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                Doctoral Thesis              
	
                The project described in this thesis was designed to test if genetic variation in the mineralocorticoid receptor (MR) gene is a risk factor for developing major depression. First the MR-gene was screened for genetic variation. Two selected single nucleotide polymorphisms (SNPs) were tested for in vitro functionality at different levels including: protein and mRNA expression, transactivational capacity and ligand binding. Functionality in vitro was confirmed leading us to test their influence on electrolyte regulation, stress responsiveness and personality. First, in three different cohorts one SNP influenced blood pressure and salt regulation, as could be expected for the MR. Second, the SNPs were associated with the cortisol awaking response (CAR) after dexamethasone administration and with the cortisol and autonomic response following psychosocial stress. This indicates an important role for the MR in the regulation of the stress-response. Third in a relatively small cohort (n=150...Show moreThe project described in this thesis was designed to test if genetic variation in the mineralocorticoid receptor (MR) gene is a risk factor for developing major depression. First the MR-gene was screened for genetic variation. Two selected single nucleotide polymorphisms (SNPs) were tested for in vitro functionality at different levels including: protein and mRNA expression, transactivational capacity and ligand binding. Functionality in vitro was confirmed leading us to test their influence on electrolyte regulation, stress responsiveness and personality. First, in three different cohorts one SNP influenced blood pressure and salt regulation, as could be expected for the MR. Second, the SNPs were associated with the cortisol awaking response (CAR) after dexamethasone administration and with the cortisol and autonomic response following psychosocial stress. This indicates an important role for the MR in the regulation of the stress-response. Third in a relatively small cohort (n=150) the SNPs were not associated with mood and/or anxiety disorders but in the patient group there was an association with the personality trait neuroticism. We hypothesize that genetic variants in the MR-gene are determinants of vulnerability for psychiatric disorders.Show less              
	
                Mineralocorticoid Receptor (MR)
Genetic Variation
Stress
HPA axis
Cortisol
Psychopathology
Hypertension
Single Nucleotide Polymorphisms (SNPs)
              

	All authors
	Leeuwen, N. van


                       
               
               
                                                              	Supervisor
	Kloet, E.R. de; Zitman, F.G.


                       
                                                              	Co-supervisor
	Rijk, R.H. de


                       
               
               
                                                              	Qualification
	Doctor (dr.)


                                                            	Awarding Institution
	
                                                              Leiden University Medical Center (LUMC)                                              ,                                                                                     Leiden University                                      


                                                                                            	Date
	2010-11-09


                                                                               
                                                                                                                                                                          	ISBN
	
                                          9789088911989                                                                              


                                                                                    
                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                      Funding

                                                              	Sponsorship
	The work described in this thesis was financially supported by Psychiatric Hospital Rivierduinen and the Royal Netherlands Acedamy of Arts and Sciences (KNAW).


                                                          

      
    



    

  

  

                                        

 




        
 
       

    
          
    
  

            
    
      ©2020-2024 Leiden University

				A service provided by Leiden University Libraries

    

  


  

            
    
      	Contact
	About us
	Recently Added
	Digital Collections
	Student Repository

    

  

  

      
 

  

 
  