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            Abstract
Despite the introduction of antiproliferative drug-eluting stents, coronary heart disease remains the leading cause of death in the United States1. In-stent restenosis and bypass graft failure are characterized by excessive smooth muscle cell (SMC) proliferation2,3 and concomitant myointima formation with luminal obliteration. Here we show that during the development of myointimal hyperplasia in human arteries, SMCs show hyperpolarization of their mitochondrial membrane potential (ΔΨm) and acquire a temporary state with a high proliferative rate and resistance to apoptosis. Pyruvate dehydrogenase kinase isoform 2 (PDK2) was identified as a key regulatory protein, and its activation proved necessary for relevant myointima formation. Pharmacologic PDK2 blockade with dichloroacetate or lentiviral PDK2 knockdown prevented ΔΨm hyperpolarization, facilitated apoptosis and reduced myointima formation in injured human mammary and coronary arteries, rat aortas, rabbit iliac arteries and swine (pig) coronary arteries. In contrast to several commonly used antiproliferative drugs, dichloroacetate did not prevent vessel re-endothelialization. Targeting myointimal ΔΨm and alleviating apoptosis resistance is a novel strategy for the prevention of proliferative vascular diseases.
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                    Figure 1: Chronology and growth dynamics of myointima formation in the HMA model.[image: ]


Figure 2: DCA alleviates myointima formation in vivo.[image: ]


Figure 3: PDK2 knockdown alleviates myointima formation in vivo.[image: ]


Figure 4: DCA effectively reduces balloon-injury-induced myointima formation in swine coronary arteries in vivo.[image: ]
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Extended data figures and tables

Extended Data Figure 1 Myointima formation in balloon-injured rat aortas.
a, b, Forty-eight hours after mechanical injury, trichrome (a) and immunofluorescence for SMC-markers (b) identified abundant SMCs in the aortic media. c, The infiltrate at 48 h was composed of CD68+ macrophages, some MPO+ neutrophils, and no CD3+ lymphocytes. d, Phosphorylation of AKT (pAKT), and ERK1 and ERK2 (pERK1/2), was markedly increased as early as 30 min after injury (mean ± s.d., n = 6 animals per group, control after 30 min normalized to healthy media, one-sample t-tests). e, Media cells of injured aortas showed ΔΨm hyperpolarization after 48 h (mean ± s.d., n = 4 animals (healthy media), 6 animals (control after 48 h), Student’s t-test). f, g, A myointima developed over 28 days in injured rat aortas (f, trichrome) and caused luminal obliteration (g, mean ± s.d., n = 5 animals (day 0), 4 animals (day 7), 6 animals (day 28), ANOVA with Bonferroni’s post-hoc test). h, Many infiltrating macrophages and very few neutrophils were observed in the myointima at 7 days. Leukocyte infiltration was sparse at 28 days; no lymphocytes were found (black arrows, internal elastic lamina). i, Tissue IFNγ, MCP-1, MIP-3α, and IL-1β levels were markedly increased at 7 days and were diminished after 28 days (mean ± s.d., n = 3 animals (day 0), 4 animals (day 7 and 28), days 7 and 28 normalized to day 0, one-sample t-test (day 0 versus day 7), Student’s t-test (day 7 versus day 28)). *P < 0.05; **P < 0.01.


Extended Data Figure 2 Characterization of the human internal mammary artery model.
a, b, Sections were co-stained for the SMC markers smoothelin, SM22, and calponin (a) or SMA, smooth muscle myosin (SM) heavy chain and myocardin (b). Co-localization could be observed in the merged pictures (white arrows, internal elastic lamina, pictures are representative of two replicates). Direct comparison between the HMA myointima on day 28 with the myointima in diseased human coronary artery (HCA) samples illustrated close similarities in immunofluorescence morphology. c, The human origin of myointimal cells in 21-day control HMAs was confirmed. Trichrome showed the development of a cell-rich myointima with mild fibrosis. Specimens were stained for SMA, DAPI and human leukocyte antigen class I (HLA I, upper row) or rat major histocompatibility complex class I (rat MHC I, lower row). Cells expressing SMA (red) co-expressed HLA I (green), which resulted in a yellow staining in the merged picture. No co-expression of SMA and rat MHC I was observed.


