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INn chronic myeloid leukemia (CML), often driven e S Gay il Guissmes by TH e

by emerging resistance, unavailabllity, or

cumulative toxicity, may offer a more stable Logend
therapeutic window. B e
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To determine whether late tyrosine kinase : :

inhibitor (TKI) switching (26 months after initiation)
yields different long-term outcomes than N
continuous monotherapy in chronic myeloid

leukemia.
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Using matched cohorts from the TriNetX US
Collaborative Network, compare 3- and 5-year

O”_COUSG mOrTCI“Ty, COrdiOVOSCUlGr evenTS' Cardiovascular Outcomes: Imatinib Late Switchers vs. Non-Switchers
diabetes, thromboembolism, hospitalizations, and 5-Year Follow-up Result

ICU use—anchoring follow-up at the switch date
to aftribute events to post-switch exposure. : Legend
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* p<0.05; CAD = Coronary Artery Disease; NS = Not Significant
Cohort Matching & Analysis Design

Late Switchers: Patients switching TKI after 26 months of initial therapy

Analysis Start Point: Beginning at time of TKI switch(index date) Nilotinib: 3-Year H ospitalization Rates
Event Attribution: Pre-switch events excluded to ensure post-switch attribution Late Switchers vs Non-Switchers
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Discussion

Late switchers from imatinibb had higher
mortality at 3 years (15.1% vs 11.9%,
0=0.017) and 5 years (18.8% vs 15.5%, RR
1.22, 95% CI 1.02-1.45, p=0.027) plus more Lo’rg TKI swi’rching (26 months) showgq no overall
CAD (11.6% vs 8.8%, p=0.040) and heart survival benefit—worse among imafinib starters,

neutral for dasatinib, and modest hospitalization

tailure (12.7% vs 9.6%, p=0.021). advantages for nilotinib—implying effects depend

Late switchers from dasatinio showed no on the initial TKI and may reflect biology/toxicity
significant differences in 3- or 5-year orompting the switch.
mor’rqli’ry (15.8% vs 16.9%, p=O.54.0).or In Clinically, earlier response-guided adjustments
cardiovascular events, ICU admissions, or and more deliberate frontline selection are
hospitalizations. advisable, while interpreting results cautiously

Late switchers from nilotinib had similar given confounding by indication, limited
mortality at 3 years (12.4% vs 11.8%, m.olecul.qr response cop’rgre, and potential EHR
5=0.79) and 5 years (15.8% vs 13.2%, misclassification in late-switch cohorts.

0=0.315) but fewer hospitalizations at 3

years (13.7% vs 22.1%, RR 0.62, p=0.044). Summary

IMATINIB DASATINIB NILOTINIB
n=5,888 (1,309 switchers vs 4,579 non-switchers) n=3,871 (1,022 switchers vs 2,849 non-switchers) n=1,678 (370 switchers vs 1,308 non-switchers)

INCREASED RISK COMPARABLE SAFETY MIXED PROFILE
5-Year Mortality: 18.8% vs 15.5% 5-Year Mortality: 15.8% vs 16.9% 5-Year Mortality: 15.8% vs 13.2%
Risk Ratio: 1.22 (95% CI: 1.02-1.45) p-value: 0.540 (Not Significant) p-value: 0.315 (Not Significant)
CAD: 11.6% vs 8.8% (p=0.040) CV Events: Similar rates | Hospitalizations: 13.7% vs 22.1%
Heart Failure: 12.7% vs 9.6% (p=0.021) Hospitalizations: Comparable RR: 0.62 (p=0.044) at 3 years

Clinical Implications & Recommendations

. Imatinib: Consider cardiovascular risk assessment before late switching
. Dasatinib: Favorable safety profile supports flexible switching strategies

. Nilotinib: Potential healthcare utilization benefits with neutral mortality
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