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                    Summary
This phase I study investigated flavone acetic acid (FAA) given as a 12-h intravenous infusion every 3 weeks in the absence of urinary alkalinisation. Cohorts of three patients were treated at doses of 7, 10 and 13 g/m2. One subject had colon cancer; 5, renal cancer; and 3, lung cancer. The Eastern Cooperative Oncology Group (ECOG) performance status was 0 in four patients, 1 in two subjects and 2 in three cases. The maximum tolerated dose was 13 g/m2. The dose-limiting toxicities were WHO grade 3 hypotension and grade 3 diarrhoea. Other toxicities included lethargy and dizziness, nausea, temperature fluctuation, myalgia and dry mouth, but no significant myelosuppression was encountered. One patient receiving 10 g/m2 for renal cancer showed a partial response that lasted for 3 months and included the resolution of pulmonary and cutaneous metastases. The pharmacokinetics showed large interpatient variability. At 12–16 h post-infusion, the plasma elimination profile entered a plateau phase, with frequent increases in concentration suggesting enterohepatic recycling. Neither peak FAA levels nor AUC values were dose-dependent at the doses studied. Peak plasma levels were 101–402 μg/ml and AUC (0–48 h) values were 75–470 mg ml−1 min. Plasma protein binding varied with total concentration. Two metabolites were detected in the plasma, and both also underwent apparent enterohepatic recycling. Repeat dosing resulted in decreases of up to 48% in peak levels and AUC values for FAA in three of six patients. Of the total FAA dose, 39%–77% was excreted in the urine as FAA or metabolites within 2 days. The dose recommended for further phase II studies is 10 g/m2.



                    
    


                    
                        
                            
                                
                                    
                                        
                                    
                                    
                                        This is a preview of subscription content, log in via an institution
                                    
                                    
                                        
                                     to check access.
                                

                            

                        

                        
                            
                                
                                    Access this article

                                    
                                        
                                            
                                                
                                                    Log in via an institution
                                                    
                                                        
                                                    
                                                
                                            

                                        
                                    
                                    
                                        
 
 
  
   
    
     
     
      Buy article PDF USD 39.95
     

    

    Price excludes VAT (USA)

     Tax calculation will be finalised during checkout.

    Instant access to the full article PDF.

   

  

  
 

 
  
   
    Rent this article via DeepDyve
     
      
     

   

  

  
 


                                    

                                    
                                        Institutional subscriptions
                                            
                                                
                                            
                                        

                                    

                                

                            
                        

                        
                            
                        

                    

                    
                        
                    


                    
                        
                            
                        
                    

                    

                    

                    References
	Armand JP, Recondo G, Belehradek M, Gouyette A, Droz JP, DeForni M, Chabot GG (1989) Multiple weekly schedule flavone acetic acid phase I and pharmacokinetic studies (abstrac 981). Proc Am Assoc Cancer Res 30: 247

                    Google Scholar 
                

	Bibby MC, Double JA, Phillips RM, Loadman PM (1987) Factors involved in the anti-cancer activity of the investigational agents LM985 (flavone acetic acid ester) and LM975 (flavone acetic acid). Br J Cancer 55: 159

                    Google Scholar 
                

	Bissery M-C, Valeriote FA, Chabot GG, Crissman JD, Yost C, Corbett TH (1988) Flavone acetic acid (NSC 347 512)-induced DNA damage in Glasgow osteogenic sarcoma in vivo. Cancer Res 48: 1279

                    Google Scholar 
                

	Brodfuehrer J, Valeriote F, Chan K, Heilbrun L, Corbett T (1990) Flavone acetic acid and plasma protein binding. Cancer Chemother Pharmacol 27: 27

                    Google Scholar 
                

	Capolongo LS, Balconi G, Ubezio P, Giavazzi R, Taraboletti G, Regonesi A, Yoder OC, D'Incalci M (1987) Antiproliferative properties of flavone acetic acid (NSC 347 512) (LM 975), a new anticancer agent. Eur J Cancer Clin Oncol 23: 1529

                    Google Scholar 
                

	Cassidy J, Kerr DJ, Setanoians A, Zaharko DS, Kaye SB (1989) Could interspecies differences in the protein binding of flavone acetic acid contribute to the failure to predict lack of efficacy in patients. Cancer Chemother Pharmacol 23: 397

