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            Abstract
In the vascular system, endothelium-derived relaxing factor (EDRF) is the name of the local hormone released from endothelial cells in response to vasodilators such as acetylcholine, bradykinin and histamine. It diffuses into underlying smooth muscle where it causes relaxation by activating guanylate cyclase, so producing a rise in cyclic GMP levels1â€“3. It has been known for many years that in the central nervous system (CNS) the excitatory neurotran-smitter glutamate can elicit large increases in cGMP levels, particularly in the cerebellum where the turnover rate of cGMP is low4. Recent evidence indicates that cell-cell interactions are involved in this response5. We report here that by acting on NMDA (N-methyl-D-aspartate) receptors on cerebellar cells, glutamate induces the release of a diffusible messenger with strikingly similar properties to EDRF. This messenger is released in a Ca2+-depen-dent manner and its activity accounts for the cGMP responses that take place following NMDA receptor activation. In the CNS, EDRF may link activation of postsynaptic NMDA receptors to functional modifications in neighbouring presynaptic terminals and glial cells.




            
                
                    

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



                
            


            
                
                    
                

            

            
                
                
                
                
                    
                        This is a preview of subscription content, access via your institution

                    

                    
                

                

                Access options

                


                
                    
                        
                            

    
        
            
                
                Access through your institution
            
        

        
    



                        

                        

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



                    
                

                
    
    Subscribe to this journal
Receive 51 print issues and online access
$199.00 per year
only $3.90 per issue

Learn more


Rent or buy this article
Prices vary by article type
from$1.95
to$39.95
Learn more


Prices may be subject to local taxes which are calculated during checkout



  

    
    
        
    Additional access options:

    	
            Log in
        
	
            Learn about institutional subscriptions
        
	
            Read our FAQs
        
	
            Contact customer support
        



    

                
                    
                


                
                    
                        
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Functional NMDA receptors are expressed by human pulmonary artery smooth muscle cells
                                        
                                    

                                    
                                        Article
                                         Open access
                                         15 April 2021
                                    

                                

                                Yi Na Dong, Fu-Chun Hsu, â€¦ David R. Lynch

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        CGRP signalling inhibits NO production through pannexin-1 channel activation in endothelial cells
                                        
                                    

                                    
                                        Article
                                         Open access
                                         28 May 2019
                                    

                                

                                Pablo S. Gaete, Mauricio A. Lillo, â€¦ Xavier F. Figueroa

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        LC-derived excitatory synaptic transmission to dorsal raphe serotonin neurons is inhibited by activation of alpha2-adrenergic receptors
                                        
                                    

                                    
                                        Article
                                        
                                         17 February 2024
                                    

                                

                                Aleigha Gugel, Erik A. Ingebretsen, â€¦ Stephanie C. Gantz

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                References
	Furchgott, R. F. & Zawadski, J. V. Nature 288, 373â€“376 (1980).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Vanhoutte, P. M., Rubanyi, G. M., Miller, V. M. & Houston, D. S. A. Rev. Physiol. 48, 307â€“320 (1986).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Waldman, S. A. & Murad, F. Pharmac. Rev. 39, 163â€“196 (1987).
CASÂ 
    
                    Google ScholarÂ 
                

	Drummond, G. I. Adv. Cyclic Nucleotide Res. 15, 373â€“494 (1983).
CASÂ 
    
                    Google ScholarÂ 
                

	Garthwaite, J. & Garthwaite, G. J. Neurochem. 48, 29â€“39 (1987).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Garthwaite, J. Br. J. Pharmac. 85, 297â€“307 (1985).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Rubanyi, G. M. & Vanhoutte, P. M. Am. J. Physiol. 250, H815â€“H821 (1986).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Gryglewski, R. J., Palmer, R. M. J. & Moncada, S. Nature 320, 454â€“456 (1986).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Palmer, R. M. J., Ferrige, A. G. & Moncada, S. Nature 327, 524â€“526 (1987).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Ignarro, L. J., Byrns, R. E., Buga, G. M. & Wood, K. S. Circulation Res. 61, 866â€“879 (1987).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Martin, W., Villani, G. M., Jothianandan, D. & Furchgott, R. F. J. Pharmac. exp. Ther. 232, 708â€“716 (1985).
CASÂ 
    
                    Google ScholarÂ 
                

	Gruetter, C. A., Kadowitz, P. J. & Ignarro, L. J. Can. J. Physiol. Pharmac. 59, 150â€“156 (1981).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Forstermann, U., Trogisch, G. & Busse, R. Eur. J. Pharmac. 106, 639â€“643 (1985).
ArticleÂ 
    
