SWITCHING TOO SOON? EARLY VS. LATE TKIi
SWITCHING: REAL WORLD ANALYSIS OF EARLY TKI
MODIFICATION IN CHRONIC MYELOID LEUKEMIA

C. UGWU', N. UBAH?, E. OBOMANU?, S. KING ', A. TANEJA3

1. Jefferson Einstein Hospital Philadelphia, PA;
2. Montefiore St Luke Cornwall, NY

3. Sidney Kimmel Comprehensive Cancer Center, Jefferson Einstein, Philadelphia, PA

Infroduction _ Results

In chronic myeloid leukemia (CML), early
switching of tyrosine kinase inhibitors (TKIs) may
reflect infolerance or lack of early response,
while delayed switching often follows later-
emerging resistance.

To compare long-term clinical outcomes after
early (<3 months) versus late (=6 months) TKI
switching in adults with CML across imatinib,

Objectives

Evaluate 3- and 5-year all-cause mortality,
cardiovascular events, diabetes, DVI/PE,
hospitalization, ICU/ED use in matched cohorts
anchored at the switch date, excluding pre-
switch events and estimating risk ratios with 95%
Cls via logistic regression

Data Source: TriNetX US Collaborative Network
Retrospective Analysis « Matched Cohorts ¢ Real-World Evidence
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+ |CU admissions
* Emergency department visits
* Hypertension, Heart failure

* All-cause mortality * Deep vein thrombosis (DVT)
» Cardiovascular disease * Pulmonary embolism (PE)
* Diabetes * Hospitalization

Exclusions: Patients retumning to original TKI « Pre-switch events excluded ¢ Analysis anchored from switch time
Statistics: Risk ratios (RR), 95% ClI, logistic regression

Among imatinib users, early switchers had higher
5-year mortality (24.0% vs 16.7%; RR 1.43, 95% CI
1.06—1.94, p=0.018) and numerically more
hospitalizations/ICU use.

Among dasatinib users, early switchers had more
hypertension (27.1% vs 17.9%; RR 1.51, p=0.027),
heart failure (12.7% vs 5.7%; RR 2.24, p=0.002), ED
visits (22.7% vs 12.8%; RR 1.78, p=0.004), and ICU
admissions (19.7% vs 10.9%, p=0.002).

Among nilofinibb users, early switchers trended
toward higher 5-year mortality (20.9% vs 12.0%;
RR 1.74, p=0.078) with minimal differences in
other outcomes.
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5-Year Mortality Rates by TKI and Switching Timing
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Key Finding: Early imatinib switching associated with 43% higher mortality
risk (p=0.018). Nilotinib shows concerning trend (74% higher, p=0.078).

5 Year Dasatinib cardiovascular outcomes
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Dasatinib Cardiovascular Complications
Key Finding: Dasatinib early switchers show dramatically higher
cardiovascular risks - 2.24x higher heart failure risk (p=0.002) and 1.51x
higher hypertension risk (p=0.027). *=p <0.05

Discussion

Early TKI switching (<3 months) didn’t improve
outcomes and was linked to higher mortality
(imatinib) and greater cardiopulmonary/acute
care use (dasatinib); nilotinib showed only @
nonsignificant mortality frend.

Favor response-guided monitoring and cautious
timing of changes; interpret cautiously given
confounding by indication, limited molecular
response data, and potential EHR
misclassification.

Key Findings: Early TKI Switching Associated with Worse Outcomes

CRITICAL FINDING

Early switching (<3 months) from first-line TKI is associated with significantly worse
long-term outcomes compared to late switching (=26 months)

Drug-Specific Outcomes

IMATINIB DASATINIB NILOTINIB

. Higher 5-year mortality . Hypertension: 271/2/; 37027/)

24.0% vs 16.7% (p=0.018)

Trend toward higher mortality

20.9% vs 12.0% (p=0.078)
. Heart failure: 12.7% vs 5.7%

Increased hospitalization B Minimal other differences

_ o @ (cu admits: 19.7% vs 10.9%
Higher ICU utilization (p=0.002)

Risk Ratio = 1.43 (1.06-1.94) Multiple significant cardiovascular risks Non-significant trend

Clinical Implications
' Premature TKI modification may be detrimental in the absence of clear intolerance or progression
‘ Supports more cautious, individualized approach to early treatment changes
‘ Early switching associated with worse cardiovascular outcomes, especially for dasatinib

‘ Need for careful risk-benefit analysis before early treatment modifications

RECOMMENDATION: Avoid early TKI switching without clear clinical indication
Patient monitoring and tolerance assessment should guide switching decisions




	Slide 1

