NAVITUS

BACKGROUND™

®  Cyclin-dependent kinase 4/6 inhibitors (CDK4/6i), including palbociclib, ribociclib,
and abemaciclib, are established treatments for hormone receptor-positive/human
epidermal growth factor receptor 2-negative (HR+/HER2-) breast cancer.

® |n real-world practice, treatment persistence, modification, and adherence may
vary and can affect the continuity and effectiveness of therapy.

= Additional evidence is needed to characterize utilization patterns among patients
newly initiating CDK4/6i in commercially insured populations.

OBJECTIVES

PRIMARY OBJECTIVE

®=  Evaluate real-world treatment persistence, time to discontinuation, and dose
modification patterns among new users of CDK4/6i.

SECONDARY OBJECTIVE

®m  Assess medication adherence to CDK4/6i therapy during follow-up.

METHODS

DATA SOURCE

®  Navitus pharmacy and medical claims database.

STUDY DESIGN

®  Retrospective observational cohort study using a new-user design.

STUDY POPULATION

m |nclusion criteria:

» Adults aged 218 years who initiated a CDK4/6i between January 1 and
December 31, 2024.

» Continuous pharmacy eligibility during baseline and no CDK4/6i use during the
6-month baseline period.

 Patients were followed from the index date through December 31, 2025, to evaluate
persistence, treatment discontinuation, dose modification and adherence.

m EXxclusion criteria:

» Reversed-only claims, prior CDK4/6i use during baseline, or no valid paid index claim.

OUTCOMES

= Primary outcomes:

» Treatment persistence, time to discontinuation, and dose modification patterns
following CDK4/6i initiation.

= Secondary outcomes:

» Medication adherence during follow-up, measured by proportion of days covered
(PDC), with adherence defined as PDC =0.80.

STATISTICAL ANALYSIS

s Descriptive statistics:
» Used to summarize baseline demographic and clinical characteristics.
m  Kaplan-Meier analysis:

» Estimated time to treatment discontinuation and persistence over the
follow-up period.

» Log-rank test:

« Compared time to discontinuation across CDK4/6i treatment groups.

s Cox proportional hazards model:

» Evaluated factors associated with treatment discontinuation, including age, baseline
medication count, dose reduction, dose increase, and treatment restart.
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FIGURE 1: TIME TO DISCONTINUATION
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KMost palbociclib discontinuations occurred after 12 months of therapy.
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FIGURE 2: PERSISTENCE: TIME TO DISCONTINUATION BY DRUG
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Persistence was similar across all three CDK4/6 inhibitors, with no significant
difference between curves (log-rank P = 0.676).

4 N

FIGURE 3: TIME TO DISCONTINUATION FOLLOWING
ANY DOSE MODIFICATION*
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FIGURE 4: PREDICTORS OF DISCONTINUATION
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Dose modification was associated with longer persistence (P = 0.049).
The median time to discontinuation in the no-modification group was 680 days.
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FIGURE 5: ADHERENCE IN THE STUDY POPULATION
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FIGURE 6: ADHERENCE BY CDK4/6 INHIBITOR
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CONCLUSIONS

®  Treatment persistence was comparable across palbociclib,
ribociclib, and abemaciclib, with no statistically significant
differences in time to discontinuation. Median persistence
was not reached for palbociclib or abemaciclib.

®  Dose modification was associated with longer treatment
persistence, suggesting that individualized dose optimization
may help patients remain on therapy.

= More than half of patients achieved PDC =0.80, reflecting
generally favorable adherence among commercially insured
CDK4/6i users.

®=  Higher baseline medication burden was associated with greater
risk of treatment discontinuation, highlighting the potential
importance of medication review and supportive care.

®  Overall, these findings support proactive medication
management strategies to help optimize persistence and
adherence among patients receiving CDK4/6i.

LIMITATIONS

®  Claims data lack laboratory and chart-based clinical
information.

®m  Retrospective observational design, which limits causal
interference.

®  Small sample size in some subgroups may have limited
statistical power to detect significant associations.

®  Pharmacy claims measure dispensing, not actual
medication use.

®  Variation in approved indications across CDK4/6i (early versus
metastatic breast cancer) may have confounded observed
adherence and persistence outcomes.
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