                    Google Scholar 
                

	Chabot GG, Bissery M-C, Corbett TH, Rutkowski K, Baker LH (1989) Pharmacodynamics and causes of dose-dependent pharmacokinetics of flavone-8-acetic acid (LM-975; NSC-347 512) in mice. Cancer Chemother Pharmacol 24: 15

                    Google Scholar 
                

	Ching LM, Baguley BC (1987) Induction of natural killer cell activity by the antitumour compound flavone acetic acid (NSC 347 512). Eur J Cancer Clin Oncol 23: 1047

                    Google Scholar 
                

	Corbett TH, Bissery MC, Wozniak A, Plowman J, Polin L, Tapazoglou E, Dieckman J, Valeriote F (1986) Activity of flavone acetic acid (NSC-347 512) against solid tumors of mice. Invest New Drugs 4: 207

                    Google Scholar 
                

	Cummings J, Kerr DJ, Kaye SB, Smyth JF (1988) Optimisation of a reversed-phase high performance liquid chromatographic method for the determination of flavone acetic acid and its major human metabolites in plasma and urine. J Chromatogr 431: 77

                    Google Scholar 
                

	Cummings J, Double JA, Bibby MC, Farmer P, Evans S, Kerr DJ, Kaye SB, Smyth JF (1989) Characterization of the major metabolites of flavone acetic acid and comparison of their disposition in humans and mice. Cancer Res 49: 3587

                    Google Scholar 
                

	Damia G, Zanette ML, Rossi C, Mandelli R, Ferrari A, D'Incalci M (1988) Dose-dependent pharmacokinetics of flavone acetic acid in mice. Cancer Chemother Pharmacol 22: 47

                    Google Scholar 
                

	Evelhoch JL, Bissery M-C, Chabot GG, Simpson NE, McCoy CL, Heilbrun LK, Corbett TH (1988) Plavone acetic acid (NSC 347 512)-induced modulation of murine tumour physiology monitored by in vivo nuclear magnetic resonance spectroscopy. Cancer Res 48: 4749

                    Google Scholar 
                

	Futami H, Hornung RL, Back TT, Bull R, Gruys E, Wiltrout RH (1990) Systemic alkalinization inhibits the ability of flavone acetic acid to augment natural killer activity, induce cytokine gene expression, and synergize with interleukin 2 for the treatment of murine renal cancer. Cancer Res 50: 7926

                    Google Scholar 
                

	Gouyette A, Kerr DJ, Kaye SB, Setanoians A, Cassidy J, Bradley C, Forrest G (1988) Flavone acetic acid: a nonlinear pharmacokinetic model. Cancer Chemother Pharmacol 22: 114

                    Google Scholar 
                

	Hornung RL, Young HA, Urba WJ, Wiltrout RH (1988) Immunomodulation of natural killer cell activity by flavone acetic acid: occurrence via induction of interferon α/β. J Natl Cancer Inst 80: 1226

                    Google Scholar 
                

	Kaye SB, Clavel M, Dodioin P, Monfardini S, Bokkel-Huinink TW, Renard J, Van Glabbeke M, Cavalli F (1988) Phase II trials of flavone acetic acid in patients with cancers of the breast, colon, lung, head and neck, and melanoma. Proc Am Soc Clin Oncol 7: A255

                    Google Scholar 
                

	Kerr DJ, Kaye SB, Cassidy J, Bradley C, Rankin EM, Adams L, Setanoians A, Young T, Forrest G, Soukoup M, Clavel M (1987) Phase I and pharmacokinetic study of flavone acetic acid. Cancer Res 47: 6776

                    Google Scholar 
                

	Kerr DJ, Maughan T, Newlands E, Rustin G, Bleehen NM, Lewis C, Kaye SB (1989) Phase II trials of flavone acetic acid in advanced malignant melanoma and colorectal carcinoma. Br J Cancer 60: 104

                    Google Scholar 
                

	Miller AB, Hoogstraten B, Staquet M, Winkler A (1981) Reporting results of cancer treatment. Cancer 47: 207

                    Google Scholar 
                

	Plowman J, Narayanan VL, Dykes D, Szarvasi E, Briet P, Yoder OC, Paull KD (1986) Flavone actic acid: a novel agent with preclinical antitumor activity against colon adenocarcinoma 38 in mice. Cancer Treat Rep 70: 631

                    Google Scholar 
                

	Rewcastle GW, Kestell P, Baguley BC, Denny WA (1990) Light-induced breakdown of flavone acetic acid and xanthenone analogues in solution. J Natl Cancer Inst 82: 528

