Methods

e ET (most commonly an Al) + CDK4/6i is the standard- e This retrospective, observational cohort study identified adults with HR+/HER2— mBC who started
of-care first-line treatment for HR+/HER2— mBC’ first-line CDK4/6i combination therapy between March 1, 2018 and March 31, 2024 from US
— Clinical outcomes worsen following progression to Flatiron Health electronic health records (Figure 1). Patients were followed until death, last clinical
next-line therapy?? visit or September 30, 2024, whichever occurred first
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Results

Demographics and clinical characteristics

Treatment patterns and clinical outcomes

Baseline characteristics

o A total of 2910 patients were included, with a mean age of 63.2 years

— Most were White (66.2%) and postmenopausal (71.4%), with ECOG PS 0 or 1 (63.2%), and
R expression >70% (82.0%); 49.0% had de novo disease, 46.3% had recurrent disease, and few

nad liver metastases (16.1%) (Table 1)
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Each additional month on first-line treatment lowered the risk of death by ~5%

e For each additional month on first-line treatment, the adjusted hazard ratio for OS was 0.95 (95% CI:
0.94-0.96; p<0.001)

— In real-world terms, this means that an additional 2, 4, 6, 8, and 10 months on first-line treatment would
result in cumulative hazard ratios (calculated as 0.95 number of months) of 0.90, 0.81, 0.74, 0.66, and
0.60, respectively, and so a 10%, 19%, 26%, 34%, and 40% lower risk of death, respectively (Figure 4)

— This cumulative effect suggests that there is a meaningful survival benefit from extended first-line
treatment over time

- Y0 e | ower ECOG PS, de novo disease, and ER expression >70% were also associated with better survival
Age, mean = SD, years 63.2 + 11.9 outcomes (Figure 5)
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Data on type of first-line endocrine therapy was not available.

There was a strong positive correlation between DoT and OS

e \With a median (interquartile range) follow-up of 24.8 (14.0-41.0) months, median first-line DoT was

20.6 (95% Cl: 19.4-22.0) months (Figure 2)
e Median OS was not reached (Figure 3)

e There was a positive correlation between DoT and OS (r = 0.74, 95% CI: 0.70-0.78), indicating that
patients who remained on first-line treatment for longer durations also tended to have longer overall survival
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Reduced risk of death

Al, aromatase inhibitor; BC, breast cancer; Cl, confidence interval, CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DoT, duration of treatment; ECOG PS, Eastern Cooperative Oncology
Group performance status; ER, endocrine receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; mBC, metastatic breast cancer;
OS, overall survival; SD, standard deviation.
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