Extended Data Figure 3 The central role for PDGF in advancing myointima formation.
a, After 28 days, non-denuded HMAs in RNU rats showed only minor myointimal lesions (trichrome, mean ± s.d., n = 5 animals). b, To evaluate a possible rejection process in the xenogeneic HMA setting, host immune activation and graft infiltration were assessed. In the HMA model, xenogeneic HMA were transplanted into RNU rats (middle column). Xenogeneic HMA transplants into immunocompetent hosts (Brown Norway rats; BN, left column) and syngeneic RNU aortic transplants into RNU recipients (right column) served as controls; all analyses were performed after 7 days. Para-aortic BN lymph nodes harboured huge amounts of CD3+ lymphocytes, whereas the number was low in RNU lymph nodes. In IFNγ-Elispot assays with homogenized graft cells and recipient splenocytes, only BN recipients showed strong immune activation, whereas RNU recipients failed to mount a relevant immune response (box 25th to 75th percentile with median, whiskers min–max, quadruplicates of 5 animals (columns 1 and 2) and 4 animals (column 3), ANOVA with Bonferroni’s post-hoc test). Dense CD3+ infiltrates were found in HMA grafts of BN recipients, but not in HMA or RNU aortic grafts in RNU recipients. c, Immunohistochemistry identified myointimal macrophages and neutrophils in HMA control specimens on day 7 and reduced leukocyte infiltration in control specimens on day 28. Lymphocytes were not observed (black arrows, internal elastic lamina). d, HMA tissue levels of the inflammatory cytokines IFNγ, MCP-1, MIP-3α, and IL-1β were elevated during the first 14 days (mean ± s.d., n = 3 animals per group, ANOVA with Bonferroni’s post-hoc test). e, In HMA day 21 vessels, spatial differences of SMC ΔΨm with higher TMRM fluorescence in the luminal areas compared to the areas adjacent to the media were observed. SMC proliferation also mainly occurred in these luminal regions of elevated ΔΨm. DIC, differential interference contrast. f, Tissue PDGF was increased in HMA after injury and peaked after 14 days (mean ± s.d., n = 3 animals per time point, ANOVA with Bonferroni’s post-hoc test). g, Compared to untreated control vessels at day 28 in the rat aortic balloon injury model (Extended Data Fig. 1g), imatinib (PDGF-R blocker)-treated 28-day vessels showed only minor lesions (mean ± s.d., n = 8 animals). *P < 0.05; **P < 0.01.


Extended Data Figure 4 SMC characterization and response to PDGF.
a, b, Cells isolated from fresh HMA were positive for SMA, myocardin, smoothelin, calponin, and SM22α (SM22) as detected by FACS (a, pictures are representative of three replicates) and immunofluorescence (b, pictures are representative of three replicates). Thus, cells were identified as SMCs, but we cannot rule out that cells from other sources (for example, vessel wall stem cells with smooth muscle characteristics) were also involved. c, ΔΨm hyperpolarization, a phenomenon observed at times of maximized net proliferative activity in HMA (Fig. 1f), could be linked to PDGF. When SMCs were incubated with PDGF, ΔΨm hyperpolarization steadily increased over time, reaching its maximum after 48 h (mean ± s.d., 5 replicates of 2 (15 min, 2 h) or 3 (all other groups) independent experiments, ANOVA with Bonferroni’s post-hoc test). d, We found a significant downregulation of c-KIT, SMA and SM22 mRNA versus GAPDH mRNA after incubation with PDGF, all maturity markers for contractile SMCs (mean ± s.d., 13 independent experiments, Student’s t-test). Western blot analysis further revealed a downregulation of myocardin and confirmed SMA reduction. In contrast, SMemb, the embryonic form of smooth muscle myosin heavy chain and a marker for dedifferentiated SMCs, was increased, indicating a PDGF-induced phenotype switch (mean ± s.d., 5 (myocardin and SMA) and 6 (SMemb) independent experiments, PDGF normalized to control, one-sample t-tests). *P < 0.05; **P < 0.01.


