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                                                            We read with interest the paper from Kuriakose et al.1 regarding the dramatic decrease of JAK2V617F allele burden (AB) observed in 5 patients with polycythemia vera (PV) treated with busulfan (BU). Interestingly, a patient with 100% AB obtained the disappearance of the mutation within three months of therapy.
The European Leukemia Net (ELN)2 has suggested that, in MPN patients, the molecular response to different cytoreductive drugs is a relevant aspect of the drug efficacy. Sustained molecular response has been observed with recombinant interferon-α, pegylated interferon α3 and with hydroxyurea4 even if there is no general agreement about this. While in the past, BU was commonly used in patients with myeloproliferative neoplasms (MPN), the increase of leukemogenicity demonstrated in the 1990s led to a reduction in its use.5 At present, BU is reserved for elderly patients,6 even if the leukemogenic risk associated with low-dose BU is probably small.7 Therefore, in the JAK2 era, there is a lack of laboratory data on the effect of BU.
In our large cohort of patients with MPN, we retrospectively found 6 patients (5 PV and 1 primary myelofibrosis (MF)) who received BU as second- and third-lines of treatment in whom JAK2V617F-AB was available (Table 1).
Kuriakose and colleagues1 performed the JAK2 study within six and 18 months of BU treatment. In our cohort, 2 patients had higher than 50% AB while BU was ongoing (24 and 2 months, respectively). In particular, Patient GM had 97% AB after long-acting therapy with BU (Table 1). In the remaining 4 patients, BU was given years before the JAK2V617F-AB evaluation (2–9 years) and its molecular effect may have been lost. It is worth noting that Patient BR, the only case in the present cohort who had a JAK2V617F-AB below 50%, died four years after the molecular study from acute leukemia, possibly being one of the cases who lost the JAK2 mutation when the disease evolved into leukemia.8
In the absence of a pre-treatment dosage of JAK2V617F-AB, it is not possible to ascertain if, in our patients, the AB decreased with BU treatment. However, at least in 2 patients, as well as in Patient 6 from the study of Kuriakose et al.,1 BU was not able to obtain a significant effect on JAK2V617F-AB. If we consider both cohorts together, the “BU-non-responder” patients make up 25%. Moreover, the high AB levels found in other patients suggest that, even if they had previously obtained significant decreases, after BU suspension the AB increased again.
[image: ]

Table 1.Demographics and treatment effects of 6 patients treated with busulfan.
We conclude that not all patients who had undergone BU therapy have a significant decrease in JAK2V617F allele burden. We should not forget the possible leukemogenic effect of BU and this has to be taken into due account, particulary in patients who have their cytoreductive drugs repeatedly changed.9
References
	Kuriakose ET, Gjoni S, Wang L, Baunann R, Jones AV, Cross NCP. JAK2V617F allele burden is reduced by busulfan therapy: a new observation using an old drug. Haematologica. 2013; 98(11):e135-7. PubMedhttps://doi.org/10.3324/haematol.2013.087742Google Scholar

	Barosi G, Birgegard G, Finazzi G, Griesshammer M, Harrison C, Hasselbalch HC. Response criteria for essential thrombocythemia and polycythemia vera: result of a European LeukemiaNet consensus conference. Blood. 2009; 113(20):4829-33. PubMedhttps://doi.org/10.1182/blood-2008-09-176818Google Scholar

	Kiladjian JJ, Cassinat B, Chevret S, Turlure P, Cambier N, Roussel M. Pegylated interferon-alfa-2a induces complete hematologic and molecular responses with low toxicity in polycythemia vera. Blood. 2008; 112(8):3065-72. PubMedhttps://doi.org/10.1182/blood-2008-03-143537Google Scholar

	Kuriakose E, Vandris K, Wang YL, Chow W, Jones A, Christos P. Decrease in JAK2V617F allele burden is not a prerequisite to clinical response in patients with polycythemia vera. Haematologica. 2012; 97(4):538-42. PubMedhttps://doi.org/10.3324/haematol.2011.053348Google Scholar

	Brodsky I. Busulfan versus hydroxyurea in the treatment of polycythemia vera (PV) and essential thrombocythemia (ET). Am J Clin Oncol. 1998; 21(1):105-6. PubMedhttps://doi.org/10.1097/00000421-199802000-00024Google Scholar

	Tefferi A. Polycythemia vera and essential thrombocythemia: 2013 update on diagnosis, risk-stratification and management. Am J Hematol. 2013; 88(6):508-16. Google Scholar

	Barbui T, Finazzi MC, Finazzi G. Front-line therapy in polycythemia vera and essential thrombocythemia. Blood Rev. 2012; 26(5):205-11. PubMedhttps://doi.org/10.1016/j.blre.2012.06.002Google Scholar

	Beer PA, Delhommeau F, LeCouédic JP, Dawson MA, Chen E, Bareford D. Two routes to leukemic transformation following a JAK2 mutation-positive myeloproliferative neoplasm. Blood. 2010; 115(14):2891-900. PubMedhttps://doi.org/10.1182/blood-2009-08-236596Google Scholar

	Finazzi G, Caruso V, Marchioli R, Capnist G, Chisesi T, Finelli C. Acute leukemia in polycythemia vera: an analysis of 1638 patients enrolled in a prospective observational study. Blood. 2005; 105(7):2664-70. PubMedhttps://doi.org/10.1182/blood-2004-09-3426Google Scholar




                                                        

                                                    

                                                    
                                                        


                                                                                                                                                                        


                                                                                                                                                                                    
                                                                Data Supplements
                                                                    
	    


            