                    Google ScholarÂ 
                

	Bunn, S. J., Garthwaite, J. & Wilkin, G. P. Neurochem. Int. 8, 179â€“185 (1986).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Krnjevic, K. & Van Meter, W. G. Can. J. Physiol. Pharmac. 54, 416â€“421 (1976).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Nakane, M. & Deguchi, T. Biochim. biophys. Acta 525, 275â€“285 (1978).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Collingridge, G. L. & Bliss, T. V. P. Trends Neurosci. 10, 288â€“293 (1987).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Peach, M. J., Singer, H. A., Izzo, N. J. Jr & Loeb, A. L. Am. J. Cardiol. 59, 35Aâ€“43A (1987).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	MacDermott, A. B., Mayer, M. L., Westbrook, G. L., Smith, S. J. & Barker, J. L. Nature 321, 519â€“522 (1986).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Garthwaite, J. Neuroscience 7, 2491â€“2497 (1982).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Nowak, L., Bregestovski, P., Ascher, P., Herbet, A. & Prochiantz, A. Nature 307, 462â€“465 (1984).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Palmer, R. M. J., Ashton, D. S. & Moncada, S. Nature 333, 664â€“666 (1988).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Deguchi, T. & Yoshioka, M. J. biol. Chem. 257, 10147â€“10151 (1982).
CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                


Download references




Author information
Authors and Affiliations
	Department of Physiology, University of Liverpool, Brownlow Hill, PO Box 147, Liverpool, L69 3BX, UK
John GarthwaiteÂ &Â Sarah L. Charles

	Department of Pharmacology, University of Liverpool, Brownlow Hill, PO Box 147, Liverpool, L69 3BX, UK
Russell Chess-Williams


Authors	John GarthwaiteView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Sarah L. CharlesView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Russell Chess-WilliamsView author publications
You can also search for this author in
                        PubMedÂ Google Scholar







Rights and permissions
Reprints and permissions


About this article
Cite this article
Garthwaite, J., Charles, S. & Chess-Williams, R. Endothelium-derived relaxing factor release on activation of NMDA receptors suggests role as intercellular messenger in the brain.
                    Nature 336, 385â€“388 (1988). https://doi.org/10.1038/336385a0
Download citation
	Received: 09 June 1988

	Accepted: 10 October 1988

	Issue Date: 24 November 1988

	DOI: https://doi.org/10.1038/336385a0


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

                
                    	
                            
                                
                                    
                                        Unravelling the dorsal periaqueductal grey matter NMDA receptors relevance in the nitric oxide-mediated panicâ€‘like behaviour and defensive antinociception organised by the anterior hypothalamus of male mice
                                    
                                

                            
                                
                                    	Luiz Luciano Falconi-Sobrinho
	Tayllon dos Anjos-Garcia
	Norberto Cysne Coimbra


                                
                                Psychopharmacology (2023)

                            
	
                            
                                
                                    
                                        Signaling pathways involved in ischemic stroke: molecular mechanisms and therapeutic interventions
                                    
                                

                            
                                
                                    	Chuan Qin
	Sheng Yang
	Wei Wang


                                
                                Signal Transduction and Targeted Therapy (2022)

                            
	
                            
                                
                                    
                                        Diffusion Modelling
                                    
                                

                            
                                
                                    	Radek Hrebik
	Jaromir Kukal


                                
                                Neural Processing Letters (2022)

                            
	
                            
                                
                                    
                                        Synthesis of steroids containing Nâ€™-alkoxydiazene N-oxide groups
                                    
                                

                            
                                
                                    	G. A. Smirnov
	P. B. Gordeev
	I. V. Zavarzin


                                
                                Russian Chemical Bulletin (2022)

                            
	
                            
                                
                                    
                                        Plant gasotransmitters: light molecules interplaying with heavy metals
                                    
                                

                            
                                
                                    	Pingping Fang
	Ting Sun
	Pei Xu


                                
                                Reviews in Environmental Science and Bio/Technology (2021)

                            


                

            

        
    

            
                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

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

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


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


            

        
    
    
        
            
                
                    About the journal

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


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors
                                
                            
	
                                
                                    For Referees
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

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


    





        
    
        
            

            
                
                    Nature (Nature)
                
                
    
    
        ISSN 1476-4687 (online)
    
    


                
    
    
        ISSN 0028-0836 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

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


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

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


            


        

    

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


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    







    

    



    
    

        

    
        
            


Close
    



        

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

                

                
                    
                        
                        

                        
                        
                        
                        

                        Email address

                        
                            
                            
                            
                            Sign up
                        


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

                    

                

            


        


    

    
    

        

    
        
            

Close
    



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


    









    [image: ]







[image: ]
