DO CHRONIC MYELOID LEUKEMIA PATIENTS WITH LATE “WARNING”
RESPONSES BENEFIT FROM SWITCHING THERAPY TO A SECOND
GENERATION TYROSINE KINASE INHIBITOR?
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Abstract topic: 8. Chronic myeloid leukemia - Clinical

Background: In the latest recommendations of the European LeukemiaNet guidelines for the management
of chronic-phase Chronic Myeloid Leukemia suboptimal responses have been reclassified as “warning
responses”. In contrast to previous recommendations current guidance advises close monitoring without
changing therapy. There is little literature available regarding the potential benefit of changing treatment of
patients categorized as late warning responders (patients with complete cytogenetic response (CCyR)
without major molecular response (MMR)), and even more importantly, most of the published data focuses
on patients classified according to previous editions of ELN recommendations (after 18 months of
treatment).

Aims: The aim of this study was to describe outcomes of late warning patients, classified by the latest ELN
recommendations, in order to explore the potential benefit of treatment switching in these patients.

Methods: Our registry includes a cohort of 945 CP-CML patients that are treated with first-line imatinib

and are not involved in clinical trials. Registries were approved by the corresponding Ethical committees,
and all the procedures were performed in accordance with international legislation. The monitoring and
treatment strategies were chosen at the hematologist’s discretion and thus reflect the actual treatment of CML
patients outside clinical trials. All data was recorded by data managers that operated independently from the
physicians taking care of the patients. From this cohort we identified 198 patients with a warning response
after 12 months of treatment (patients with a complete cytogenetic response but no major molecular response
[MMRY]). patients who underwent treatment change due to intolerance were identified but not categorized as
late warning responders

Results: One hundred and fourty six patients (group 1) remained on imatinib, while 52 patients (group 2)
changed treatment to a Second Generation Tyrosine Kinase Inhibitor (2GTKI). The overall probabilities of
obtaining MMR and MR*? by 24 months on an intention-to-treat basis were 10% vs. 21 % respectively,
whereas by 48 months the corresponding probabilities were: 21% vs. 44%. Overall survival was 97% vs.
92% by 24 and 48 months respectively, whereas PFS was 98% vs. 96% for the same periods of time.
Changing therapy resulted in a significant improvement in the probability of a MMR: 24% vs. 42% by 12
months and 43% vs. 64% by 24 months (p=.002); as well as the probability of achieving a deep molecular
responses (MR*3): 1% vs. 19% and 7% vs. 23% by 12 and 24 months respectively (p=<0.001). Treatment
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change was also associated with an increased stability of cytogenetic responses, reflected by the observation
that 17 patients (11%) in group 1 lost CCyR, compared to 2 patients (3%) in group 2 (p=.001). Similarly,
treatment change significantly influenced the probability of remaining in MMR and MR*> at the last follow-
up: 36% vs. 49% and 14% vs. 25% implying a relative risk of 1.5 (1.2; 1.9) for MMR and a relative risk of
1.8(1.0; 3.3) for MR*3 in the group of patients who changed treatment vs. patients continuing imatinib.
These improvements did not correlate with an increase in overall survival (OS) or progression-free survival
(PFS)

Summary/Conclusion: To our knowledge our study represents the largest study of late warning patients
treated with imatinib (including the published data regarding outcomes of late suboptimal responders under
the old classification scheme). Our study shows how late warning responders had an excellent prognosis in
terms of PFS and OS, and offers an empirical demonstration of the adequacy of classifying these responses
as a warning, if survival outcomes are the objectives of the treatment. However, if the objectives include
lowering (mitigating) the probability of treatment failure as well as obtaining deeper molecular responses,
our study demonstrates that switching to a 2GTKI is the preferred option.
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Group 2 (19%) discontinued treatment due to side effects with long-term side effects leading to 4 patients
(2%) discontinuing imatinib

Summary/Conclusion: To our knowledge our study represents the largest study of late warning patients
treated with imatinib (including the published data regarding outcomes of late suboptimal responders under
the old classification scheme). Our study shows how late warning responders had an excellent prognosis in
terms of PFS and OS, and offers an empirical demonstration of the adequacy of classifying these responses
as a warning, if survival outcomes are the objectives of the treatment. However, if the objectives include
lowering (mitigating) the probability of treatment failure as well as obtaining deeper molecular responses,
our study demonstrates that switching to a 2GTKI is the preferred option.
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terms of PFS and OS, and offers an empirical demonstration of the adequacy of classifying these responses
as a warning, if survival outcomes are the objectives of the treatment. However, if the objectives include
lowering (mitigating) the probability of treatment failure as well as obtaining deeper molecular responses,
our study demonstrates that switching to a 2GTKI is the preferred option.
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