    
        2013_103051-Contributions.pdf


	    


            

    
        2013_103051-Disclosures.pdf




                                                            

                                                                                                                    

                                                                                                                
                                                            Figures & Tables
                                                        



                                                    

                                                    
                                                        
                                                            Article Information

                                                              



                                                                                                                        
                                                                
                                                                                                                                        
                                                                                                                                                    Vol. 99 No. 3 (2014): March, 2014 : Online Only Articles
                                                                                                                                                

                                                                





                                                                
                                                                
                                                                    
                                                                         
                                                                    

                                                                

                                                                                                                                                                                                
                                                                                                                                         
                                                                        DOI
                                                                    

                                                                    
                                                                    
                                                                        
                                                                                                                                                                                                                                    https://doi.org/10.3324/haematol.2013.103051
                                                                        


                                                                                                                                            

                                                                                                                                    

                                                            

                                                            
                                                                                                                        
                                                            

                                                                                                                        
                                                                
                                                                    Pubmed
                                                                

                                                                
                                                                    
                                                                        24389308
                                                                    
                                                                

                                                            

                                                                                                                                                                                    
                                                                
                                                                    Pubmed Central
                                                                

                                                                
                                                                    
                                                                        PMC3943332
                                                                    
                                                                

                                                            

                                                                                                                        
                                                                
                                                                     
                                                                

                                                            

                                                                                                                        
                                                                
                                                                    Published
                                                                

                                                                
                                                                    2014-03-01
                                                                

                                                            

                                                                                                                        
                                                            
                                                                
                                                                    
                                                                        Published By
                                                                    


                                                                    
                                                                        Ferrata Storti Foundation, Pavia, Italy
                                                                    

                                                                


                                                                
                                                                    
                                                                        Print ISSN
                                                                    

                                                                    
                                                                        0390-6078
                                                                    

                                                                

                                                                
                                                                    
                                                                        Online ISSN
                                                                    

                                                                    
                                                                        1592-8721
                                                                    

                                                                

                                                                
                                                                    
                                                                         
                                                                    

                                                                

                                                            

                                                        




                                                                                                                
                                                                                                                                                                                    



                                                                                                                        
                                                                Article Usage

                                                            

                                                            


    
        Online Views

        322

    

    
        PDF Downloads

        54

    





    
    



            

        Statistics from Altmetric.com



        
            
                No Data
            

        





    

    





                                                            

                                                        

                                                    


                                                

                                                                                                
                                                    
                                                        
    	
            
                
            
        
	
                            
    

        



            
    
    
    
    
                        
	
            
                
            
        
	

            
                
            
        
	
        
        
    


                    



                                                    

                                                

                                            

                                        

                                                                                



                                            
                                                
                                                                                    
                    
                    
                        
                    

                
                                                


                                                
                                                                                    
                    
                        
                        
                            
                        

                    

                
                                                


                                                
                                                    
                                                                                                            
                                                
                                                
                                                                                                        
                                                




                                            


                                        

                                                                        

                            

                            
    
        
            
                How to Cite

                
                    ×
                
            

            
    
        
                        
            
                
                    
  1. 
Maria Luigia Randi, Claudia Santarossa, Edoardo Peroni, Elisabetta Cosi, Elena Duner, Irene Bertozzi, Fabrizio Fabris. Effect of busulfan on JAK2V617F allele burden. Haematologica 2014;99(3):e44-e44; https://doi.org/10.3324/haematol.2013.103051.





                

                

                
                
  Copy Citation
  
  

                
                

                
                Choose Citation Format
                


                                        
                        	
                                
                                    Chicago
                                
                            
	
                                
                                    Harvard
                                
                            
	
                                
                                    Vancouver
                                
                            
	
                                
                                    Haematologica
                                
                            


                                                
                            Download Citation

                        

                        	
                                
                                    
                                    Endnote/Zotero/Mendeley (RIS)
                                
                            
	
                                
                                    
                                    BibTeX
                                
                            


                                            

                

            

        

    

    
            

        

    


                            
    
        
            
                Share Article

                
                    ×
                
            

            
                
                

                    
                        
                        
                            
                                Copy URL
                            
                        
                    

                

                
                
         

           
                

            

        

    



                                                                    
    
        
            
                Request Permissions

                
                    ×
                
            

            
                
                
                    To create an adaptation, translation, or derivative of the original work, for commercial e-prints
                        further permission is required. For information contact: Copyright Clearance Center

                            
                    To create an adaptation, translation, or derivative of the
                            original work, for commercial printed articles further permission is required. For
                            information contact: marketing@haematologica.org

                            
                                                                        
                    Other types of copyright management, can be agreed with the Editorial office.



                

            

        

    


            
                        
    


 







  










    
        
            

            				
                                                                    
                                
					
Navigate

	Home
	Current issue
	Early view
	Archive
	About Haematologica
	Editorial Team
	Our policies





For Authors

	Author Guidelines
	Submit Manuscript
	Track Manuscript


For Reviewers

	Reviewer Guidelines
	Access Your Profile
	Access Your Tasks





For Advertisers

	Informations For Advertising


Education

	Review Articles
	Guidelines Articles


Privacy

	Cookie Policy
	Newsletter Privacy Policy
	Privacy Policy





More

	Rights & Permissions


	Web design
	Development



                                
                                    
                                
                                
                                
                                
                                
                                    
                                
                                


Copyright © 2023 by the Ferrata Storti Foundation | Web design ￫ | Development ￫


ISSN 0390-6078 print | ISSN 1592-8721 online
 





				

			                        

        

    

   
















 