Extended Data Figure 5 DCA reduces ΔΨm hyperpolarization and facilitates apoptosis in SMCs.
a, To assess the kinetics of DCA action in vitro, SMCs were pre-incubated with DCA for different time periods and then stimulated with PDGF for 48 h (mean ± s.d., 10 replicates of 3 independent experiments per group, ANOVA with Bonferroni’s post-hoc test). DCA reduced PDGF-induced ΔΨm hyperpolarization irrespective of the pre-incubation period. b, Atherosclerotic plaques from heavily calcified and atherosclerotic human coronary arteries were scraped off the media and cultured in SMC medium. Outgrowing SMCs were picked and expanded. PDGF significantly increased ΔΨm, an effect that was prevented by DCA (mean ± s.d., 10 replicates of 3 independent experiments, ANOVA with Bonferroni’s post-hoc test). c–e, Apoptosis induction with staurosporine significantly increased the number of control SMCs that showed cytochrome C leakage, as identified by diffuse cytochrome C staining throughout the cell (c, mean ± s.d., 10 replicates of 2 independent experiments per group, ANOVA with Bonferroni’s post-hoc test). PDGF significantly reduced cytochrome C release in SMCs and DCA counteracted this PDGF effect. Cytoplasmatic (C) and mitochondrial fractions (M) were isolated for immunoblotting (d, data are representative of 3 independent experiments). Separation was confirmed by the contents of mitochondrial complex V (CV) and cytosolic GAPDH. Cytochrome C was retained inside the mitochondria in control SMCs and was released with staurosporine. PDGF reduced the cytoplasmatic fraction, indicating reduced cytochrome C release, and DCA reversed the PDGF effect. SMC apoptosis was detected by TUNEL staining (e, mean ± s.d., 10 replicates of 2 (column 1) or 3 (columns 2–4) independent experiments, ANOVA with Bonferroni’s post-hoc test). Staurosporine significantly increased the number of apoptotic control SMCs. PDGF treatment decreased the percentage of apoptotic SMCs and DCA reversed this anti-apoptotic effect. *P < 0.05; **P < 0.01.


Extended Data Figure 6 DCA lowers medial and myointimal ΔΨm and facilitates apoptosis in balloon-injured rat aortas.
a, b, Trichrome (a) and immunofluorescence (b) confirmed abundant SMCs in the aortic media of DCA-treated animals 48h after injury. c, Similar to control vessels, the infiltrate mainly contained macrophages and neutrophils, but no CD3+ lymphocytes. d, DCA reduced ΔΨm of medial cells (mean ± s.d., n = 6 animals (control at 48 h) and 4 animals (DCA at 48 h), Student’s t-test). e, Macrophages were the main inflammatory cell population in the developing myointima of immunocompetent DCA animals at 7 days. Very few neutrophils and no lymphocytes were observed. Leukocyte infiltration was markedly alleviated at 28 days (black arrows, internal elastic lamina). f, g, DCA effectively lowered the elevated ΔΨm of myointimal cells on day 7 (f, mean ± s.d., n = 4 animals per group, Student’s t-test), but had little effect on the already reduced ΔΨm at 28 days (g, mean ± s.d., n = 6 animals per group, Student’s t-test). h, i, The percentages of proliferating (Ki67+) and apoptotic (TUNEL+) cells in the myointima were calculated (representative cropped pictures of the myointima are presented). The few myointimal cells in control- and DCA-vessels at 7 days showed high proliferative activity (red, positive y axis), but apoptosis (green, negative y axis) was only observed in DCA-treated animals (h, mean ± s.e.m., n = 4 animals per group). Proliferation and apoptosis were low after 28 days in both groups (i, mean ± s.e.m., n = 5 animals (control at day 28) and 7 animals (DCA at day 28)). *P < 0.05.


Extended Data Figure 7 DCA does not impair endothelial cell migration or vessel re-endothelialization.
The effect of DCA on endothelial cell (EC) migration was assessed in vitro. a, b, A scratch (width 338 μm) was made across a confluent human EC monolayer. The number of cells that migrated into a 340 μm × 338 μm scratch rectangle within 5 h was counted (a, mean ± s.d., triplicates of 3 independent experiments, Student’s t-test) and the time needed to close the scratch was recorded (b, mean ± s.d., n = 5 (EC), 4 (EC + DCA) independent experiments, Student’s t-test). There were no differences between untreated and DCA-treated ECs. c, d, To evaluate vessel re-endothelialization, rat aortas underwent mechanical endothelial denudation by balloon injury. Aortas were recovered after 28 days and stained for rat endothelial cell antigen (c, black arrows, RECA-1). Re-endothelialization was quantified (d, mean ± s.d., n = 5 animals (control at day 28) and 6 animals (DCA at day 28), Student’s t-test) and was similar in both groups. e, f, Endothelial function in both 28-day groups was further assessed in relaxation studies and compared to denuded aortas three days after balloon injury (mean ± s.e.m., n = 9 animals (control at day 28), 11 animals (DCA at day 28) and 3 animals (denuded at day 3)). Freshly recovered aortic segments were pre-constricted and DCA-treated and control vessels, as well as denuded aortas, showed similar endothelium-independent relaxation capacities using nitroglycerin (NTG) as vasodilator (e). However, denuded aortas largely failed to show endothelium-dependent relaxation with acetylcholine (Ach; f). Both DCA-treated and control vessels demonstrated similar and physiologic endothelium-dependent relaxation, indicating functional integrity of the vascular endothelium.


