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The prognosis of the patients with chronic phase chronic myeloid leukemia (CML) has significantly 

improved owing to the development of potent BCR-ABL1 tyrosine kinase inhibitors (TKIs). However, 

approximately 5–15% of the patients still experience treatment failure including resistance or 

intolerance to TKI therapy. As the prognosis of the patients failing multiple TKIs is known to be poor, 

an optimal therapeutic approach is required for patients with CML with treatment failure. Asciminib, 

an allosteric inhibitor targeting ABL1 myristoyl pocket, has been approved by the Food and Drug 

Administration for patients with chronic phase CML with resistance or intolerance to 2 or more prior 

TKIs and those with T315I mutation. Through the phase 1 trial, asciminib monotherapy showed a 

relatively favorable safety profile and potent efficacy in both cohorts with or without T315I mutation. 

In the subsequent phase 3 trial, ASCEMBL, the efficacy and safety of asciminb was compared with 

those of bosutinib in the patients with chronic phase CML without T315I or V229L mutations and 

failed 2 or more prior TKIs. The primary endpoint, major molecular response at week 24, was 

significantly higher in asciminib arm than bosutinib arm. Asciminib was well tolerated with a lower 

rate of discontinuation with manageable toxicities. Several clinical trials for asciminib are ongoing in 

various clinical settings including frontline for newly diagnosed chronic phase CML as a single agent 

or combination with other TKIs and adjunctive to other TKIs for chronic phase CML who have not 

achieved a deep molecular response. The choice of drug for the patients with chronic phase CML with 

treatment failure should be based on comorbidities, disease biology including mutation profiles, and 

response to prior therapy, and asciminb can be an option for beyond third-line treatment for these 

patients. 

 


