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Abstract







Background: Neuroblastoma is a rare malignant disease and patients with high-risk neuroblastoma have a poor prognosis. Rapid COJEC induction chemotherapy means (almost) the same total doses given within a shorter time period. In theory, rapid COJEC could reduce the risk of drug resistance and it has been considered as a potential candidate for improving the outcome.




Methods: The objective was to evaluate effects of rapid COJEC compared to standard induction chemotherapy in patients with high-risk neuroblastoma. We searched the databases CENTRAL, MEDLINE, and EMBASE from inception to 11 November 2014 and included randomized controlled trials.




Results: We identified one relevant randomized controlled trial with 130 participants receiving rapid COJEC and 132 participants receiving standard OPEC/COJEC induction chemotherapy. There was no statistically significant difference between the treatment groups in complete response (risk ratio 0.99, 95% confidence interval 0.71 to 1.38, P=0.94) and treatment-related mortality (risk ratio 1.21, 95% confidence interval 0.33 to 4.39, P=0.77). A statistically significant difference in favor of the standard treatment arm was identified for the following early toxicities: febrile neutropenia, septicemia, and renal toxicity.




Conclusion: The differences in complete response and treatment-related mortality between treatment alternatives were not statistically significantly different. Based on the currently available evidence, we are uncertain about the effects of rapid COJEC induction chemotherapy in patients with high-risk neuroblastoma.
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Zusammenfassung




Hintergrund: Neuroblastoma ist eine seltene maligne Krankheit, und Patienten mit einem Hochrisikotumor haben eine ungünstige Prognose. Rapid COJEC ist eine Induktionschemotherapie, bei der (fast) die gleiche Gesamtdosis im Vergleich zum Standard in einem kürzeren Zeitraum gegeben wird. Es wird vermutet, dass rapid COJEC resistente Tumorzellen reduzieren und den Krankheitsverlauf günstig beeinflussen könnte.




Methoden: Es sollte bei Patienten mit Hochrisikotumor untersucht werden, ob sich rapid COJEC im Vergleich zum Standard auf den Behandlungserfolg auswirken kann. Wir suchten randomisierte Studien in den Datenbanken CENTRAL, MEDLINE und EMBASE, die dort jeweils bis zum 01. November 2014 aufgenommen waren.




Ergebnisse: Wir identifizierten eine relevante randomisierte Studie: 130 Teilnehmer erhielten rapid COJEC und 132 Teilnehmer erhielten den OPEC/COJEC Standard. Es zeigte sich kein statistisch signifikanter Unterschied zwischen beiden Behandlungsgruppen hinsichtlich des vollständigen Therapieansprechen (Risk-Ratio 0.99, 95% Konfidenzintervall 0.71 bis 1.38, P=0.94) und der behandlungsassoziierten Mortalität (Risk-Ratio 1.21, 95% Konfidenzinterval 0.33 bis 4.39, P=0.77). Ein statistisch signifikanter Unterschied wurde für folgende frühe Toxizitäten zum Vorteil der Standardgruppe identifiziert: fieberhafte Neutropenie, Sepsis und Nierentoxizität.




Schlussfolgerung: Der Unterschied hinsichtlich des vollständigen Therapieansprechens, und der behandlungsassoziierten Mortalität war jeweils nicht statistisch signifikant. Ausgehend von den momentan verfügbaren Studiendaten besteht eine Unsicherheit über die Wirkungen der rapid COJEC Induktionschemotherapie bei Patienten mit Hochrisiko-Neuroblastom.
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* This article is based on a Cochrane Systematic Review published in the Cochrane Database of Systematic Reviews (CDSR) 2015, Issue 5. Art. No.: CD010774. DOI: 10.1002/14651858.CD010774.pub2. (see www.thecochranelibrary.com for information). Cochrane Systematic Reviews are regularly updated as new evidence emerges and in response to feedback, and the CDSR should be consulted for the most recent version of the review.





