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Stage Distribution of Female Breast Cancer in 2022
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Survival by Stage at Diagnosis: Female Breast Cancer in 2010-2017
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Modified from ESMO Patient Guide — Breast Cancer. Available at https://www.esmo.org/Patients/Patient-Guides/Breast-Cancer (Accessed 3 Aug 2021)
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Modified from ESMO Patient Guide — Breast Cancer. Available at https://www.esmo.org/Patients/Patient-Guides/Breast-Cancer (Accessed 3 Aug 2021)
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CDK4/6HIHIE + Al
CDK4/6#D&IE + fulvestrant
NSAI
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Exemestane
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(GnRH analogs)

MaEEL-3

B HAZL A —A20a 23

CDK4/63D#IE| + fulvestrant
Alpelisib + fulvestrante
Everolimus + exemestane
NSAI

Exemestane

Fulvestrant

Tamoxifen

CTd
BIEEINRELLTBRAN
RS EX =38 e L)
(GnRH analogs)

Al, aromatase inhibitor; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CT, chemotherapy; ET, endocrine therapy; GnRH, gonadotropin-releasing hormone; HER2-, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; NSAI, nonsteroidal aromatase
inhibitor; OFA, ovarian function ablation; OFS, ovarian function suppression.

a Abemaciclib + ET became a treatment option after the 2019 EBC guidelines were published. b The preferred 1L agent depends on the type and duration of adjuvant ET as well as the time elapsed from the end of adjuvant ET; it can be an Al, tamoxifen or fulvestrant for pre- and
perimenopausal women with OFS/OFA, men (preferably with an LHRH agonist), and postmenopausal women. c Single-agent tamoxifen is the only ET option for premenopausal women who decline OFA/OFS. d For patients with impending visceral crisis. e Alpelisib + fulvestrant is
an option for patients with PIK3CA-mutated tumors.

Reference:

1. Cardoso F, et al. Ann Oncol. 2019;30:1194-1220. 2. Cardoso F, et al. Ann Oncol. 2020;31:1623-1649. 3. Gennari A, et al. Ann Oncol. 2021;32:1475-1495.
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MONALEESA-21
Ribociclib + letrozole

MONARCH 32
Abemaciclib + NSAI

PALOMA-23
Palbociclib + letrozole

MONALEESA-74

Ribociclib + goserelin +
tamoxifen/NSAI

MONALEESA-352
Ribociclilb + fulvestrant

MONARCH 26.b
Abemaciclib + fulvestrant

PALOMA-37:c.d
Palbociclib + fulvestrant
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a MONALEESA-3 also included de novo ABC. ® MONARCH-2 recruited an ET-naive population; however, this population was not included in the primary or updated OS analysis. ¢ PALOMA-3 allowed = 1 line of ET in ABC and < 1 line of prior chemotherapy for ABC. ¢ Second and
later-lines of therapy. © Time since the last dose of nonsteroidal aromatase inhibitors must have been greater than 12 months. f In MONALEESA-2, patients with DF| (defined as the time from initial diagnosis to disease recurrence) < 12 months were allowed if not on NSAl in the

(neo)adjuvant setting. Y MONARCH 3 exclude all patients with a DFI < 12 months regardless of prior ET.

hPALOMA-2 included patients with a DFI (time from end of [neo]adjuvant treatment to disease recurrence) < 12 months. ' Patients who relapsed on 1 ET partner < 12 months before randomization were randomized to the opposite ET arm.
References: 1. Hortobagyi GN et al. N Engl J Med. 2016;375:1738-1748. 2. Goetz MP et al. J Clin Oncol. 2017;35:3638-3646. 3. Finn RS et al.
N Engl J Med. 2016;375:1925-1936. 4. Tripathy D et al. Lancet Oncol. 2018;19:904-915. 5. Slamon DJ et al. J Clin Oncol. 2018;36:2465-2472.

6. Sledge GW et al. J Clin Oncol. 2017;35:2875-2884. 7. Turner NC et al. N Engl J Med. 2015;373:209-219.
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RIB + LET PAL + LET ABE + NSAI RIB + ET RIB + FUL ABE + FUL PAL + FUL
MONALEESA-21:2 PALOMA-23 MONARCH-34 MONALEESA-7% MONALEESA-3% MONARCH-27 PALOMA-38
L EHP A (H) . 63.9 vs 51.4 53.9 vs 51.2 66.8 vs 53.7 NR vs 40.9 NR vs 40.0 46.7 vs 37.3 4.9 v
ERRELZR (95% (EFEIEH]) 0.76 (0.63, 0.93) 0.96 (0.78,1.18)  0.804 (0.637, 1.015) 0.71 (0.54, 0.95) 0.72 (0.57, 0.92) 0.76 (0.61, 0.95) 0.81 (0.64, 1.03)
P& 0.004 0.3378 0.0664¢ 0.00973 0.00455 0.01 0.09

@ The ASCO Cancer Research Committee defined incremental improvements in HR of OS = 20% over standard therapy as a clinically meaningful outcome; the magnitude of benefit is based on hazard ratios and refers to the proportional improvement achieved with the addition of
CDK4/6 inhibitors in comparison to the respective control groups. ® As measured by 1 minus HR multiplied by 100.¢ P value did not reach threshold for statistical significance at this interim analysis of MONARCH 3

References: 1. Hortobagyi GN, et al. N Engl J Med. 2022;386:942-950. 2. Finn RS, et al. ASCO 2022. LBA1003. 3. Goetz et al. SABCS 2023. GS01-12. 4. Im SA, et al. N Engl J Med. 2019;38:307-316 5. Slamon DJ, et al. N Engl J Med. 2020;382:514-524. 6. Sledge GW, et al. JAMA
Oncol. 2020;6:116-124. 7. Turner NC, et al. N Engl J Med. 2018;15;379:1926-1936. 8. Ellis LM, et al. J Clin Oncol. 2014;32:1277-80.
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