
  
    Skip to main content
  

    


    
      

        
                  


        
          
                          
                [image: Universiteit Leiden]
              
                      

                            
                    Leiden University                    Scholarly Publications
                  

                  


                
          
            
                  
    
  
    	Home
	Submit
	About
	
  Select Collection 
 All collections
Dissertations
Academic speeches
Faculty of Archaeology
Faculty of Governance and Global Affairs
Faculty of Humanities
Faculty of Science
Faculty of Social and Behavioural Sciences
Leiden Journals, Conference Proceedings and Books
Leiden Law School
Leiden University Press
Medicine / Leiden University Medical Centre (LUMC)
Research output UL





  Search box 
 









  

  


                      

        


      

    
 

    


    


                    

          
          
                      
                  
    
  

            
    
      
        
  
  
      
        
      
      Persistent URL of this record    https://hdl.handle.net/1887/31601  
  

    

  
  
  
  
  
  

    

  


  

              Documents

        
    
       

       
       	
     	Download
	
         Full Text       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Cover       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Title Pages_Contents       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 1       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 2       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 3       
	
       open access                                  [image: license_5]            
	
       Full text at publishers site     


     
	
     	Download
	
         Chapter 4       
	
       open access                                  [image: license_5]            
	
       Full text at publishers site     


     
	
     	Download
	
         Chapter 5       
	
       open access                                  [image: license_5]            
	
       Full text at publishers site     


     
	
     	Download
	
         Chapter 6       
	
       open access                                  [image: license_5]            
	
       Full text at publishers site     


     
	
     	Download
	
         Chapter 7       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Summary in English       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Summary in Dutch       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Curriculum Vitae_Publications       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Propositions       
	
       open access                                  [image: license_5]            


     

 
  

    

  


  

              In Collections

        
    
      
This item can be found in the following collections:

	Dissertations



    

  

  

              

 
          
          
                                          
              
                                            
    
  

            
    
      

  
          
        [image: ]      

      

          
          
          
                                        	
                                
                  Stringer, F.                                  
                                
                                  (2015)                                
              
	
                  
                                                            Pharmacogenomics in drug development : implementation and application of PKPD model based approaches                  

              
	
                Doctoral Thesis              
	
                Model based approaches, integrating physiological parameters or linking exposure with response, are powerful tools to quantify and evaluate the impact of genetic differences that are reflected as variability of drug exposure and/or clinical response(s). This thesis __Pharmacogenomics in Drug Development: Implementation and Application of PKPD Model Based Approaches__ focused on genotype differences in explaining inter-individual variability in drug metabolism and clinical response. Population pharmacokinetic and pharmacodynamic models were developed to evaluate the relationship between exposure differences resulting from UGT2B15 genotype and their effects on both fasting plasma glucose and glycosylated haemoglobin for the type 2 diabetes drug, Sipoglitazar__. The model was used to quantify the optimal dose and regime (Single treatment/genotyped-based or titrated based upon response) for future clinical trials. Evaluating the potential impact of genetic differences early during...Show moreModel based approaches, integrating physiological parameters or linking exposure with response, are powerful tools to quantify and evaluate the impact of genetic differences that are reflected as variability of drug exposure and/or clinical response(s). This thesis __Pharmacogenomics in Drug Development: Implementation and Application of PKPD Model Based Approaches__ focused on genotype differences in explaining inter-individual variability in drug metabolism and clinical response. Population pharmacokinetic and pharmacodynamic models were developed to evaluate the relationship between exposure differences resulting from UGT2B15 genotype and their effects on both fasting plasma glucose and glycosylated haemoglobin for the type 2 diabetes drug, Sipoglitazar__. The model was used to quantify the optimal dose and regime (Single treatment/genotyped-based or titrated based upon response) for future clinical trials. Evaluating the potential impact of genetic differences early during development is important to appropriately design future clinical studies and to ensure that exposure response relationships for efficacy and safety can be identifed for all genetic subgroups. Ultimately, these model-based approaches can be used to determine if covariate-based dose individualization would be advantageous/beneficial to normalize exposure and minimize variability in clinical outcomes across heterogeneous clinical populations.Show less              
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