Extended Data Figure 8 PDK2 knockdown in SMCs, HMAs and HCAs.
a, PDK1, PDK2, PDK3 and PDK4 mRNA expression was assessed in control SMCs and normalized to GAPDH (mean ± s.d., 3 independent experiments). PDK1, PDK2 and PDK3 mRNA was detected as shown. Also, PDK1, PDK2 and PDK3 but not PDK4 were detectable in immunoblot analyses (data are representative of 3 independent experiments). b, To confirm in vitro PDK2 knockdown, PDK1 and PDK2 expressions were assessed in immunoblot analyses (data are representative of 3 independent experiments). PDK2 was markedly reduced in PDK2-knockdown SMCs (PDK2-KD-SMC), but not in scramble shRNA-transduced SMCs (scramble-SMC). PDK1 expression remained unaffected by PDK2- or scramble-shRNA constructs. c, To exclude that lentiviral shRNA transduction changed the ΔΨm response to PDGF, scramble-SMCs were stimulated with PDGF (mean ± s.d., 10 replicates of 2 independent experiments, Student’s t-test). Both the baseline potential and the PDGF-triggered increase in ΔΨm were similar to SMCs (see Extended Data Fig. 5a). d, Fresh HMA vessels underwent balloon injury, were divided, and one half was sampled (day -1). The other half was incubated with lentiviral particles containing PDK2 or scrambled shRNA. On the next day, transduced vessels were transplanted into RNU rats. Two days later, vessels were recovered (day 2) for immunoblotting. PDK2 could be detected in untreated HMA vessels (day -1). On day 2, only scrambled control HMAs, but not PDK2-KD vessels showed a PDK2 signal (data are representative of 3 independent experiments). e, f, After 28 days, HMA and HCA samples were stained for DAPI, PDK1, PDK2 and SMA. PDK1 was similarly detectable in all control, scramble and PDK2-KD sections at day 28 (e, pictures are representative of 3 independent experiments). At day 28, HMA control and scramble as well as HCA control showed detectable PDK2 protein, whereas PDK2 fluorescence in HMA and HCA PDK2-KD at day 28 was negligible (f, pictures are representative of 3 independent experiments), demonstrating selective knockdown. **P < 0.01.


Extended Data Figure 9 PDK2 knockdown mimics the DCA effect on SMC ΔΨm and apoptosis.
a, PDK2-KD-SMCs were pre-incubated with DCA and/or stimulated with PDGF. PDK2-KD-SMCs maintained low ΔΨm despite PDGF stimulation and DCA did not further depolarize ΔΨm (mean ± s.d., 10 replicates of 3 (columns 1 and 3) or 4 (column 2) independent experiments, ANOVA with Bonferroni’s post-hoc test). b, c, Apoptosis was induced with staurosporine. Control PDK2-KD-SMCs showed mainly mitochondria-housed cytochrome C in fluorescence stainings (b, mean ± s.d., 10 replicates of 2 independent experiments, ANOVA with Bonferroni’s post-hoc test) and compartment-separated immunoblot analyses (c, data are representative of 2 independent experiments). After induction of apoptosis, cytochrome C leaked into the cytoplasm and PDGF did not suppress cytochrome C leakage. d, PDGF did not induce resistance to apoptosis in PDK2-KD-SMCs (mean ± s.d., 10 replicates of 2 independent experiments per group, ANOVA with Bonferroni’s post-hoc test). e, To establish a link between PDH and ΔΨm, PDH was knocked down (data are representative of 2 independent experiments). f, ΔΨm was significantly increased in PDH siRNA-transfected SMCs and PDGF and DCA no longer affected ΔΨm (mean ± s.d., 10 replicates of 2 (column 2) or 3 (columns 1, 3, 4 and 5) independent experiments, ANOVA with Bonferroni’s post-hoc test). **P < 0.01.