 

[bookmark: ]

[bookmark: N10D6F]
	
References


	
[bookmark: R0889-0001]1 Berthold F, Simon T. Clinical presentation. In: Cheung NKV, Cohn SL. (ed.) Neuroblastoma. Springer; Berlin: 2005 





CrossrefGoogle Scholar





	
[bookmark: R0889-0002]2 Brodeur GM, Pritchard J, Berthold F et al. Revisions of the international criteria for neuroblastoma diagnosis, staging, and response to treatment. J Clin Oncol 1993; 11: 1466-1477 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0003]3 Cohn SL, Pearson AD, London WB et al. The International Neuroblastoma Risk Group (INRG) classification system: an INRG Task Force report. J Clin Oncol 2009; 27: 289-297 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0004]4 Cole KA, Maris JM. New strategies in refractory and recurrent neuroblastoma: translational opportunities to impact patient outcome. Clin Cancer Res 2012; 18: 2423-2428 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0005]5 
Genetic and Rare Diseases Information Center
. Neuroblastoma. National Human Genome Research Institute; Bethesda: 2014 





Google Scholar





	
[bookmark: R0889-0006]6 Goodman MT, Gurney JG, Smith MA et al. Sympathetic nervous system tumors. In: Ries LAG, Smith MA, Gurney JG, et al. (ed.) Cancer incidence and survival among children and adolescents: United States SEER Program 1975-1995. National Cancer Institute; Bethesda: 1999 





Google Scholar





	
[bookmark: R0889-0007]7 Higgins JPT, Green S. Cochrane Handbook for Systematic Reviews of Interventions Version 5.1.0 (updated March 2011). The Cochrane Collaboration; Oxford: 2011 





Google Scholar





	
[bookmark: R0889-0008]8 Kremer LCM, Leclercq E, van Dalen EC. Cochrane Childhood Cancer Group. The Cochrane Collaboration; Oxford: 2014 





Google Scholar





	
[bookmark: R0889-0009]9 Ladenstein A. High Risk Neuroblastoma Study 1.7 of SIOP-Europe (SIOPEN). ClinicalTsrials.gov, ID: NCT01704716. National Institutes of Health; Bethesda: 2016 





Google Scholar





	
[bookmark: R0889-0010]10 Moher D, Liberati A, Tetzlaff J et al. Preferred reporting items for systematic reviews and meta-analyses: the PRISMA statement. PLoS Med 2009; 6: e1000097 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0011]11 Moreno L, Vaidya SJ, Pinkerton CR et al. Long-term follow-up of children with high-risk neuroblastoma: the ENSG5 trial experience. Pediatr Blood Cancer 2013; 60: 1135-1140 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0012]12 Neuroblastoma treatment physician data query. Children’s Oncology Group (COG) neuroblastoma risk grouping. National Cancer Institute; Bethesda: 2014 





Google Scholar





	
[bookmark: R0889-0013]13 Parmar MK, Torri V, Stewart L. Extracting summary statistics to perform meta-analyses of the published literature for survival endpoints. Stat Med 1998; 17: 2815-2834 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0014]14 Pearson AD, Pinkerton CR, Lewis IJ et al. High-dose rapid and standard induction chemotherapy for patients aged over 1 year with stage 4 neuroblastoma: a randomised trial. Lancet Oncol 2008; 9: 247-256 





CrossrefPubMedGoogle Scholar





	
[bookmark: R0889-0015]15 Peinemann F, Tushabe DA, van Dalen EC et al. Rapid COJEC versus standard induction therapies for high-risk neuroblastoma. Cochrane Database Syst Rev 2015; 5: CD010774 






PubMedGoogle Scholar





	
[bookmark: R0889-0016]16 Tierney JF, Stewart LA, Ghersi D et al. Practical methods for incorporating summary time-to-event data into meta-analysis. Trials 2007; 8: 16 





CrossrefPubMedGoogle Scholar










 









    
  

  
    
      
        

      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 52.91.103.49
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  