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            Abstract
PARKINSON 's disease results from the progressive degeneration of dopamine neurons that innervate the striatum1,2. In rodents, glial-cell-line-derived neurotrophic factor (GDNF) stimulates an increase in midbrain dopamine levels, protects dopamine neurons from some neurotoxins, and maintains injured dopamine neurons3â€“9. Here we extend the rodent studies to an animal closer to the human in brain organization and function, by evaluating the effects of GDNF injected intracerebrally into rhesus monkeys that have had the symptomatology and pathophysiological features of Parkinson's disease induced by the neurotoxin 1-methyl-4-phenyl-l,2,3,6-tetrahydropyridine (MPTP)10â€“14. The recipients of GDNF displayed significant improvements in three of the cardinal symptoms of parkinsonism: bradykinesia, rigidity and postural instability. GDNF administered every four weeks maintained functional recovery. On the lesioned side of GDNF-treated animals, dopamine levels in the midbrain and globus pallidus were twice s high, and nigral dopamine neurons were, on average, 20% larger, with an increased fibre density. The results indicate that GDNF may be of benefit in the treatment of Parkinson's disease.




            
                
                    

    
        
            
                
                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: ]

                                
                                
                                    
                                        Xenografted human microglia display diverse transcriptomic states in response to Alzheimerâ€™s disease-related amyloid-Î² pathology
                                        
                                    

                                    
                                        Article
                                         Open access
                                         27 March 2024
                                    

                                

                                Renzo Mancuso, Nicola Fattorelli, â€¦ Bart De Strooper

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Molecular and cellular mechanisms of selective vulnerability in neurodegenerative diseases
                                        
                                    

                                    
                                        Article
                                        
                                         04 April 2024
                                    

                                

                                Martin Kampmann

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        A concerted neuronâ€“astrocyte program declines in ageing and schizophrenia
                                        
                                    

                                    
                                        Article
                                         Open access
                                         06 March 2024
                                    

                                

                                Emi Ling, James Nemesh, â€¦ Steven A. McCarroll

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                References
	Jellinger, K. Adv. Neurol. 45, 1â€“18 (1986).

                    Google ScholarÂ 
                

	Hornykiewicz, O. & Kish, S. J. Adv. Neurol. 45, 19â€“34 (1986).

                    Google ScholarÂ 
                

	Lin, L.-F. H., Doherty, D. H., Lile, J. D., Bektesh, S. & Collins, F. Science 260, 1130â€“1132 (1993).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Beck, K. D. et al. Nature 373, 339â€“341 (1995).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Bowenkamp, K. E. et al. J. comp. Neurol. 355, 479â€“489 (1995).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Hoffer, B. J. et al. Neurosci. Lett. 182, 107â€“111 (1994).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Hudson, J. et al. Brain Res. Bull. 36, 425â€“432 (1995).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Tomac, A. et al. Nature 373, 335â€“339 (1995).
ArticleÂ 
    ADSÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Kearns, C. M. & Gash, D. M. Brain Res. 672, 104â€“111 (1995).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Ovadia, A., Zhang, Z. & Gash, D. M. Neurobiol. Aging 16, 931â€“937 (1995).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Gash, D. M. et al. J. comp. Neurol. 363, 345â€“358 (1995).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Bankiewicz, K. S. et al. Life Sci. 39, 7â€“16 (1986).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Bankiewicz, K. S., Mandel, R. J. & Sofroniew, M. V. Expl Neurol. 124, 140â€“149 (1993).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Smith, R. D., Zhang, Z., Kurlan, R., McDermott, M. & Gash, D. M. Neuroscience 52, 7â€“16 (1993).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	DeLong, M. R. Trends Neurosci. 13, 281â€“289 (1990).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Robertson, G. S. & Robertson, H. A. Neurosci. Lett. 89, 204â€“208 (1988).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Robertson, G. S. & Robertson, H. A. J. Neurosci. 9, 3326â€“3331 (1989).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Dougle, K. L. & Crocker, A. D. Proc. natn. Acad. Sci. U.S.A. 92, 1669â€“1673 (1995).
ArticleÂ 
    ADSÂ 
    
