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            Abstract
Temozolomide (CCRG 81045: M&B 39831: NSC 362856) is an analogue of mitozolomide displaying similar broad spectrum activity in mouse tumours, but showing considerably less myelosuppression in the toxicology screen. Temozolomide was initially studied intravenously at doses between 50-200 mg m-2 and subsequently was given orally up to 1,200 mg m-2. A total of 51 patients were entered on the single dose schedule. Temozolomide exhibits linear pharmacokinetics with increasing dose. Myelotoxicity was dose limiting. Experimentally, temozolomide activity was schedule dependent and therefore oral administration was studied as a daily x 5 schedule between total doses of 750 and 1,200 mg m-2 in 42 patients. Myelosuppression was again dose limiting. The recommended dose for Phase II trials is 150 mg m-2 po for 5 days (total dose 750 mg m-2) for the first course, and if no major myelosuppression is detected on day 22 of the 4 week cycle, the subsequent courses can be given at 200 mg m-2 for 5 days (total dose 1 g m-2) on a 4 week cycle. Mild to moderate nausea and vomiting was dose related but readily controlled with antiemetics. Clinical activity was detected using the 5 day schedule in four (2CR, 2PR 17%) out of 23 patients with melanoma and in one patient with mycosis fungoides (CR lasting 7 months). Two patients with recurrent high grade gliomas have also had partial responses. Temozolomide is easy to use clinically and generally well tolerated. In the extended Phase I trial temozolomide only occasionally exhibited the unpredictable myelosuppression seen with mitozolomide.




            
                
                    

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



                
            


            
                
                    
                

            

            
                
                
                
                
                    
                        This is a preview of subscription content, access via your institution

                    

                    
                

                

                Access options

                


                
                    
                        
                            

    
        
            
                
                Access through your institution
            
        

        
    



                        

                        

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



                    
                

                
    
    Subscribe to this journal
Receive 24 print issues and online access
$259.00 per year
only $10.79 per issue

Learn more


Rent or buy this article
Prices vary by article type
from$1.95
to$39.95
Learn more


Prices may be subject to local taxes which are calculated during checkout



  

    
    
        
    Additional access options:

    	
            Log in
        
	
            Learn about institutional subscriptions
        
	
            Read our FAQs
        
	
            Contact customer support
        



    

                
                    
                


                
                    
                        
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        A Phase 1B open-label study of gedatolisib (PF-05212384) in combination with other anti-tumour agents for patients with advanced solid tumours and triple-negative breast cancer
                                        
                                    

                                    
                                        Article
                                        
                                         05 November 2022
                                    

                                

                                Giuseppe Curigliano, Geoffrey I. Shapiro, â€¦ Zev A. Wainberg

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Phase 1 dose-escalation study evaluating the safety, pharmacokinetics, and clinical activity of OBI-3424 in patients with advanced or metastatic solid tumors
                                        
                                    

                                    
                                        Article
                                         Open access
                                         12 May 2023
                                    

                                

                                Apostolia Maria Tsimberidou, Claire F. Verschraegen, â€¦ Tillman E. Pearce

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        A Phase 1/2 trial of SRA737 (a Chk1 inhibitor) administered orally in patients with advanced cancer
                                        
                                    

                                    
                                        Article
                                         Open access
                                         29 April 2023
                                    

                                

                                Rebecca Kristeleit, Ruth Plummer, â€¦ Udai Banerji

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                
Author information
Authors and Affiliations
	Department of Medical Oncology, Charing Cross Hospital, Hammersmith, London, UK
ES Newlands


Authors	ES NewlandsView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	GRP BlackledgeView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	JA SlackView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	GJ RustinView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	DB SmithView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	NS StuartView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	CP QuartermanView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	R HoffmanView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	MFG StevensView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	MH BramptonView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	AC GibsonView author publications
You can also search for this author in
                        PubMedÂ Google Scholar







Rights and permissions
Reprints and permissions


About this article
Cite this article
Newlands, E., Blackledge, G., Slack, J. et al. Phase I trial of temozolomide (CCRG 81045: M&B 39831: NSC 362856).
                    Br J Cancer 65, 287â€“291 (1992). https://doi.org/10.1038/bjc.1992.57
Download citation
	Issue Date: 01 February 1992

	DOI: https://doi.org/10.1038/bjc.1992.57


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
                        








            


            

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    
        
    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Journal Information
                                
                            
	
                                
                                    Open access publishing
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    Special Issues
                                
                            
	
                                
                                    For Advertisers
                                
                            
	
                                
                                    Subscribe
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors & Referees
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    British Journal of Cancer (Br J Cancer)
                
                
    
    
        ISSN 1532-1827 (online)
    
    


                
    
    
        ISSN 0007-0920 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Korea
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    











    [image: ]







[image: ]
