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    Abstract

Generally, organic water-miscible solvents are used intravascularly (both intravenously and intraarterially) for preparing two types of formulations, namely, pharmaceutical injections of poorly soluble drugs and precipitating liquid embolic polymeric materials for the minimally invasive treatment of aneurysms, arteriovenous malformations, or tumors, by arterial route. Although several of such solvents have been used in both drug delivery and interventional radiology, their safety profile is a concern. In particular, there is a lack of comparative investigations of their cardiovascular effects when injected intra-arterially.

We selected 13 non-aqueous water-miscible solvents based on their capacity to solubilize drugs or embolic polymeric materials, and on their described use, at least diluted with water, in pharmaceutical formulations. Their in vivo hemodynamic toxicity in male adult sheep after infra-renal aorta catheterization has been estimated with respect to the arterial and venous pressures, as well as the heart rate. Saline solution was used as a control. Three different volumes (0.1, 0.5, and 1.0 mL) were infused rapidly. An increase in arterial pressure and concomitant decrease in venous pressure, which we considered as signs of a cardiovascular toxicity, were observed to a differing extent for all organic solvents. Changes in heart rate were negligible.

Based on the intensity of arterial pressure change after a 1-mL infusion, a classification of the toxicity of the solvents following intra-arterial infusion is proposed:

	Solvents devoid of significant cardiovascular toxicity: dimethyl isosorbide (DMI), GlycofurolTM 75, polyethylene glycol 200 (PEG 200), diglyme

	Solvents with moderate cardiovascular toxicity: tetrahydrofurfuryl alcohol (THFA), ethanol, acetone, Solketal®, glycerol formal, dimethyl sulfoxide (DMSO)

	Solvents with marked cardiovascular toxicity: propylene glycol, ethyl lactate, N-methyl-2-pyrrolidone (NMP)



Emphasis is put on the relative character of the proposed ranking and on the lack for certain solvents, at least in the open literature, of data pertaining at other forms of toxic effects (e.g., undesirable pharmacological action, carcinogenicity, teratogenicity, mutagenicity, and irritating and sensitizing properties), all factors that have to be considered when selecting a proper solvent.


	Organic solvents
	Intravascular injection
	Intra-arterial injection
	Cardiovascular effects
	Hemodynamic toxicity
	Parenteral route
	Embolic liquids
	Embolization
	Interventional radiology
	Sheep model

Footnotes
	Copyright © Parenteral Drug Association. All rights reserved.





  


  
  



  
      
  
  
    
  
      
  
    PDA members receive access to all articles published in the current year and previous volume year. Institutional subscribers received access to all content. Log in below to receive access to this article if you are either of these.  


If you are neither or you are a PDA member trying to access an article outside of your membership license, then you must purchase access to this article (below). If you do not have a username or password for JPST, you will be required to create an account prior to purchasing. 


Full issue PDFs are for PDA members only.

  




  


  
  



  
      
  
  
    
	  
		
		
			
			  
  
        Note to pda.org users

    
  
  
    
  
      
  
    The PDA and PDA bookstore websites (www.pda.org and www.pda.org/bookstore) are separate websites from the PDA JPST website. When you first join PDA, your initial UserID and Password are sent to HighWirePress to create your PDA JPST account. Subsequent UserrID and Password changes required at the PDA websites will not pass on to PDA JPST and vice versa. If you forget your PDA JPST UserID and/or Password, you can request help to retrieve UserID and reset Password below.

  




  


  
  



			

		

	
	
 	
	  
  
		
		
			
			  
  
      
  
  
    Log in using your username and password

  Username *
 



  Password *
 





Forgot your user name or password?




Log in through your institution

You may be able to gain access using your login credentials for your institution. Contact your library if you do not have a username and password.


If your organization uses OpenAthens, you can log in using your OpenAthens username and password.  To check if your institution is supported, please see this list. Contact your library for more details.


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

  


  
  



  
        patientACCESS

    
  
  
    patientACCESS - Patients desiring access to articles  


  
  



			

		

	
	
 	
	
		
		
		
			
			  
  
      
  
  
    
  
      
  
    NOTE: The JPST Shopping Cart is now working again. We apologize for any inconvenience. 


Full issue PDFs are for PDA members only. You can join PDA at www.pda.org. 

