
  
    Skip to main content
  

    


    
      

        
                  


        
          
                          
                [image: Universiteit Leiden]
              
                      

                            
                    Leiden University                    Scholarly Publications
                  

                  


                
          
            
                  
    
  
    	Home
	Submit
	About
	
  Select Collection 
 All collections
Leiden Institute of Chemistry (LIC)
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/1887/83257  
  

    

  
  
  
  
  
  

    

  


  

              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]            


     
	
     	Download
	
         Chapter 4       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 5       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 6       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Chapter 7       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Summary in Dutch       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         List of publications_Curriculum Vitae_Acknowledgements       
	
       open access                                  [image: license_5]            


     
	
     	Download
	
         Propositions       
	
       open access                                  [image: license_5]            


     

 
  

    

  


  

              In Collections

        
    
      
This item can be found in the following collections:

	Leiden Institute of Chemistry (LIC)
	Dissertations



    

  

  

              

 
          
          
                                          
              
                                            
    
  

            
    
      

  
          
        [image: ]      

      

          
          
          
                                        	
                                
                  Wel, T. van der                                  
                                
                                  (2020)                                
              
	
                  
                                                            Chemical genetic approaches for target validation                  

              
	
                Doctoral Thesis              
	
                Drug development is a time- and resource-consuming process that starts with the discovery and validation of a (protein) target that contributes to pathogenesis or disease progression. One of the essential steps in this process is to validate that pharmacological modulation (e.g. inhibition) of the target leads to the desired phenotype, a process which is collectively referred to as target validation. Target validation heavily relies on the availability of suitable chemical tools to study engagement of the compound to the intended biological target. The development of selective chemical tools can be challenging to achieve due to the off-target activity towards structurally and/or functionally related homologs, e.g. other members within the same protein class. The field of chemical genetics combines the specificity of genetics with benefits of acute, pharmacological modulation by small molecules. This thesis describes chemical genetic approaches that can be used for target...Show moreDrug development is a time- and resource-consuming process that starts with the discovery and validation of a (protein) target that contributes to pathogenesis or disease progression. One of the essential steps in this process is to validate that pharmacological modulation (e.g. inhibition) of the target leads to the desired phenotype, a process which is collectively referred to as target validation. Target validation heavily relies on the availability of suitable chemical tools to study engagement of the compound to the intended biological target. The development of selective chemical tools can be challenging to achieve due to the off-target activity towards structurally and/or functionally related homologs, e.g. other members within the same protein class. The field of chemical genetics combines the specificity of genetics with benefits of acute, pharmacological modulation by small molecules. This thesis describes chemical genetic approaches that can be used for target engagement and target validation studies of two different enzyme classes: kinases and serine hydrolases. Show less              
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