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Clinical Outcomes of Interventions in Patients
with Newly Diagnosed Chronic Myeloid

CONCLUSIONS

e Reported evidence supported better effectiveness of dasatinib, nilotinib, and
bosutinib over imatinib in front-line CML-CP.

e Among safety outcomes, AE related treatment-discontinuation was lower with
imatinib and nilotinib.

Initiating TFR benefited patients by controlling disease progression without
treatment and eliminated treatment-related-AEs. However, further research is
needed to compare overall incremental and sustained benefit of TKls as front-line
CML-CP treatment.
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Clinical Safety

« Safety outcomes were comparable across all treatments; however, adverse-event (AE) related
treatment-discontinuation was higher with bosutinib and dasatinib versus imatinib (13.8%-19.0%,
5.0%-13.0% versus 1.5%-10.0%) (Figure 2).

— The most frequent AEs commonly (21%) leading to treatment discontinuation included elevated
levels of alanine aminotransferase/aspartate aminotransferase, thrombocytopenia, neutropenia,
vomiting, increased lipase and pleural effusion for bosutinib; pleural effusion and drug-related
cytopenia with dasatinib; diarrhea, thrombocytopenia, neutropenia, muscle spasms and myalgia
with imatinib; and thrombocytosis with nilotinib.

INTRODUCTION

e Chronic myeloid leukemia (CML) is a rare type of cancer and accounts for approximately 30% of adult
leukemia cases worldwide.’

e Tyrosine kinase inhibitors (TKIs) revolutionized treatment of chronic myeloid leukemia in chronic-

phase (CML-CP)% however, long-term benefit depends on treatment tolerability, quality-of-life (QOL)
improvement, and sustained deep molecular response (DMR), which impacts patients’ future
treatment free remission (TFR) eligibility.3

e This systematic literature review summarized clinical evidence of interventions in front-line CML-CP. Figure 2. Patients with treatment discontinuation due to AEs
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Clinical Efficacy

« Evidence on molecular response rates was reported at different time-points across the studies, wherein,
results at 12-24 months are commonly reported (Table 1).

— Most studies reported favourable major molecular response (MMR) rates at 12 months of treatment with the
second-generation TKIs compared with imatinib (dasatinib: 36.8%-81.8%; bosutinib: 41.0%-47.2%, and *
nilotinib: 44.0%-52.2%; versus imatinib: 22.0%-67.0%). .

— Deeper responses, such as MR4.5, were notably higher for dasatinib and nilotinib when compared with other
TKils (Figure 1).

— Early molecular response (EMR) was reported at 3 months and was similar for dasatinib (84.0%-95.5%),
nilotinib (82.0%-91.0%), and bosutinib (75.2%-86.0%). These results were consistently higher than imatinib
(57.3%-70.8%) across all studies.

Figure 1. Long term results of MR4.5 in different studies

Quality of life outcomes
 There is very limited evidence on patients’ QOL reported in clinical trials.
The included studies measured the patient reported outcomes using FACT-Leu, EQ-5D, and SF-36.

Based on the two studies, QOL scores after treatment with bosutinib, nilotinib, and imatinib
showed improvement but the change-from-baseline was not clinically meaningful.

Treatment free remission
« Criteria for patients to be eligible for TFR attempt varied across different studies (Table 2).

— The most commonly used criteria were having a treatment duration of 3 years or more and
MR4.5 maintained for 22 years with a follow-up till loss of MMR after treatment discontinuation.

« Data on patients still in TFR was reported at varying follow-up periods in different studies.

— At 12 months, patients in TFR were reported only for dasatinib (59.2%) and nilotinib
(51.6% to 76.5%) (Table 2).
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