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            Abstract
Organisms have evolved diverse behavioural strategies that enhance the likelihood of encountering and assessing mates1. Many species use pheromones to communicate information about the location, sexual and social status of potential partners2. In mice, the major urinary protein darcinâ€”which is present in the urine of malesâ€”provides a component of a scent mark that elicits approach by females and drives learning3,4. Here we show that darcin elicits a complex and variable behavioural repertoire that consists of attraction, ultrasonic vocalization and urinary scentÂ marking, and also serves as a reinforcer in learning paradigms. We identify a genetically determined circuitâ€”extending from the accessory olfactory bulb to the posterior medial amygdalaâ€”that is necessary for all behavioural responses to darcin. Moreover, optical activation of darcin-responsive neurons in the medial amygdala induces both the innate and the conditioned behaviours elicited by the pheromone. These neurons define a topographically segregated population that expresses neuronal nitric oxide synthase. We suggest that this darcin-activated neural circuit integrates pheromonal information with internal state to elicit both variable innate behaviours and reinforced behaviours that may promote mate encounters and mate selection.
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                    Fig. 1: Darcin elicits an array of behaviours.


Fig. 2: Optogenetic silencing of the AOB results in the suppression of darcin-evoked behaviours.


Fig. 3: Activation of darcin-responsive neurons in the MeA recapitulates pheromone-induced behaviours.


Fig. 4: nNOS neurons in the MeA are necessary for darcin-mediated behaviours.
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Extended data figures and tables

Extended Data Fig. 1 Darcin and photoactivation of posterior MeA neurons condition scent-marking placeÂ preference.
a, Representative frames from videos of the pheromone (1) and photoactivation (2) sessions, and free-range behaviours (3). b, Distance from urinary drop to each of the poke ports during various sessions. Individual frames were analysed using Adobe Photoshop CC to quantify the distance from the centre of a urinary drop to the base of each poke port. Units are scaled from pixels to centimetres. Distances were compared using the two-sided Wilcoxon signed-rank test (***PÂ <Â 0.0005, *PÂ =Â 0.01; nÂ =Â 24 mice, (1); nÂ =Â 12 mice, (2); nÂ =Â 20 mice, (3)). c, Area of urinary drops under various conditions. Individual frames were analysed using Adobe Photoshop CC to quantify the area of the urinary marks. Units are scaled from square pixels to square centimetres. Scent-mark area (mean Â±Â s.e.m., cm2):Â darcin,Â 5Â Â±Â 0.05, nÂ =Â 24 mice; recall of darcin, 5Â Â±Â 0.09, nÂ =Â 14 mice; photoactivation,Â 4Â Â±Â 0.4, nÂ =Â 12 mice; recall of photoactivation,Â 4Â Â±Â 0.5, nÂ =Â 8 mice; free urination,Â 13Â Â±Â 2; nÂ =Â 20 mice. Areas were compared using the two-sided Mannâ€“Whitney test (***PÂ <Â 0.0005), adjusted for multiple comparisons. The bounds in the boxÂ plots in b, c are defined by the 25th and 75th percentile of the distribution. The lines represent the median and the upper and lower whiskers represent the 75th percentile + 1.5 Ã— IQR and 25th percentile âˆ’ 1.5 Ã— IQR, respectively.


