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Problems of “Nib” For Ever 



Increased financial burden among patients 
with CML receiving imatinib in Japan:  

• 577 patients completed the questionnaire. 
• A financial burden was felt by  

– 41.2 % (28 of 68) of the patients treated with imatinib in 2000 
– 70.8 % (201 of 284) of the patients treated with imatinib in 2005 
– 75.8 % (400 of 528) of the patients treated with imatinib in 2008 

• 182 patients (31.7 %) considered its discontinuation because of the financial 
burden. 

• Older patients (OR = 0.96, 95 % CI: 0.95–0.98, p < 0.0001), and patients with 
higher incomes (OR = 0.92, 95 % CI: 0.85–0.99, p = 0.03) were less likely to 
have considered discontinuing imatinib. 

• Patients with higher annual co-payments (OR = 2.21, 95 % CI: 1.28–4.28, p = 
0.004) were more likely to have considered discontinuing imatinib. 

• Conclusions:  Financial support for patients treated with expensive drugs 
remains a major problem in Japan. 

Kodama et al. BMC Cancer 2012;12(1):152. 





Potential Long-term Adverse Effects of TKIs 
• Impact of imatinib on skeletal growth and bone health 

                                                                              J Pediatr. 2011;159(4):676-81, Blood. 2010;115(4):766-74. 

• Thyroid dysfunction caused by second-generation tyrosine kinase 
inhibitors in Ph+CML 

                                                                                                                           Thyroid 2010;20(11):1209-14. 

• Imatinib and reproduction 
– Pregnancy category D 
– Oligospermia, gynecomastia in male 

                                                                  Fertil Steril. 2011;95(3):1120.e15-7, Lancet. 2003;361(9373):1954-6. 

• Nilotinib-associated vascular events or peripheral arterial occlusive 
disease (PAOD). 

           Clin Lymphoma Myeloma Leuk 2012, Am J Hematol 2011;86(7), J Natl Cancer Inst 2011;103:1347-8. 

• Precapillary pulmonary arterial hypertension in patients treated by 
dasatinib 

                                                                                                                    Circulation 2012;125(17):2128-37. 

• Platelet dysfunction (dasatinib and imatinib) 
                                                                                                                                                 Blood 2009;114 

 
 
      
   



Imatinib Adherence in CML 

CMR4 

Blood 2009;113,5401–11, J Clin Oncol 2010;28:2381-8,  
Pharmacoeconomics 2007;25: 481–96, Am J Hematol. 2011;86:471-4. 



Association of the BIM deletion polymorphism with clinical 
resistance to imatinib in Asian subjects with CML 

Ng KP, et al. Nat Med. 2012;18(4):521-8. 



The 2.9kb BIM deletion polymorphism results an abnormal 
transcript (E3) that produces a truncated and inactive BIM protein 
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Curative Approach 

• Transplant approach 
• Non-transplant approach 



Allo-SCT results have improved  
over past decade in CML 

Survival rates by decade of transplantation 

Jirí Pavlu, Richard M. Szydlo, John M. Goldman and Jane F. Apperley.  
 Blood 2011;117(3):755-63. 



Therapeutic choices in patients with CML living 
in Mexico in the TKI era: SCT or TKIs? 

• In Mexico, cost considerations favor allogeneic SCT as a ‘once 
only’ procedure whereas lifelong treatment with an expensive 
drug represents an excessive burden on resources. 

Freedom from progression Overall survival 

P = NS P = NS 

Ruiz-Argüelles GJ et al. BMT 2008;42(1):23-8. 



French STIM (Stop Imatinib) Study 
Discontinuation of TKI 

Mahon FX, et al. Blood 2011;118:abstract 603. 

The overall probability of maintenance of CMR  
at 24 and 36 months was 39% (95%CI 29-48)    
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