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    Abstract
The pharmacokinetics and organ uptake of a 3'-biotinylated, [32P] internally labeled 36-mer phosphodiester oligodeoxynucleotide (PO-ODN) were measured after intravenous injection in the anesthetized adult rat. The PO-ODN was antisense to the tat gene of the human immunodeficiency virus, and was 3'-biotinylated to a) protect against serum and tissue 3'-exonuclease activity, and b) facilitate coupling to a neutral avidin-based transcellular drug delivery vector. The latter was comprised of a covalent conjugate of neutral avidin (NLA) and the OX26 murine monoclonal antibody to the rat transferrin receptor. The PO-ODN was internally labeled at the 21-nucleotide position to prevent rapid hydrolysis [32P] label by serum and tissue 5'-phosphatases. The uptake of the 3'-bio-[32P21]PO-ODN by brain, heart, kidney, lung, and liver was measured. The studies show that the unconjugated 3'-bio-[32P21]PO-ODN was rapidly removed from plasma, with a mean residence time of 22 +/- 1 min and a systemic clearance of 9.2 +/- 0.5 ml/min/kg. Large amounts of [32P] radioactivity were recovered in the urine following the injection of the PO-ODN, and when this fraction was included in the calculation of the renal clearance parameter, the renal clearance was 20-fold higher, indicating the principal site of organ clearance of the unconjugated PO-ODN was the kidney. Conjugation of the 3'-bio-PO-ODN to the NLA-OX26 vector reduced the systemic clearance 50%, owing to a > 10-fold reduction in renal clearance. Following conjugation of the 3'-bio-PO-ODN to the NLA-OX26 vector, the major clearance organ was the liver.(ABSTRACT TRUNCATED AT 250 WORDS)




  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
      
  
  
    
  
      
  
     


	
			DMD articles become freely available 12 months after publication, and remain freely available for 5 years. 


			Non-open access articles that fall outside this five year window are available only to institutional subscribers and current ASPET members, or through the article purchase feature at the bottom of the page. 


			 


				Click here for information on institutional subscriptions.
	Click here for information on individual ASPET membership.


			



 

  




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    Log in using your username and password

  Username *
 



  Password *
 





Forgot your user name or password?




Purchase access
You may purchase access to this article. This will require you to create an account if you don't already have one.

  


  
  



			

		

	
	
 	
	
	


  


  
  



  





  


  
  



  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
        In this issue

    
  
  
    
  
    
  
      
  
  
    
    
  
  
      
      
          Drug Metabolism and Disposition      
      
        	Vol. 23, Issue 1 1 Jan 1995 


      
      
        		Table of Contents
	Table of Contents (PDF)
	Index by author
	Back Matter (PDF)
	Editorial Board (PDF)
	Front Matter (PDF)




      




  


  
  



  



  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  


  
      
  
  
     Article Alerts

  
    
  
      
  
  
    
  User Name *
 



  Password *
 


Sign In to Email Alerts with your Email Address

  Email *
 








  


  
  



  





  


  
  


  
      
  
  
     Email Article

  
    
  
      
  
  
    
 Thank you for sharing this Drug Metabolism & Disposition article.
NOTE: We request your email address only to inform the recipient that it was you who recommended this article, and that it is not junk mail. We do not retain these email addresses.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 Pharmacokinetics and organ clearance of a 3'-biotinylated, internally [32P]-labeled phosphodiester oligodeoxynucleotide coupled to a neutral avidin/monoclonal antibody conjugate.



  Message Subject 
 (Your Name) has forwarded a page to you from Drug Metabolism & Disposition



  Message Body 
 (Your Name) thought you would be interested in this article in Drug Metabolism & Disposition.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  


  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      
  
  
      Abstract

  
  
      Pharmacokinetics and organ clearance of a 3'-biotinylated, internally [32P]-labeled phosphodiester oligodeoxynucleotide coupled to a neutral avidin/monoclonal antibody conjugate.
  
    	 Y S Kang, R J Boado and W M Pardridge


  
    	Drug Metabolism and Disposition January 1, 1995,  23 (1) 55-59; 

  
  
  



  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  


  
        

    
  
  
    
  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
      Abstract

  
  
      Pharmacokinetics and organ clearance of a 3'-biotinylated, internally [32P]-labeled phosphodiester oligodeoxynucleotide coupled to a neutral avidin/monoclonal antibody conjugate.
  
    	 Y S Kang, R J Boado and W M Pardridge


  
    	Drug Metabolism and Disposition January 1, 1995,  23 (1) 55-59; 

  
  
  



  


  
  



  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: Mendeley logo]
  


  
  



  



  


  
  


  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



          

        

	
 	
	
	


  


  
  



  
        Jump to section

    
  
  
    	Article
	Info & Metrics
	eLetters
	 PDF



  


  
  



  
      
  
  
    
  
     Related Articles


 Cited By...


 Similar Articles






  



  


  
  



  
      
  
  
    
  


  
  



  
      
  
  
    
  
    
  
      
  
  
    Advertisement



  



  


  
  



  



  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
      
    
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    

	Home
	Alerts




Facebook   Twitter   LinkedIn   RSS
  




  


  
  



  

  
    
  
        Navigate

    
  
  
    	Current Issue
	Fast Forward by date
	Fast Forward by section
	Latest Articles
	Archive
	Search for Articles
	Feedback
	ASPET

  


  
  



  

  
    
  
        More Information

    
  
  
    	About DMD
	Editorial Board
	Instructions to Authors
	Submit a Manuscript
	Customized Alerts
	RSS Feeds
	Subscriptions
	Permissions
	Terms & Conditions of Use

  


  
  



  

  
    
  
        ASPET's Other Journals

    
  
  
    	Journal of Pharmacology and Experimental Therapeutics
	Molecular Pharmacology
	Pharmacological Reviews
	Pharmacology Research & Perspectives

  


  
  



  


    

  


  


  

  
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    
  
      
  
    ISSN 1521-009X (Online)


Copyright © 2024 by the American Society for Pharmacology and Experimental Therapeutics

  




  


  
  



  



    

  


  


  

  
    
  
      







  