





    
      Skip to main content
    

        
      
    
  
    
  
        
            
        [image: bioRxiv]      

                

          



  
    
  
                
    
      	Home
	About
	Submit
	ALERTS / RSS

    

  



  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search  


  
  



  



    

  


  


  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
  
		
		
			
			  
  
      
  
  
    

      
        New Results    
  
        Chemical exploration of a highly selective scaffold with activity against intracellular Mycobacterium tuberculosis
  
      Samuel Njikan, Sara Ahmed, Alyssa Manning, Divya Awasthi, Yulia Ovechkina, Sultan Chowdhury, Arielle Butts,  View ORCID ProfileTanya Parish

  
      doi: https://doi.org/10.1101/2022.02.18.481120 

  
  
  

Samuel Njikan 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Sara Ahmed 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Alyssa Manning 
1Infectious Disease Research Institute, Seattle, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Divya Awasthi 
1Infectious Disease Research Institute, Seattle, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Yulia Ovechkina 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Sultan Chowdhury 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Arielle Butts 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Tanya Parish 
1Infectious Disease Research Institute, Seattle, Washington
2Center for Global Infectious Disease Research Seattle, Seattle Children’s Research Institute, Washington

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	ORCID record for Tanya Parish
	For correspondence: 
tanya.parish@seattlechildrens.org




  


  
  



  
      
  
  
    	Abstract
	Full Text
	Info/History
	Metrics
	 Preview PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    Abstract
We previously identified a phenylthiourea series with activity against intracellular Mycobacterium tuberculosis using a high throughput, high content assay. We conducted a catalog structure-activity relationship study with a collection of 35 analogs. We identified several thiourea derivatives with excellent potency against intracellular bacteria and good selectivity over eukaryotic cells. Compounds had much lower activity against extracellular bacteria which was not increased by using cholesterol as the sole carbon source. Compounds were equally active against strains with mutations in QcrB or MmpL3, thereby excluding common, promiscuous targets as the mode of action. The phenylthiourea series represents a good starting point for further exploration to develop novel anti-tubercular agents.
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