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            Abstract
Obsessive-Compulsive Disorder (OCD) is a psychiatric condition with strong evidence for a genetic component and for the involvement of genes of the serotonin system. In a recent family-based association study we reported an association between the G allele of the G861C polymorphism of the 5HT1Dβ receptor gene and OCD. The aim of the present study was to further investigate for the presence of linkage disequilibrium between each of two polymorphisms of the 5HT1Dβ receptor gene and OCD in a larger sample of OCD families. In a total of 121 families the G861C and the T371G polymorphisms of the 5HT1Dβ receptor gene were genotyped using standard protocols. The genotyping data were analyzed with a new extension of the Transmission Disequilibrium Test (FBAT). The phenotypes considered in the analyses were the diagnosis of OCD and two quantitative phenotypes related to the diagnosis and clinically relevant, ie, the age at onset and the severity of OCD symptoms. We confirmed the previously found preferential transmission of the G861 allele to the affected subjects (z = 2.262, P = 0.02). No significant association was found between the polymorphism and the quantitative phenotypes considered. These results represent a confirmation of our previous published study and thus, could have important implications for the role of the 5HT1Dβ receptor gene in the pathogenesis and treatment of OCD. Further genetic investigations on this marker considering additional polymorphisms and other quantitative phenotypes related to OCD are warranted.




            
                
                    

    
        
            
                
                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 12 print issues and online access
$259.00 per year
only $21.58 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: ]

                                
                                
                                    
                                        Genome-Wide Association Study of Obsessive-Compulsive Symptoms including 33,943 individuals from the general population
                                        
                                    

                                    
                                        Article
                                         Open access
                                         28 March 2024
                                    

                                

                                Nora I. Strom, Christie L. Burton, … Paul D. Arnold

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Genome-wide association study of pediatric obsessive-compulsive traits: shared genetic risk between traits and disorder
                                        
                                    

                                    
                                        Article
                                         Open access
                                         02 February 2021
                                    

                                

                                Christie L. Burton, Mathieu Lemire, … Paul D. Arnold

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Exome sequencing in obsessive–compulsive disorder reveals a burden of rare damaging coding variants
                                        
                                    

                                    
                                        Article
                                        
                                         28 June 2021
                                    

                                

                                Mathew Halvorsen, Jack Samuels, … David B. Goldstein

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                References
	Sasson Y, Zohar J, Chopra M, Lustig M, Iancu I, Hendler T . Epidemiology of obsessive-compulsive disorder: a world review J Clin Psychiatry 1997; 58 (suppl): 7–10

                    Google Scholar 
                

	Pauls DL, Alsobrook JP II . The inheritance of obsessive-compulsive disorder Child Adolesc Psychiatr Clin N Am 1999; 8: 481–496
Article 
    CAS 
    
                    Google Scholar 
                

	Greist JH, Jefferson JW, Kobak KA, Katzelnick DJ, Serlin RC . Efficacy and tolerability of serotonin transport inhibitors in obsessive-compulsive disorder. A meta-analysis Arch Gen Psychiatry 1995; 52: 53–60
Article 
    CAS 
    
                    Google Scholar 
                

	Gross R, Sasson Y, Chopra M, Zohar J . Biological models of obsessive-compulsive disorder. The serotonin hypothesis. In: Swinson RP, Antony MM, Rachman S, Richter MA (eds) Obsessive-Compulsive Disorder, Theory, Research and Treatment The Guilford Press: NY 1998; 147–148

                    Google Scholar 
                

	Mundo E, Bellodi L, Smeraldi E . Effects of acute intravenous clomipramine on obsessive-compulsive symptoms and response to chronic treatment Biol Psychiatry 1995; 38: 525–531
Article 
    CAS 
    
                    Google Scholar 
                

	Koran LM, Pallanti S, Quercioli L . Sumatriptan, 5-HT1D receptors and obsessive-compulsive disorder Eur Neuropsychopharmacol 2001; 11: 169–172
Article 
    CAS 
    
                    Google Scholar 
                

	Stein DJ, Van Heerden B, Wessels CJ, Van Kradenburg J, Warwick J, Wasserman HJ . Single photon emission computed tomography of the brain with Tc-99m HMPAO during sumatriptan challenge in obsessive-compulsive disorder: investigating the functional role of the serotonin autoreceptor Progr Neuropsychopharmacol Biol Psychiatry 1999; 23: 1079–1099
Article 
    CAS 
    
