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Sunday June 12th CML Clinical 2 Session
 Efficacy and Safety of Dasatinib Compared with Imatinib in Patients with Newly Diagnoses CML in CP: Minimum 24 month follow up from the DASISION trial.
This was the anticipated report for the 24-month follow up of Dasatinib front line with Imatinib.  516 patients were randomized to either dasatinib 100mg once daily (n=258) or imatinib 400mg once daily (n=258). The primary endpoint was confirmed CCyR (cCCyR) at 12 months. After a median 28.1 months follow-up (range 0.1–40.1), 77% remained on Dasatinib and 75% remained on imatinib. The 24-month response rates for dasatinib compared with imatinib were: cCCyR 86% vs. 82%; CCyR 86% vs. 82%; and MMR 64% versus 46%, (P<0.0001), respectively. MMR occurred more often with dasatinib in all Hasford groups (the Hasford score being based on age, spleen size, blast count, platelet count, eosinophil count, and basophil count). A greater proportion of patients in the dasatinib group achieved undetectable levels of disease (defined as a CMR ≤0.0032% BCR-ABL on the International Scale), which was 17% for Dasatinib and 8% for Imatinib. In time-to-response analyses, dasatinib patients were 1.7-fold more likely to have MMR and 1.5-fold more likely to have CCyR (P<0.0001 for both comparisons).  The median time to achieve a CCyR for Dasatinib was 3.2 months and 6 months for Imatinib. For the dasatinib group vs. the imatinib group, 2.3% (n=6) vs. 5.0% (n=13) patients transformed to accelerated/blast phase (AP/BP) while on study; when follow-up beyond discontinuation of initial treatment was included, transformation to AP/BP) was 9 (3.5%) in the dasatinib group and 15 (5.8%) in the imatinib group.

The respective 24-month rates for dasatinib and imatinib were overall survival: 95.3% and 95.2%; progression-free survival (no AP/BP or loss of response): 93.7% and 92.1%; failure-free survival: 91.2% and 87.8.  Importantly, no patient who achieved MMR progressed.  So this makes a strong statement about the importance of achieving MMR.  It was noted that the survival data remains immature; all patients, including those who discontinue, will be followed for five years.

Grade 3 or 4 nonhematologic adverse event incidences were ≤1%. Pleural effusions were observed only with dasatinib (13.6% for Grade 1 and 2 (n=35); <1% (n=2) for Grade 3) and did not appear to affect efficacy. Most cytopenias occurred within the first year. Grades 3 and 4 laboratory abnormality rates were ≤3% except hypophosphatemia (dasatinib 5%; imatinib 24%). Only pleural effusions and thrombocytopenia were more frequent in the dasatinib arm.  Comparing dasatinib with imatinib, 59% vs. 43% experienced dose interruption, 28% vs. 15% experienced dose reduction and 7% vs. 5% discontinued due to drug-related side effects.  There were reports of mutations, 10 in each group and there were 7 T315I mutations in the Dasatinib group, but none in the Imatinib group.  Someone in the audience asked why there were no reported incidences of mutations of T315I with Imatinib as this is not what is seen in the clinical practice, but there isn’t really an answer at the moment.

Note: Data was confirmed with online press releases after the talk as the data in the abstract is only for the 18-month follow up.
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