Extended Data Fig. 2 Darcin and photoactivation of posterior MeA neurons reinforce recall of vocalization and scent-marking behaviours.
aâ€“c, Data for individual mice for all unique sessions across the study were pooled. a, Mean (horizontal line; nÂ =Â 43 mice (darcin group), nÂ =Â 24 mice (photostimulation group)) and total calls made by individual mice (diamonds) detected during various sessions. Call counts were compared using the two-sided Wilcoxon signed-rank test within the respective groups (***PÂ <Â 0.0005), adjusted for multiple comparisons. b, Latency from the start of the session to urinary marking and vocalization behaviour (mean Â±Â s.e.m., seconds) during exposure to darcin (3,160Â Â±Â 311, nÂ =Â 24 mice), recall of darcin exposure (956Â Â±Â 217, nÂ =Â 14 mice), photostimulation (4,195Â Â±Â 372, nÂ =Â 12 mice) and subsequent recall (1,315Â Â±Â 418, nÂ =Â 8 mice) sessions. Latencies were compared within groups using the matched-pair two-sided t-test (*PÂ =Â 0.005, ***PÂ =Â 0.00009). The bounds in the boxplots are defined by the 25th and 75th percentile of the distribution. The line represents the median and the upper and lower whiskers represent 75th percentile + 1.5 Ã— IQR and 25th percentile âˆ’ 1.5 Ã— IQR, respectively. c, Probability of urinary scent-marking and vocalization behaviours. Mean probabilities are given for the darcin session (0.6, nÂ =Â 43 mice), recall of darcin session (0.3, nÂ =Â 43 mice), photostimulation-evoked urinary marking and vocalization (0.5, nÂ =Â 24 mice) and recall of photostimulation-evoked behaviours (0.3, nÂ =Â 24). Probabilities were compared using the two-sided McNemar test (*PÂ <Â 0.05). d, Probability and mean latency to first urinary scent marking in the different sessions (nÂ =Â 9 mice). Data from 100-min habituation sessions (meanÂ Â±Â s.e.m., latency for urination, seconds) and after exposure to male-soiledÂ bedding in the homeÂ cage (1,411Â Â±Â 126), low-darcin urine from BALB/c mice (1,116Â Â±Â 232), recall session of BALB/c urine (1,607Â Â±Â 268), urine from C57BL6/6J mice containing normal levels of darcin (2,666Â Â±Â 337) and recall of C57BL6/6J urine (1,032Â Â±Â 198) are shown. Probabilities were compared using the two-sided McNemar test (*PÂ =Â 0.02), adjusted for multiple comparisons. Latencies were compared within groups using the matched-pair two-sided t-test and across groups using the unpaired two-sided t-test (**PÂ =Â 0.0008, *PÂ =Â 0.02), adjusted for multiple comparisons. Scent-marking behaviours in response to low-darcin urine during the subsequent recall sessions were compared (habituation to recall, PÂ =Â 1, cue to recall session comparison, PÂ =Â 0.1, two-sided McNemar test).


Extended Data Fig. 3 Activation of darcin-responsive neurons in the posterior MeA recapitulates darcin-induced behaviours.
a, Heat map showing occupancy of the chamber during a habituation, photostimulation and recall session. b, Occupancy plot showing the percentage of time spent in the photostimulation room. Arc-CreER mice were exposed to darcin (magenta), saline (green) or MUP11 (blue). The plot shows the meanÂ Â±Â s.e.m. (nÂ =Â 5 mice per group, total nÂ =Â 15 mice) percentage of time spent in stimulation room during habituation, photostimulation and recall sessions. For occupancy time, pairwise comparisons were performed using the two-sided Mannâ€“Whitney test (*PÂ <Â 0.05) and three-way comparisons were performed using Kruskalâ€“Wallis tests (habituation PÂ =Â 0.6, light stimulation PÂ =Â 0.009 and recall sessions PÂ =Â 0.008). câ€“f, Activation of nNOS neurons in the posterior MeA recapitulates darcin-induced behaviours. c, d, Cumulative poke counts during habituation (laser off; 1), light stimulation (laser on; 2), and recall (laser off; 3) sessions in mice expressing eYFP (c) or ChR2 (d) in nNOS neurons. Light stimulation was performed in one port (red) and not in the second port (blue). During habituation (1) and recall (3) sessions, no light stimulation was given, and red and blue reflect right and left ports, respectively. Mean (bold lines, nÂ =Â 11 mice for each group) and individual (fine lines) cumulative poke counts are shown. The time-stamps for ultrasonic vocalization and scent-marking behaviours are indicated as arrowheads (d (2, 3)). Poke counts were compared using the two-sided Wilcoxon signed-rank test (***PÂ =Â 0.0001). Control group (eYFP) port entries (c) are contrasted to the ChR2 group (d) during light stimulation (red entries for ChR2 (d (2)) compared to eYFP (c (2)); PÂ =Â 0.0002) and recall sessions (red entries for ChR2 (d (3)) compared to eYFP (c (3)); PÂ =Â 0.0002, two-sided Mannâ€“Whitney test, adjusted for multiple comparisons). e, Occupancy plot showing the mean percentage of time spent in the photostimulation room by all mice during various sessions. nNOS-ires-Cre mice were injected with AAV encoding either eYFP (green) or ChR2â€“eYFP (purple); plots are colour-coded to their respective groups; nÂ =Â 6 mice per group, nÂ =Â 12 mice total. Occupancy times were compared using a two-sided Mannâ€“Whitney test (*PÂ <Â 0.05). f, Mean (horizontal lines, nÂ =Â 11 per group, nÂ =Â 22 total) and total calls made by individual mice (diamonds) detected during the photostimulation (2) sessions in mice expressing eYFP (c (2)) or ChR2 (d (2)) in nNOS neurons. Call counts were compared using the two-sided Mannâ€“Whitney test (*PÂ =Â 0.007).