                    Google Scholar 
                

	Stern L, Zohar J, Cohen R, Sasson Y . Treatment of severe, drug resistant obsessive-compulsive disorder with the 5HT1D agonist sumatriptan Eur Neuropsychopharmacol 1998; 8: 325–328
Article 
    CAS 
    
                    Google Scholar 
                

	Mundo E, Richter MA, Sam F, Macciardi F, Kennedy JL . Is the 5HT1Dβ receptor implicated in the pathogenesis of obsessive-compulsive disorder? Am J Psychiatry 2000; 157: 1160–1661
Article 
    CAS 
    
                    Google Scholar 
                

	Mundo E, Zai G, Lee L, Parikh SV, Kennedy JL . The 5HT1Dβ receptor gene in bipolar disorder: a family-based association study Neuropsychopharmacology 2001; 25: 608–613
Article 
    CAS 
    
                    Google Scholar 
                

	Lappalainen J, Dean M, Charbonneau L, Virkkunen M, Linnoila M, Goldman D . Mapping of the serotonin 5HT1Dβ autoreceptor gene on chromosome 6 and direct analysis for sequence variants Am J Med Gen 1995; 60: 157–161
Article 
    CAS 
    
                    Google Scholar 
                

	Nöthen MM, Erdmann J, Shimron-Abarbanell D, Propping P . Identification of a genetic variation in the human serotonin 1Dβ receptor gene Biochem Biophys Res Commun 1994; 205: 1194–1200
Article 
    
                    Google Scholar 
                

	Kiel S, Brüss M, Bönisch H, Göthert M . Pharmacological properties of the naturally occurring Phe-124-Cys variant of the human 5-HT1B receptor: changes in ligand binding, G-protein coupling and second messenger formation Pharmacogenetics 2000; 10: 655–666
Article 
    CAS 
    
                    Google Scholar 
                

	Lake SL, Blacker D, Laird NM . Family-based tests of association in presence of linkage Am J Hum Genet 2000; 67: 1515–1525
Article 
    CAS 
    
                    Google Scholar 
                

	Xu X . FBAT. Program for population genetics Harvard School of Public Health http://www.biostat.harvard.edu/fbat/default.htlm

	Goodman WK, Price LH, Rasmussen SA, Mazure C, Fleischmann RL, Hill CL et al. The Yale-Brown Obsessive-Compulsive Scale (Y-BOCS). Part I: Development, use and reliability Arch Gen Psychiatry 1989; 37: 1336–1339

                    Google Scholar 
                

	Spielman RS, Ewens WJ . A sibship test for linkage in the presence of association: the Sib Transmission/Disequilibrium Test Am J Hum Gen 1998; 62: 450–458
Article 
    CAS 
    
                    Google Scholar 
                

	Risch N, Merikangas K . The future of genetic studies of complex human disorders Science 1996; 273: 1516–1517
Article 
    CAS 
    
                    Google Scholar 
                

	Rabinowitz D, Laird NM . A unified approach to adjusting association tests for population admixture with arbitrary pedigree structure and arbitrary missing marker information Hum Hered 2000; 50: 211–223
Article 
    CAS 
    
                    Google Scholar 
                

	Ebstein RP, Novick O, Umansky R, Priel B, Osher Y, Blaine B et al. Dopamine D4 receptor (DRD4) exon III polymorphism associated with the human personality trait of novelty seeking Nature Genet 1996; 12: 78–80
Article 
    CAS 
    
                    Google Scholar 
                

	Rowe DC, Stever C, Chase D, Sherman S, Abramowitz A, Waldman ID . Two dopamine genes related to reports of childhood retrospective inattention and conduct disorder symptoms Mol Psychiatry 2001; 6: 429–433
Article 
    CAS 
    
                    Google Scholar 
                

	Leckman JF, Zhang L, Alsobrook JP, Pauls DL . Symptom dimensions in obsessive-compulsive disorder: toward quantitative phenotypes Am J Med Genet 2001; 105: 28–30
Article 
    CAS 
    
                    Google Scholar 
                

	Pauls DL, Alsobrook JP II, Goodman W, Rasmussen S, Leckman J . A family-study of obsessive-compulsive disorder Am J Psychiatry 1995; 152: 76–84
Article 
    CAS 
    