  




  


  
  



			

		

	
	
 	
	


  


  
  



  





  


  
  



  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
        In This Issue

    
  
  
    
  
    
  
      
  
  
    
    
  
  
      
      
          PDA Journal of Pharmaceutical Science and Technology      
      
        	Vol. 61, Issue 2 March/April 2007 


      
      
        		Table of Contents
	Index by Author




      




  


  
  



  



  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  


  
      
  
  
     Article Alerts

  
    
  
      
  
  
    
  User Name *
 



  Password *
 


Sign In to Email Alerts with your Email Address

  Email *
 








  


  
  



  





  


  
  


  
      
  
  
     Email Article

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word on PDA Journal of Pharmaceutical Science and Technology.
NOTE: We only request your email address so that the person you are recommending the page to knows that you wanted them to see it, and that it is not junk mail. We do not capture any email address.




  Your Email *
 



  Your Name *
 



  Send To *
 

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




  You are going to email the following 
 Cardiovascular Effects of Selected Water-miscible Solvents for Pharmaceutical Injections and Embolization Materials: A Comparative Hemodynamic Study Using a Sheep Model



  Message Subject 
 (Your Name) has sent you a message from PDA Journal of Pharmaceutical Science and Technology



  Message Body 
 (Your Name) thought you would like to see the PDA Journal of Pharmaceutical Science and Technology web site.



  Your Personal Message 
 








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



  Math question *
 1 + 4 =  
Solve this simple math problem and enter the result. E.g. for 1+3, enter 4.









  


  
  



  





  


  
  


  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      
  
  
  
  
      Cardiovascular Effects of Selected Water-miscible Solvents for Pharmaceutical Injections and Embolization Materials: A Comparative Hemodynamic Study Using a Sheep Model
  
    	Alexandre Laurent, Florence Mottu, René Chapot, Jong Qi Zhang, Olivier Jordan, Daniel A. Rüfenacht, Eric Doelker, Jean-Jacques Merland

  
    	PDA Journal of Pharmaceutical Science and Technology Mar 2007, 61 (2) 64-74; 

  
  
  



  

  
  	      Citation Manager Formats

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

    

  



  


  
  



  





  


  
  



          

        

        
        
          
            
  
      
  
  
     Share  


  
  


  
      
  
  
    
  
    
  
      
  
  
    
  
  
  
  
      Cardiovascular Effects of Selected Water-miscible Solvents for Pharmaceutical Injections and Embolization Materials: A Comparative Hemodynamic Study Using a Sheep Model
  
    	Alexandre Laurent, Florence Mottu, René Chapot, Jong Qi Zhang, Olivier Jordan, Daniel A. Rüfenacht, Eric Doelker, Jean-Jacques Merland

  
    	PDA Journal of Pharmaceutical Science and Technology Mar 2007, 61 (2) 64-74; 

  
  
  



  


  
  



  
      
  
  
    
  
    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
	References
	Info & Metrics
	 PDF



  


  
  



  
      
  
  
    
  
     Related Articles
	No related articles found.



	PubMed
	Google Scholar




 Cited By...
	No citing articles found.



	Google Scholar



 More in this TOC Section
	
  
  
  
  
      Development and validation of a customized Amplex UltraRed assay for sensitive hydrogen peroxide detection in pharmaceutical water  
  
  
  
  




	
  
  
  
  
      Leachables analysis from a closed connected single-use mAb purification process  
  
  
  
  




	
  
  
  
  
      Correlating GC/MS Relative Response Factors to Analyte′s Physicochemical and Chromatographic Properties to Facilitate the Quantitation of Organic Extractables and Leachables in Non-targeted Analysis (NTA) I. Concepts and Empirical Considerations  
  
  
  
  






Show more Research

 Similar Articles






  



  


  
  



  
      
  
  
    
  
      
  
    

[image: i]



  




  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
      
    
  
    
  
    
  
                
    
      
  
    
  
        Readers

    
  
  
    	About
	Table of Content Alerts/Other Alerts
	Subscriptions
	Terms of Use
	Contact Editors

  


  
  



  

  
    
  
        Author/Reviewer Information

    
  
  
    	Author Resources
	Submit Manuscript
	Reviewers
	Contact Editors

  


  
  



  

  
    
  
        Parenteral Drug Association, Inc.

    
  
  
    	About
	Advertising/Sponsorships
	Events
	PDA Bookstore
	Press Releases

  


  
  



  

  
    

  


    

  


  


  

  
  
    
  
    
  
                
    
      
  
    
  
      
  
  
    [image: ]  


  
  



  
        Footer Copyright Text

    
  
  
    
  
      
  
    © 2024 PDA Journal of Pharmaceutical Science and Technology ISSN: 1948-2124
  




  


  
  



  
      
  
  
    [image: Powered by HighWire]  


  
  



  



    

  


  


  

  
    
  
      







  