Extended Data Fig. 4 In lactating females, darcin activates mitral cells in the AOB but fails to activate MeA neurons.
aâ€“c, Representative images showing Fos expression (orange) and NeuroTrace (blue) in sagittal sections of the AOB following exposure to saline (a) or darcin in virgin females (b) and lactating females (c). Experiment was independently repeated on 6 mice for each group. d, Bar plots quantifying Fos-expressing cells in the AOB. Fos counts (meanÂ Â±Â s.e.m.): saline 153Â Â±Â 38, darcin in virgin females 378Â Â±Â 35, darcin in lactating females 358Â Â±Â 45; nÂ =Â 6 mice per group. Cell counts were compared using the two-sided Mannâ€“Whitney test (*PÂ =Â 0.02), adjusted for multiple comparisons. e, Bar plots quantifying the mitral/tufted cells in the AOB. Number of cells (meanÂ Â±Â s.e.m.): saline 1,188Â Â±Â 167, darcin in virgin females 1,129Â Â±Â 93, darcin in lactating females 1,210Â Â±Â 163; nÂ =Â 6 mice per group. Cell counts were compared using the two-sided Mannâ€“Whitney test. f, g, Representative images showing eYFP expression in coronal sections of the posterior MeA of Arc-CreER mice after exposure to darcin in virgin females (f) and lactating females (g). Experiment was repeated on 13 mice and 4 mice in f and g, respectively. h, Bar plots quantifying eYFP-expressing cells in the MeApd and the MeApv. Cell counts were compared using the two-sided Mannâ€“Whitney test, adjusted for multiple comparisons. *PÂ =Â 0.008, **PÂ =Â 0.0006, ***PÂ <Â 0.0005. MeanÂ Â±Â s.e.m. eYFP-expressing cell counts: saline, 16Â Â±Â 5 in the MeApd and 23Â Â±Â 7 in the MeApv, nÂ =Â 13 mice; darcin exposure in virgin females, 251Â Â±Â 29 in the MeApd and 115Â Â±Â 16 in the MeApv, nÂ =Â 13 mice; darcin exposure in lactating females, 23Â Â±Â 11 in the MeApd and 15Â Â±Â 12 in the MeApv, nÂ =Â 4 mice.


Extended Data Fig. 5 Identification of neurons in the posterior MeA that respond to vomeronasal stimuli and their overlap with the genetic marker nNOS.
a, Representative images showing the stimulus-responsive (eYFP, orange) and nNOS-expressing (cyan)Â neurons in the posterior MeA of Arc-CreER mice exposed to cat salivary lipocalin Fel-D4 (nÂ =Â 5 mice), saline (nÂ =Â 8 mice), ESP1 (nÂ =Â 5 mice), MUP11 (nÂ =Â 5 mice), female urine (nÂ =Â 5 mice), male urine with low levels of darcin (nÂ =Â 4 mice), male urine with normal levels of darcin (nÂ =Â 9 mice) and darcin (nÂ =Â 7 mice). b, Corresponding boxÂ plots quantifying the percentage overlaps between the stimulus-responsive (eYFP) and nNOS+ neurons in the posterior MeA of mice exposed to the various stimuli. Orange plots represent the percentage of YFP cells that overlap with nNOS; cyan plots represent the percentage of nNOS cells that overlap with YFP. The bounds in boxÂ plots are defined by the 25th and 75th percentile of the distribution. The lines represent the median and the upper and lower whiskers represent the 75th percentile + 1.5 Ã— IQR and 25th percentile âˆ’ 1.5 Ã— IQR, respectively.