                    Google Scholar 
                

	Urba WJ, Longo DL, Lombardo FA, Weiss RB (1988) Enhancement of natural killer activity in human peripheral blood by flavone acetic acid. J Natl Cancer Inst 80: 521

                    Google Scholar 
                

	Weiss RB, Greene RF, knight RD, Collins JM, Pelosi JJ, Sulkes A, Curt GA (1988) Phase I and clinical pharmacology study of intravenous flavone acetic acid (NSC 347 512). Cancer Res 48: 5878

                    Google Scholar 
                

	Zwi JL, Baguley BC, Gavin JB, Wilson WR (1989) Blood flow failure as a major determinant in the antitumor action of flavone acetic acid. J Natl Cancer Inst 81: 1005

                    Google Scholar 
                


Download references




Author information
Authors and Affiliations
	Department of Haematology and Medical Oncology, Peter MacCallum Cancer Institute, 481 Little Lonsdale Street, 3000, Melbourne, Victoria, Australia
Ian N. Olver, Lorraine K. Webster, James F. Bishop & Kerrie H. Stokes


Authors	Ian N. OlverView author publications
You can also search for this author in
                        PubMed Google Scholar



	Lorraine K. WebsterView author publications
You can also search for this author in
                        PubMed Google Scholar



	James F. BishopView author publications
You can also search for this author in
                        PubMed Google Scholar



	Kerrie H. StokesView author publications
You can also search for this author in
                        PubMed Google Scholar







Rights and permissions
Reprints and permissions


About this article
Cite this article
Olver, I.N., Webster, L.K., Bishop, J.F. et al. A phase I and pharmacokinetic study of 12-h infusion of flavone acetic acid.
                    Cancer Chemother. Pharmacol. 29, 354–360 (1992). https://doi.org/10.1007/BF00686003
Download citation
	Received: 01 July 1991

	Accepted: 31 October 1991

	Issue Date: September 1992

	DOI: https://doi.org/10.1007/BF00686003


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        


Keywords
	Colon Cancer
	Flavone
	Eastern Cooperative Oncology Group
	Plasma Protein Binding
	Renal Cancer








                    
                

            

            
                
                    

                    
                        
                            
    

                        

                    

                    
                        
                    


                    
                        
                            
                                
                            

                            
                                
                                    
                                        Access this article


                                        
                                            
                                                
                                                    
                                                        Log in via an institution
                                                        
                                                            
                                                        
                                                    
                                                

                                            
                                        

                                        
                                            
 
 
  
   
    
     
     
      Buy article PDF USD 39.95
     

    

    Price excludes VAT (USA)

     Tax calculation will be finalised during checkout.

    Instant access to the full article PDF.

   

  

  
 

 
  
   
    Rent this article via DeepDyve
     
      
     

   

  

  
 


                                        

                                        
                                            Institutional subscriptions
                                                
                                                    
                                                
                                            

                                        

                                    

                                
                            

                            
                                
    
        Advertisement

        
        

    






                            

                            

                            

                        

                    

                
            

        

    
    
    


    
        
            Search

            
                
                    
                        Search by keyword or author
                        
                            
                            
                                
                                    
                                
                                Search
                            
                        

                    

                
            

        

    



    
        Navigation

        	
                    
                        Find a journal
                    
                
	
                    
                        Publish with us
                    
                
	
                    
                        Track your research
                    
                


    


    
	
		
			
			
	
		
			
			
				Discover content

					Journals A-Z
	Books A-Z


			

			
			
				Publish with us

					Publish your research
	Open access publishing


			

			
			
				Products and services

					Our products
	Librarians
	Societies
	Partners and advertisers


			

			
			
				Our imprints

					Springer
	Nature Portfolio
	BMC
	Palgrave Macmillan
	Apress


			

			
		

	



		
		
		
	
		
				
						
						
							Your privacy choices/Manage cookies
						
					
	
						
							Your US state privacy rights
						
						
					
	
						
							Accessibility statement
						
						
					
	
						
							Terms and conditions
						
						
					
	
						
							Privacy policy
						
						
					
	
						
							Help and support
						
						
					


		
	
	
		
			
				
					
					184.73.87.136
				

				Not affiliated

			

		
	
	
		
			
		
	
	© 2024 Springer Nature




	






    