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Introduction: In CML-CP patients showing resistance or intolerance to imatinib, rescue
therapy with second generation 2GTKIs produced nearly 50% of complete cytogenetic
responses (CCyR). However, in the long term, a high percentage (roughly 70%) of
patients abandoned the targeted treatment. The information about the outcome of
patients treated in third line with TKI’s is scarce, and come mostly form clinical trials. In
these experiences CCyR were obtained in approximately 20%, and the duration of
MCyR was around 18 months.

Aims: To describe the evolution of patients who interrupted 2GTKI, given as 2nd line
treatment, outside clinical trials.



Patients and methods: In our registry, we have identified 105 patients treated with
second generation TKI in second line out of 487 patients treated with imatinib as first
TKI. Reasons for treatment change were failure in 53%, intolerant in 33% and
suboptimal in 14%. Sokal risk indexes were 40%, 47% and 13% for low, intermediate
and high risk, respectively. 33% of patients had received interferon prior to imatinib.
Cummulative incidence of CCyR and major molecular responses (MMR) with a median
follow up of 85.59 (8.93-130) months, were 65% and 49%. Fifty two (49%) withdrew
treatment because of failure (22%), intolerance (18%), suboptimal response (7% ) and
exitus (8%).

Results: A total of 31 patients started third-line therapy with a third TKI, representing
29% of patients who started second-line treatment and 78% of patients who
discontinued the treatment. The reasons for starting the 3rd line treatment was failure
in 55% and intolerance, in 44%. With a median follow up of 9 months, probabilities of
achievement a complete hematological response (CHR) and CCR was 93% and 30%.
These responses were influenced depending on the indication of treatment, with
cummulative indidence of CCyR of 18% and 50% for resistant and intolerant patients,
respectively (p = 0.031). The corresponding figures for transformation-free survival and
overall survival were 61% vs 76, and 72% vs 88% for failure and intolerance settings,
respectively.

Conclusions: In this registry-based experience, outside clinical trials, 2GTKI have
offered a substantial benefit to patients resistant or intolerant to Imatinib. However,
the experience in 3rd line in patients resistant to 2GTKI in 2nd line, has been dismal,
with less than 20% of CCyR. In this particular subgroup, BMT must be considered, and
new experimental therapeutic schemes are necessary for those patients who are not
suitable candidates for BMT.
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