Extended Data Fig. 6 The additional effects of silencing nNOS neurons in the posterior MeA.
aâ€“c, Functional convergence of both olfactory systems mediated by the posterior MeA is pivotal for male urine reinforcement. a, Timeline of the preference assay. Mice were habituated in the chamber for ten days (1), then exposed to male-soiled bedding for 60 h in their home cage (2), followed by one additional day of habituation before male urine (with normal levels of darcin (1 Î¼g Î¼lâˆ’1)) was presented in one of the two ports (3). Urine was removed for the recall session one day later (4). Port preference was quantified from port entries. b, c, Cumulative poke counts during habituation (1), habituation after treatment (2), exposure to male urine (3) and recall (4) sessions for mice expressing eNpHRâ€“eYFP (nÂ =Â 10) with (b) and without (c) optical silencing of nNOS neurons. Poke counts were recorded on the days indicated by purple arrows in a. Mice were exposed to male urine in one port (red) and a blank filter (blue) in the second port (3). During habituation (1, 2) and recall (4) sessions both ports contained a blank filter. Mean (bold lines) and individual (fine lines) cumulative poke counts are shown. Poke counts were compared using the two-sided Wilcoxon signed-rank test (***PÂ =Â 0.0002). The effect of silencing nNOS neurons is quantified with matched pair differences (male urine session comparisons, b (3) to c (3), PÂ =Â 0.002) and recall of male urine with darcin (recall session comparisons, b (4) to c (4), PÂ =Â 0.002) using the two-sided Wilcoxon signed-rank test, adjusted for multiple comparisons. d, e, Optical silencing of nNOS neurons does not affect recall of darcin memory. Cumulative poke counts during habituation (1), habituation after treatment (2), darcin (3) and recall (4) sessions in mice expressing eNpHR (nÂ =Â 11) with optical silencing during all sessions (d (1â€“4)) and with optical silencing during recall sessions only (e (4)). Poke counts were recorded onÂ the days indicated by purple arrows in a. Mice were exposed to darcin in one port (red) and a blank filter (blue) in the second port (3). During habituation (1, 2) and recall (4) sessions both ports contained a blank filter. Mean (bold lines) and individual (fine lines) cumulative poke counts are shown. Poke counts were compared using the two-sided Wilcoxon signed-rank test (**PÂ =Â 0.001). The effect of silencing nNOS neurons during recall sessions was tested with matched pair differences (c, cue (e (3)) to recall (e (4)) comparisons, laser off (e (3)) and on (e (4)), PÂ =Â 0.1, using the two-sided Wilcoxon signed-rank test, adjusted for multiple comparisons.


Extended Data Fig. 7 Mice subjected to optical silencing of nNOS neurons retained a motivation to poke.
To establish the primacy of the MeA in mediating darcin-evoked behaviours rather than altering general motivation, mice expressing eNpHR in nNOS neurons were also tested. a, Timeline of the two-port preference assay. bâ€“d, Cumulative poke counts during habituation (1), habituation after exposure to male-soiled bedding in the home cage (2), darcin exposure (3) and recall (4) sessions with (b) and without (c) optical silencing of nNOS neurons, and with optical silencing again after 4 weeks (d) (nÂ =Â 11 mice). Poke counts were recorded on the days indicated by purple arrows in a. Mice were exposed to darcin in one port (red) and a blank filter (blue) in the second port. During habituation (1, 2) and recall (4) sessions both ports contained a blank filter. Mean (bold lines) and individual (fine lines) cumulative poke counts are shown. Poke counts were compared using the two-sided Wilcoxon signed-rank test (**PÂ =Â 0.001). The effect of silencing nNOS neurons after a learning experience is quantified during habituation sessions after exposure to soiled bedding in the home cage (port entries to the same port (red) with blank filters are compared during habituation after home-cage treatment sessions in b (2) and c (2), laser on and off, PÂ =Â 0.002, in b (2) and d (2), laser on, PÂ =Â 0.001, and c (2) and d (2), laser off and on, PÂ =Â 0.5). The paired count differences (redâ€“blue port) are compared across darcin sessions (b (3) to d (3), laser on, PÂ =Â 0.5, and c (3) to d (3), laser off and on, PÂ =Â 0.0001) and recall of darcin (recall session comparison b (4) to d (4), PÂ =Â 0.9, and c (4) to d (4), PÂ =Â 0.0001) using the two-sided Wilcoxon signed-rank test, adjusted for multiple comparisons. e, Optical silencing of nNOS neurons in the MeA does not affect non-social reinforcement behaviour. Cumulative poke counts during habituation (1), habituation after treatment (2), and water (3) sessions in mice expressing eNpHR (nÂ =Â 12) in nNOS neurons in the MeA with silencing. Poke counts were recorded on the days indicated by purple arrows in a. Water-restricted mice were rewarded with a drop of water (5 Î¼l) in one port (red) and a blank filter in the second port (blue). During habituation (1, 2) sessions both ports contained a blank filter. Mean (bold lines) and individual (fine lines) cumulative poke counts are shown. Poke counts were compared using the two-sided Wilcoxon signed-rank test (**PÂ =Â 0.0005).