                    Google ScholarÂ 
                

	Greenamyre, J. T. et al. Ann. Neurol. 35, 655â€“661 (1994).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Coggeshall, R. E. Trends Neurosci. 15, 9â€“13 (1992).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	West, M. J. Neurobiol. Aging 14, 275â€“285 (1993).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                

	Harding, A. J., Halliday, G. M. & Cullen, K. J. Neurosci. Meth. 51, 83â€“89 (1994).
ArticleÂ 
    CASÂ 
    
                    Google ScholarÂ 
                


Download references




Author information
Author notes	Deborah Russell, David Martin, Paul A. Lapchak and Frank Collins: AMGEN Inc., Thousand Oaks, California 91320-1789, USA

	Barry J. Hoffer and Greg A. Gerhard: Departments of Pharmacology and Psychiatry, Neuroscience Training Program and Rocky Mountain Center for Sensor Technology, University of Colorado Health Sciences Center, Denver, Colorado 80262, USA


Authors and Affiliations
	Department of Anatomy and Neurobiology, University of Kentucky, College of Medicine, Lexington, Kentucky, 40536, USA
Don M. Gash,Â Zhiming Zhang,Â Aliza Ovadia,Â Wayne A. Cass,Â Ai Yi,Â Linda Simmerman,Â Deborah Russell,Â David Martin,Â Paul A. Lapchak,Â Frank Collins,Â Barry J. HofferÂ &Â Greg A. Gerhard


Authors	Don M. GashView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Zhiming ZhangView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Aliza OvadiaView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Wayne A. CassView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Ai YiView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Linda SimmermanView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Deborah RussellView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	David MartinView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Paul A. LapchakView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Frank CollinsView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Barry J. HofferView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Greg A. GerhardView 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
Gash, D., Zhang, Z., Ovadia, A. et al. Functional recovery in parkinsonian monkeys treated with GDNF.
                    Nature 380, 252â€“255 (1996). https://doi.org/10.1038/380252a0
Download citation
	Received: 30 October 1995

	Accepted: 26 January 1996

	Issue Date: 21 March 1996

	DOI: https://doi.org/10.1038/380252a0


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

                
                    	
                            
                                
                                    
                                        Modulation of nigral dopamine signaling mitigates parkinsonian signs of aging: evidence from intervention with calorie restriction or inhibition of dopamine uptake
                                    
                                

                            
                                
                                    	Michael F. Salvatore
	Ella A. Kasanga
	Donald K. Ingram


                                
                                GeroScience (2023)

                            
	
                            
                                
                                    
                                        Elevated endogenous GDNF induces altered dopamine signalling in mice and correlates with clinical severity in schizophrenia
                                    
                                

                            
                                
                                    	KÃ¤rt MÃ¤tlik
	Daniel R. Garton
	Jaan-Olle Andressoo


                                
                                Molecular Psychiatry (2022)

                            
	
                            
                                
                                    
                                        Novel targeted therapies for Parkinsonâ€™s disease
                                    
                                

                            
                                
                                    	Theodora Ntetsika
	Paraskevi-Evita Papathoma
	Ioanna Markaki


                                
                                Molecular Medicine (2021)

                            
	
                            
                                
                                    
                                        Glial cell line-derived neurotrophic factors (GFLs) and small molecules targeting RET receptor for the treatment of pain and Parkinsonâ€™s disease
                                    
                                

                            
                                
                                    	Arun Kumar Mahato
	Yulia A. Sidorova


                                
                                Cell and Tissue Research (2020)

                            
	
                            
                                
                                    
                                        Neurotrophic factors for disease-modifying treatments of Parkinson's disease: gaps between basic science and clinical studies
                                    
                                

                            
                                
                                    	Piotr Chmielarz
	Mart Saarma


                                
                                Pharmacological Reports (2020)

                            


                

            

        
    

            
                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: ]