Extended Data Figure 10 VDAC controls ΔΨm and apoptosis.
a, PDGF stimulation of SMCs significantly increased phosphorylated AKT, and ERK1 and ERK2, and increased the expression of HK2 (mean ± s.d., 5 (pAKT and pERK1/2) and 8 (HK2) independent experiments, PDGF normalized to control, one-sample t-tests). b, Immunoblot analysis revealed PDGF-induced upregulation of HK2 expression in SMCs (mean ± s.d., 3 (SMC) independent experiments, data normalized to control, one-sample t-test (control versus PDGF), Student’s t-test (PDGF versus PDGF + DCA)). HK2 upregulation was alleviated by DCA or PDK2-KD (mean ± s.d., 8 (PDK2-KD-SMC) independent experiments, PDGF normalized to control, one-sample t-test). c, Confocal images with mitochondrial (MitoTracker, red), HK2 (green), and nuclear staining (DAPI, blue, data are representative of 2 independent experiments) were captured. Co-localization of green HK2 with red mitochondria generated a yellow colour. SMCs incubated with PDGF increased their yellow signal, an effect that was prevented by DCA. PDGF did not induce HK2-mitochondrial association in PDK2-KD-SMCs. d, Cytoplasmatic (C) and mitochondrial fractions (M) were isolated for immunoblotting (data are representative of 2 independent experiments). In control SMCs and PDK2-KD-SMCs, HK2 was mainly detected in the cytoplasmatic fraction. In SMCs, PDGF caused a partial translocation of HK2 to the mitochondrial compartment. DCA markedly alleviated this translocation. PDGF did not induce HK2 translocation in PDK2-KD-SMCs. e, In the presence of HXK2VBD-cpm, PDGF failed to induce both ΔΨm hyperpolarization (mean ± s.d., 10 replicates of 3 independent experiments, ANOVA with Bonferroni’s post-hoc test) and apoptosis resistance (mean ± s.d., 10 replicates of 3 independent experiments, ANOVA with Bonferroni’s post-hoc test). f, VDAC inhibition by DIDS caused ΔΨm hyperpolarization (mean ± s.d., 10 replicates of 2 independent experiments, Student’s t-test) and rendered SMCs resistant to staurosporine-induced apoptosis (mean ± s.d., 10 replicates of 3 independent experiments, ANOVA with Bonferroni’s post-hoc test). g, The depolarizing effect of DCA on PDGF-treated SMCs was counteracted by DIDS (mean ± s.d., 10 replicates of 3 independent experiments, ANOVA with Bonferroni’s post-hoc test). Although PDGF did not increase ΔΨm in PDK2-KD-SMC, DIDS caused marked mitochondrial hyperpolarization (mean ± s.d., 10 replicates of 2 independent experiments, ANOVA with Bonferroni’s post-hoc test). *P < 0.05; **P < 0.01.





Supplementary information
The surgical hMA implant procedure
hMA underwent balloon injury using a 2-Fr. Fogarty catheter. A median laparotomy was performed in RNU rats, the infra-renal aorta was prepared, clamped, and a short segment was excised. The denuded hMA was implanted as an interposition graft using two end-to-end anastomoses. (AVI 10342 kb)


In vitro EC migration
Human ECs were grown to confluency in the presence or absence of DCA (5mM). A 338µm scratch was made using a pipette tip and cell migration into the scratch was recorded every 5 min over a period of 10h. We did not observe differences in migratory capacity or speed between untreated and DCA-treated ECs. (AVI 3846 kb)
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Possible drug treatment of in-stent restenosis
In-stent restenosis, a narrowing of a blood vessel or heart valve, is a frequent complication of the use of cardiac stents (metal or plastic tubes) to treat coronary artery disease. The condition is characterized by smooth muscle cell proliferation and the proliferation of cells of the myointima or innermost blood-vessel wall. Sonja Schrepfer and colleagues characterize the metabolic features of these proliferating cells during formation and find transient mitochondrial reprogramming and altered metabolism. They find that the drug dichloroacetate, which is known to suppress tumour growth, prevents some of these metabolic alterations and reduces myointimal hyperplasia in a number of preclinical models, at least in part by inhibiting pyruvate dehydrogenase kinase 2.

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
	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 — 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: ]