Extended Data Fig. 8 Ultrasonic vocalizations that are emitted by mice exposed to darcin or stimulated optogenetically consist of seven unique syllable categories.
a, Representative spectrograms of ultrasonic vocalizations classified into seven categories of call. The heat maps show the intensities of the vocalizations. Descriptive statistics (meanÂ Â±Â s.d., sample sizes) for frequencies are given in Extended Data Table 2 for the locations indicated by the corresponding letters on the spectrograms. b, Percentages of different call categories emitted by mice exposed to darcin (nÂ =Â 24, in green) and optogenetically stimulated (nÂ =Â 12, in blue).


Extended Data Table 1 Cell counts for exposure to different cueÂ types, nNOS expression and the overlaps in the posterior MeAFull size table


Extended Data Table 2 Syllable categories for darcin and light-evoked ultrasonic vocalizationsFull size table





Supplementary information
Reporting Summary

Video 1
: Darcin reinforces recall of ultrasonic vocalization and scent marking behaviours A female mouse, previously exposed to darcin, emits nearly synchronous ultrasonic vocalization and scent marking by the prior darcin exposure port.


Video 2
: Activation of darcin-responsive neurons in the medial amygdala reinforces recall of ultrasonic vocalization and scent marking behaviours A female mouse, previously experienced photo-stimulation of neurons expressing ChR2-eYFP induced by darcin exposure, emits nearly synchronous ultrasonic vocalization and scent marking by the prior photo-stimulation port.





Rights and permissions
Reprints and permissions


About this article
       



Cite this article
Demir, E., Li, K., Bobrowski-Khoury, N. et al. The pheromone darcin drives a circuit for innate and reinforced behaviours.
                    Nature 578, 137â€“141 (2020). https://doi.org/10.1038/s41586-020-1967-8
Download citation
	Received: 16 July 2018

	Accepted: 12 December 2019

	Published: 29 January 2020

	Issue Date: 06 February 2020

	DOI: https://doi.org/10.1038/s41586-020-1967-8


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

                
                    	
                            
                                
                                    
                                        The role of male scent in female attraction in the bank vole, Myodes glareolus
                                    
                                

                            
                                
                                    	Holly A. Coombes
	Mark C. Prescott
	Jane L. Hurst


                                
                                Scientific Reports (2024)

                            
	
                            
                                
                                    
                                        Variation in mouse chemical signals is genetically controlled and environmentally modulated
                                    
                                

                            
                                
                                    	Romana StopkovÃ¡
	Tereza MatÄ›jkovÃ¡
	Pavel Stopka


                                
                                Scientific Reports (2023)

                            
	
                            
                                
                                    
                                        Beyond the three-chamber test: toward a multimodal and objective assessment of social behavior in rodents
                                    
                                

                            
                                
                                    	Renad Jabarin
	Shai Netser
	Shlomo Wagner


                                
                                Molecular Autism (2022)

                            
	
                            
                                
                                    
                                        Mosquito brains encode unique features of human odour to drive host seeking
                                    
                                

                            
                                
                                    	Zhilei Zhao
	Jessica L. Zung
	Carolyn S. McBride


                                
                                Nature (2022)

                            
	
                            
                                
                                    
                                        Does a third intermediate model for the vomeronasal processing of information exist? Insights from the macropodid neuroanatomy
                                    
                                

                            
                                
                                    	Mateo V. Torres
	Irene Ortiz-Leal
	Pablo Sanchez-Quinteiro


                                
                                Brain Structure and Function (2022)

                            


                

            

        
    

            
                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
            
        

        
    



            

        
    


    
        
    

    
    

    
        
            
                
                    
                        
                            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


    





        
    
        
    
    © 2024 Springer Nature Limited




    

    
    
    







    

    



    
    

        

    
        
            


Close
    



        

            
                
                    
                    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
            
        


    









    