                    Google Scholar 
                

	Rasmussen S, Eisen J . The epidemiology and clinical features of obsessive-compulsive disorder Psych Clin North Am 1992; 15: 743–758
Article 
    CAS 
    
                    Google Scholar 
                

	Geller DA, Biederman J, Faraone SV, Bellordre CA, Kim GS, Hagermoser L et al. Disentangling chronological age from age of onset in children and adolescents with Obsessive-Compulsive Disorder Int J Neuropsychopharmacol 2001; 4: 169–178
Article 
    CAS 
    
                    Google Scholar 
                

	Leckman JF, Grice DE, Boardman J, Zhang H, Vitale A, Bondi C . Symptoms of obsessive-compulsive disorder Am J Psychiatry 1997; 154: 911–917
Article 
    CAS 
    
                    Google Scholar 
                

	Summerfeldt LJ, Richter MA, Antony MM, Swinson RP . Symptom structure in obsessive-compulsive disorder: a confirmatory factor-analytic study Behav Res Ther 1999; 37: 297–311
Article 
    CAS 
    
                    Google Scholar 
                

	Alsobrook JP II, Leckamn JF, Goodman WK, Rasmussen SA, Pauls DL . Segregation analysis of obsessive-compulsive disorder using symptom-based factor scores Am J Med Genet 1999; 88: 669–675
Article 
    
                    Google Scholar 
                

	Hollander E, Pallanti S . 5-HT1D function and repetitive behaviors Am J Psychiatry 2001; 158: 972–973
Article 
    CAS 
    
                    Google Scholar 
                

	Lahiri DK, Nurnberger JI . A rapid non-enzymatic method for the preparation of HMW DNA from blood for RFLP analysis Nucl Acids Res 1991; 19: 5444
Article 
    CAS 
    
                    Google Scholar 
                


Download references




Acknowledgements
This work has been supported by research grants of the Ontario Mental Health Foundation (Drs Richter and Kennedy), of the Canadian Institutes for Health Research (Drs Richter, Mundo, Macciardi, and Kennedy) and of the University of Toronto (ON), Canada (Dr Mundo).


Author information
Authors and Affiliations
	Department of Psychiatry, Neurogenetics Section, Centre for Addiction and Mental Health, University of Toronto, Toronto, Canada
E Mundo, G Zai, F Sam, F Macciardi & J L Kennedy

	Department of Psychiatry, Anxiety Disorders Clinic, Centre for Addiction and Mental Health, University of Toronto, Toronto, Canada
M A Richter & J McBride


Authors	E MundoView author publications
You can also search for this author in
                        PubMed Google Scholar



	M A RichterView author publications
You can also search for this author in
                        PubMed Google Scholar



	G ZaiView author publications
You can also search for this author in
                        PubMed Google Scholar



	F SamView author publications
You can also search for this author in
                        PubMed Google Scholar



	J McBrideView author publications
You can also search for this author in
                        PubMed Google Scholar



	F MacciardiView author publications
You can also search for this author in
                        PubMed Google Scholar



	J L KennedyView author publications
You can also search for this author in
                        PubMed Google Scholar





Corresponding author
Correspondence to
                J L Kennedy.


Rights and permissions
Reprints and permissions


About this article
Cite this article
Mundo, E., Richter, M., Zai, G. et al. 5HT1Dβ Receptor gene implicated in the pathogenesis of Obsessive-Compulsive Disorder: further evidence from a family-based association study.
                    Mol Psychiatry 7, 805–809 (2002). https://doi.org/10.1038/sj.mp.4001059
Download citation
	Received: 13 September 2001

	Revised: 16 November 2001

	Accepted: 05 December 2001

	Published: 23 August 2002

	Issue Date: 01 August 2002

	DOI: https://doi.org/10.1038/sj.mp.4001059


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
                        


Keywords
	Obsessive-Compulsive Disorder
	genetics
	5HT1Dβ receptor gene
	family-based association test
	linkage disequilibrium
	quantitative traits







            


            

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    
        
    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Journal Information
                                
                            
	
                                
                                    Open Access Fees and Funding
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    For Advertisers
                                
                            
	
                                
                                    Subscribe
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors & 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


    





        
    
        
            

            
                
                    Molecular Psychiatry (Mol Psychiatry)
                
                
    
    
        ISSN 1476-5578 (online)
    
    


                
    
    
        ISSN 1359-4184 (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




    

    
    
    











    [image: ]







[image: ]
