                                    
                                

                            
                                
                                    	Tobias M. Brunner
	Sebastian Serve
	Max LÃ¶hning


                                
                                Nature Immunology (2024)

                            
	
                            
                                
                                    
                                        Group 2 innate lymphoid cells and their surrounding environment
                                    
                                

                            
                                
                                    	Maiko Naito
	Atsushi Kumanogoh


                                
                                Inflammation and Regeneration (2023)

                            
	
                            
                                
                                    
                                        Increased infiltration of CD4+ T cell in the complement deficient lymphedema model
                                    
                                

                            
                                
                                    	Toshihiko Nishioka
	Kei-ichi Katayama
	Shinichi Asamura


                                
                                BMC Immunology (2023)

                            
	
                            
                                
                                    
                                        Solar ultraviolet B radiation promotes Î±-MSH secretion to attenuate the function of ILC2s via the pituitaryâ€“lung axis
                                    
                                

                            
                                
                                    	Yuying Huang
	Lin Zhu
	Bing Sun


                                
                                Nature Communications (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
Natural helper cells
Natural killer cells are innate immune cells that react to viral and bacterial infections by producing various cytokines. Moro et al. report the presence in the mesenteric lymphoid nodules of a previously unrecognized subset of innate lymphoid cells which produce TH2 cytokines and act as helpers for B1 cells. These natural helper cells may play a role in defence against helminths through the activation of mucus production by goblet cells.

show all

    

    
    
        
            
                Associated content

                
                    
                    
                        
                            
    
        
            
                
                    The expanding TH2 universe
                

                
	Warren Strober



                
    
        
            Nature
        
        News & Views
        
        
            27 Jan 2010
        
    


            

        

    


                        

                    
                        
                            
    
        
            
                
                    Isolation and analysis of group 2 innate lymphoid cells in mice
                

                
	Kazuyo Moro
	Kafi N Ealey
	Shigeo Koyasu



                
    
        
            Nature Protocols
        
        Protocol
        
        
            30 Apr 2015
        
    


            

        

    


                        

                    
                
            
        

        
    

    

    
        
            
                
                    
                        
                            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
	protocols.io
	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 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: ]
