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Background: Imatinib, dasatinib, and nilotinib, currently approved TKIs for frontline therapy in 
CML-CP, afford patients an age-adjusted life expectancy that approaches the general 
population. Patients are at risk of unwanted CV or metabolic comorbidities, potentially triggered 
by or exacerbated by TKIs. Occurrence and risk of such comorbidities can lead to decreased 
adherence to therapy, change in treatment decision-making, and poorer clinical outcomes. 
Further understanding of how TKIs are associated with CV and metabolic adverse events (AEs), 
and predictive risk factors for these events in a nonclinical trial population studied prospectively, 
is needed to fully optimize treatment and management guidelines for CML.  
 
Methods: CA180-653/NCT03045120 is the first prospective study that aims to determine the 
impact of frontline TKIs on CV and metabolic risk factors in CML-CP patients. In this 
noninterventional, phase 4 study, data will be collected for 24 mo from 200 patients treated in 
routine clinical practice in the United States. Patients must have newly diagnosed, treatment-
naïve CML-CP; be aged ≥18 y at diagnosis; and be starting on imatinib, dasatinib, or nilotinib. 
TKI choice will be per the treating physician and standard of care follow-up, with no additional 
visits required. Information from medical records via case report forms, 8-h fasting blood and 
urine samples (obtained every 3 mo for metabolic profiling and biomarker analysis), CV 
assessments (e.g., EKG, vital signs, ankle-brachial index), coronary calcium scoring, 
echocardiography, and CML (cytogenetic and molecular) assessments will be collected. The 
primary objective is to evaluate changes from baseline in CV risk using the Framingham Risk 
Score and metabolic risk using laboratory values. Secondary objectives are to determine the 
incidence/exacerbation of CV/metabolic AEs, safety, response, time to response, survival, 
treatment patterns, management of AEs/comorbidities, and factors associated with TKI choice. 
Statistical comparisons will not occur between cohorts; however, descriptive statistics will be 
generated.  
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