INTRODUCTION METHODS Figure 1. NATALEE Study Design
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Despite improvements in outcomes in patients with hormone receptor (HR)+ early breast cancer (EBC), distant recurrence remains Patients in NATALEE were randomized 1:1 to receive RIB (400 mg/d, 3 wk on/1 wk off for 3 y) + NSAI 400 mg/d Primary end point
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In the NATALEE trial, distant disease—free survival (DDFS) was improved with ribociclib (RIB) + nonsteroidal aromatase inhibitor — Men and premenopausal women in both arms also received goserelin N 5 and evidence of high sk & 110 B
(NSAI) vs NSAI alone in patients with stage II/lll HR+/human epidermal growth factor receptor 2 (HER2)— EBC35 - Inclusion criteria were anatomical stage IIA (node negative [NO] with additional risk factors or N1 TR ecuronce —] L D Gy il S .
. . — The DDFS benefit was maintained with all patients off RIB treatment (median follow-up, 44.2 mo; hazard ratio, 0.715 [95% CI: [1-3 axillary lymph nodes]), 1B, or lll disease as defined by the American Joint Committee on Cancer R MR * goserelin in men and premenopausal vomen NN
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. Given that risk of distant recurrence can depend on various disease features, assessing the effects of current adjuvant treatments DDFS was examined as a secondary end point in the intent-to-treat (ITT) population and across oo o " . B“Q;ﬁ&ﬂ;ﬁé?ﬂfﬁva
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We present overall DDFS and distant recurrence—free survival (DRFS) as well as DDFS across clinically relevant subgroups from g p o _
S u bg ro u ps F ro m th e the 4-y Iandmark anaIySIS Of the NATALEE trlal ) DRFS Was examlned as an exploratory end pOInt In the ITT popUIatlon 2 Enrollment of patients with stage Il disease was capped at 40%. ® NO was evaluated at diagnosis and after surgery, and the worse of the two findings was used in staging. ¢ Genomic high risk is defined as at least one of
P DDFS and DRFS Were deflned per Standardlzed Deflnltlons for Efﬁcacy End POIntS (STEEP) it:jefgtlil;);vtrrgéi?;::type DX Breast Recurrence Score 226, Prosigna PAM50 score of high risk, MammaPrint score o}high risk, or EndoPredict EPclin Risk Score of high risk. ¢ Open-label design. ¢ Per
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N 0 nSte I'Olda| Aromatase Distant Recurrences in the ITT Population A consistent DDFS benefit was observed regardless of anatomical stage and increased from 3 to 4 y (Figure 3, Table 2) * The DDFS benefit was consistent regardless of nodal status and increased from 3 to 4 y (Figure 4, Table 3)
Inhibitor in Patients - At the data cutoff of April 29, 2024, with all patients off RIB treatment, RIB + NSAI demonstrated a DDFS Figure 3. DDFS in NATALEE by Stage Figure 4. DDFS in NATALEE by Nodal Status

benefit in the ITT population (median duration of follow-up for DDFS, 44.2 mo) (Figure 2)

With HR+/HER2- Ear'y _ DRFS was also improved with RIB + NSAI vs NSAI alone (hazard ratio, 0.705 [95% Cl: 0.589-0.844]; A. Stage IIA A. NO B. N1-N3

nominal P<.0001) in the ITT population B. Stage IIB
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Figure 2. DDFS and DRFS in the NATALEE ITT Population 7 7
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Table 1. Sites of Distant Recurrence in NATALEE g6 g6 DDFS by Menopausal Status, Ki67 Status, Age Group, and Prior ET Duration
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§ & * RIB + NSAI demonstrated DDFS benefits regardless of menopausal status, Ki67 status, age, and prior duration
g 07 § 4 of ET, with increasing absolute benefits from 3 to 4 y (Table 4)
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