INTRODUCTION
Real -WOor I d R| S k of Recurrence by No d al - Tumor spread to lymph nodes is the most significant prognostic marker for recurrence.

. . ) * In node-positive HR+, HER2- EBC, most patients (72%) present with 1-3 ALN (N1) disease; however, outcomes for N1 disease are variable.
Statu S In Pat' en tS Wi t h H R+, H ER2', « The monarchE trial selected patients at high risk of recurrence based on positive nodal status [1-3 ALN (N1), 4-9 ALN (N2) or 210 ALN (N3)]. Patients in Cohort 1

O 5 5 (91% of the ITT population) with N1 disease required additional high-risk features: tumor =5 cm and/or grade 3 disease (N1 high risk). .
Node-Positive, High-risk Early Breast Cancer i@

In monarchE, 2 years of adjuvant abemaciclib plus ET showed ~8% improvement in 5-year IDFS in the FDA- and EMA-approved population (Cohort 1).
« Inthe present study, risk of recurrence among nodal subgroups was evaluated with a focus on patients with N1 disease and high risk clinical and pathological risk features..

OBJECTIVES UNDERSTANDING RISK OF RECURRENCE BY NODAL STATUS HR+, HER2- EBC
To describe real-world risk of recurrence by nodal status in patients with HR+ HER2- EBC: /“~1in 3 patients with monarchE-like features are at risk of recurrence within) / Patients with N1 and high-risk features (N1-HR) have nearly as high risk of)
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who met node positive with N1 disease and at least one high-risk N y N\ ecurrence as those FOSTINE MEEES
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METHODS & STUDY DESIGN 2 |~ HRG Adjusted HR (95% Cl):3.25 (2.62 - 4.03) p0 |~ NIHR - 74% N2 VS NHRG = 306,263,515 NS
) ) ) . HR=high risk - NHRG Logrank p<0.0001 zg NS vs NHRG = 4,03 (275, 5.91)
« Patients with HR+, HER2- EBC that received adjuvant ET were selected LR=lower risk 0+ ! . . . ; - . . . 0 . : . Ogrankp =2 . . . :
from the US Flatiron Health Database (Study period Jan 2011-Sep 2020) o at rigk' 12 24 36 TimeSonihs) 84 % 108 120 o atrick 24 36 Timeonths) 84 % 108 120
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« N1-HR: 1-3 LN (N1), tumor 5 cm or grade 3 \_ 5Y risk of recurrencein HRG is 29% vs 9% in NHRG J\ 5Y risk of recurrence among N1-HR, N2 and N3 is 226% vs 9% in NHRG J)
* Non-high-risk group (NHRG): N1 with tumor <5cm, ([ ) L\'_lz';eR ([ ,’1\‘15%5 4 Patients with N1-HR features have worse outcomes "\ / Patients with N1-LR or NO with high risk (NO-HR) or lower risk (NO-LR) have "\
grade <3 and Ki-67<20% (or unknown) or NO G T \__than patients with N1 without these high-risk features (N1-LR) at S5years A N_ a similar risk of recurrence that is lower than N1-HR Y,
* NI1-LR: tumor <5 cm, grade <3, and Ki-67 <20% (or unknown) n=161 n :égo 100 89% A= 15% 100 T
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ANALYSES 3.29) — NO-LR 93% N1-HR vs NO-LR = 3.39 (2.4, 4.70)
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IDFS was used to assess recurrence ns_k measured from adjuvant ET initiation to recurrence or o - o e e o o e o8 120 o 12 o 48 0 7
death and was estimated by Kaplan-Meier method. No. at risk: Time (months) NoR oaia 2008 10a e (months) 1001 co7 48
* Adjusted hazard ratios (HRs) with 95% CI estimated by Cox proportional hazards regression NLHR 286 242 100 150 18 & 1 > i " 0 NI-LR 548 494 403 324 252 159 95
models. N1-HR 286 242 190 150 118 81 51
\_ 5Y risk of recurrence in N1-HR is 26% vs 11% in N1-LR J \__ 5Yriskof recurrencein N1-HR is 26% vs £11% in N1-LR, NO-HR, NO-LR )

Key adjustment factors: age, race, menopausal status, ECOG PS

KEY TAKEAWAYS FROM THIS REAL-WORLD STUDY

KEY BASELINE CHARACTERISTICS

* Median age of patients with node-positive disease TSR
was ~60 years (vs 51 years in monarchE).
0, 0, 0,
 Prior neoadjuvant/adjuvant chemotherapy usage was 67% 82% 46%
13%/53% in N1-HR and 4%/37% in N1-LR.
Stage Il Grade 3 T2 tumor

**NO with HR features was a subset of NO and included in the analyses.

ALN, axillary lymph node; Cl, confidence interval; EBC, early breast cancer; ET, endocrine therapy; HER2-, human epidermal
growth factor 2-negative; HR, hazard ratio; HR+, hormone receptor-positive; HRG, high-risk group; IDFS, invasive disease-free
survival; ITT, intention-to-treat, LN, lymph node; NHRG, non-high-risk group; PS, performance status; Y, years.
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Compared to Patients with Non-High-Risk Features

Patients with monarchE- All node positive

like features have >3X subgroups (N1 high-risk,
increase in recurrence N2, N3) representative
risk: of monarchE Cohort 1 had

. 5Y recurrence risk of 29% | an increased recurrence
« ~1:3 patients will risk 22.7-fold higher

experience recurrence
within 5Y

Differentiating Risk in N1 disease

Patients with N1 high-risk disease

(tumor =5 cm and/or grade 3) had a

distinctively higher risk of

recurrence vs those with N1

disease without high-risk

features:

* 22X increased risk

« an absolute difference in IDFS
of 15% at 5Y

Patients without Ki-67 results may be incorrectly classified as non-high-risk.
Although potentially used more commonly in current practice to assess risk of recurrence, genomic testing was infrequent in this dataset of pat|ents d|agnosed 2011-2020.

Implications for Clinical Practice

N1 high-risk patient identification
Particular attention should be paid
to identify patients with N1 disease
and high-risk features when
evaluating patients with node-
positive disease for abemaciclib.
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Treatment considerations in patients at

high risk

Risk of recurrence data shown here support

the use of 2 years of adjuvant

abemaciclib+ET in patients with node positive

disease:

* N1 high-risk disease as they have a 2.2X
increase in recurrence risk vs N1 low-risk.

* N2, N3 disease



