OUTCOMES

» Median rwPFS was significantly longer among the older patients who received palbociclib
plus letrozole vs letrozole alone in both the unadjusted (23.3 [95% (I, 18.4-28.7] vs 15.4
[95% CI, 12.6-18.4] months; HR = 0.62 [95% (I, 0.50-0.76]; P<0.0001) and sIPTW adjusted
(22.2 [95% CI, 20.0-30.4] vs 15.8 [95% (I, 12.9-18.9] months; HR = 0.59 [95% (I, 0.47-0.74];
P<0.0001) analyses (Figure 1).
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Background

» Palbociclib was the first clinically available cyclin-dependent kinase 4/6 (CDK4/6)
inhibitor and, in combination with endocrine therapy, is indicated for HR+/HER2- MBC!'
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* In the phase 3 PALOMA-2 trial, palbociclib in combination with letrozole compared
with letrozole plus placebo as a first-line therapy in postmenopausal women with
HR+/HER2- MBC significantly prolonged progression-free survival (PFS; 27.6 vs
14.5 months, hazard ratio [HR] = 0.56 [95% CI, 0.46-0.69]; P<0.001).2

» Emerging real-world data have demonstrated the safety and effectiveness of
palbociclib in combination with endocrine therapy in routine clinical practice.>>

 In pooled analyses from the PALOMA-1 and PALOMA-2 trials, palbociclib in
combination with letrozole compared with letrozole plus placebo as a first-line
therapy also demonstrated significantly prolonged PFS in patients aged 65-74 years
(27.5 vs 21.8 months; HR = 0.66 [95% (I, 0.45-0.97]; P<0.016) and in patients aged
>75 years (not reached vs 10.9 months; HR = 0.31 [95% (I, 0.16-0.61]; P<0.001).2

» However, data on the comparative effectiveness of palbociclib therapy vs endocrine
therapy alone in older patients in a real-world clinical setting are limited.

» Median OS was significantly longer among the older patients who received palbociclib
plus letrozole vs the group that received letrozole alone in both the unadjusted (not
reached vs 43.4 [95% CI, 29.4-not estimable (NE)] months; HR = 0.56 [95% CI, 0.43-0.73],
P<0.0001) and sIPTW adjusted (not reached vs 43.4 [95% CI, 30.0-NE] months; HR = 0.55
[95% CI, 0.42-0.72], P<0.0001) analyses (Figure 2).

* When analyzed by age group, median rwPFS and median OS remained longer in
patients who received palbociclib plus letrozole vs letrozole alone in both the 65-74
and the >75 year old age groups (Figure 3). No interactions between age groups and
treatment group were observed for rwPFS or OS (Figure 3).

* In older patients with a median age of 74 years, first-line palbociclib plus letrozole significantly
prolonged median rwPFS (22.2 [95% (I, 20.0-30.4] vs 15.8 [95% (I, 12.9-18.9] months; HR = 0.59
[95% CI, 0.47-0.74]; P<0.0001) and OS (not reached vs 43.4 [95% CI, 30.0-NE] months; HR = 0.55
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Progression-Free Survival and B) Overall Survival by Age Group

A. Real-World Progression-Free Survival
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* Logistic regression was used to estimate the odds of real-world tumor responses

in the group receiving palbociclib plus letrozole compared with
letrozole alone.
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