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Three Therapeutic Decision Points in 
Early-Stage HR+ Breast Cancer Patients
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HR+ breast cancer is a disease of late recurrence 
with >50% of recurrences and 66% of deaths 

occurring later than 5yrs after initial diagnosis

Initial diagnosis

940,000 disease-free HR+ IDC patients/ year worldwide
130,000 disease-free HR+ IDC patients/ year in USA

Cease or extend hormonal therapy?

1.25 million HR+ IDC/ year worldwide
175,000 HR+ IDC/ year in USA

5 years post-diagnosis

Chemotherapy + endocrine
or endocrine alone?

North American Association of Central Cancer Registries (NAACCR), 2019.
©2019, American Cancer Society, Inc., Surveillance Research

High risk patients: adjuvant CDK4/6 inhibitor?
Courtesy of Reshma Mahtani, DO



Guideline-Recommended 
Biomarker Testing for Breast Cancer

1. Wolff. JCO. 2018;36:2105. 2. NCCN. Clinical practice guidelines in oncology: breast cancer. v.4.2023. nccn.org. 
3. Allison. JCO. 2020;38:1346. 4. NCCN. Clinical practice guidelines in oncology: genetic/familial high-risk 
assessment: breast, ovarian, and pancreatic. v.3.2023. nccn.org. 

HER2 per ASCO/CAP guidelines1,2 

IHC ± dual-probe ISH assay

ER and PR2,3

IHC assay

Gene expression assays 

To guide adjuvant chemotherapy

BRCA4

For: 
• TNBC (at any age)
• Male patients
• Meet criteria for personal or family history
• When considering olaparib as adjuvant therapy



2022 ASCO Guidelines:  Biomarkers for Adjuvant Endocrine Therapy and 
Chemotherapy for Early Breast Cancer

Andre F et al. J Clin Oncol 2022.

Premenopausal Postmenopausal
HR+ HER2-
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ER+ EBC: Who benefits from chemotherapy?
Treatment decisions based on Oncotype DX after SABCS 2022

Courtesy of Peter Schmid, FRCP, MD, PhD



Ovarian suppression: Powerful yet underutilized
SOFT-TEXT (n=4690)

OS + exemestane vs OS + Tamoxifen

ITT population 12-year

´ DFS (4.6% absolute 
improvement, HR=0.79; 95%CI 
0.70-0.90; P<0.001)

´ DRFI (1.8% absolute 
improvement, HR=0.83; 95%CI 
0.70-0.98; P=0.03)

´ Overall survival (90.1% versus 
89.1%, HR=0.93; 95%CI, 0.78-
1.11)

Significant OS improvement in 

´ women <35 years (4.0%)

´ Tumor >2 cm (4.5%) 

´ Grade 3 tumor (5.5%).         
Pagani et al, JCO 2022

SOFT (n=3047)

Tamoxifen vs OS + Tam vs OS + AI

ITT population 12-year DFS

´ Tamoxifen 71.9%

´ OS + Tam 76.1%

´ OS + exemestane 79.0%

´ tamoxifen plus OFS versus 
tamoxifen (HR=0.82; 95%CI 
0.69-0.98)

Overall survival 

´ Tamoxifen 86.8% 

´ OS + Tam 89.0% 

´ OS + exemestane 89.4%
Francis et al, JCO 2022
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NRG-BR009 (OFSET): Schema
• Premenopausal; HR+/HER2- BC

• pN0 with RS 16-20 (high clinical risk) or RS 21-25 
• pN1 with RS 0-25

Randomization

Stratification
• Nodal Status (pN0 vs. pN1)

• RS (0-15 vs. 16-25)

* Tamoxifen can be used if AI is not tolerated

 Chemotherapy  + 
Ovarian Function Suppression 

+ 
Aromatase Inhibitor*

X 5 Years

   

Ovarian Function Suppression 
+ 

Aromatase Inhibitor*
X 5 Years

N=3,960

Slide courtesy of Terry Mamounas, MD



Treatment of HR+/HER2- EBC (2002-2021)

Endocrine therapy
• Tamoxifen
• Aromatase inhibitors
• Ovarian suppression (LHRH analogues) 

in high-risk premenopausal women
• Extended adjuvant therapy 

(10 years vs 5 years)

Unmet need 
• Identifying patients with HR+ BC who have 

primary endocrine resistance and 
preventing or delaying recurrence 
with additional therapy

Cardoso F et al. Ann Oncol. 2019;30:1194-1220. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). Lancet. 2015;386:1341-1352.

Primary Endocrine Resistance
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10-y gain: 3.6% (95% CI, 1.7-5.4)
Log-rank P < .00001

N = 9,885; 1,791 events
RR = 0.80 (95% CI, 0.73-0.88)

Tamoxifen
22.7%
AI
19.1%

12.1%

9.0%



NATALEE study design1,2

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Ribociclib achieved highly significant iDFS benefit

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



iDFS benefit was consistent across prespecified key subgroups

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Consistent improvement in DDFS with ribociclib

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Ribociclib at the 400-mg dose was safe and well tolerated<br /><br />

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



monarchE Study Design (NCT03155997)

Presented by Nadia Harbeck, MD

• Patients with node-positive early BC are at high-risk of recurrence (up to 30% at 5 years)
• MonarchE evaluated 2 years of adjuvant abemaciclib + endocrine therapy 

Year 1 Year 2 Year 3 Year 4All patients are off 
abemaciclib; median 
follow-up, 54 months

Year 5



Overall Survival Interim Analysis 3 (OS IA3)

• Here, we report 5-year efficacy results from a prespecified monarchE analysis
• Data cutoff July 3rd, 2023

• Extent of follow-up at OS IA3 allows for robust estimation of IDFS and DRFS at the critical 5-year landmark
• Median follow-up time is 4.5 years (54 months)
• All patients are off abemaciclib

• More than 80% of patients have been followed for at least 2 years since completing abemaciclib

Presented by: Nadia Harbeck, MD

Endocrine Therapy for additional
3-8 years as clinically indicated

Abemaciclib + Endocrine Therapy 

Endocrine Therapy

Year 1 Year 2 Year 3 Year 4 Year 5Follow-up 
time

On-study treatment period
2 years



Sustained IDFS Benefit in ITT

Presented by Nadia Harbeck, MD

32% reduction in the risk of developing an IDFS event. 
The KM curves continue to separate and the absolute difference in IDFS rates between arms was 7.6% at 5 years

2-year abemaciclib treatment 
period

Number of IDFS events
Abemaciclib + ET ET Alone

407 585
HR (95% CI): 0.680 (0.599, 0.772)

Nominal p <0.001

Abemaciclib + ET
ET alone
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Consistent IDFS Benefit Observed in Selected Subgroups*

*Region of enrollment and Progesterone status data not shown
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Sustained DRFS Benefit in ITT

Nadia Harbeck, MD

32.5% reduction in the risk of developing a DRFS event.
The KM curves continue to separate and the absolute difference in DRFS rates between arms was 6.7% at 5 years

Abemaciclib + ET

ET alone

Number of DRFS events
Abemaciclib + ET ET Alone

345 501
HR (95% CI): 0.675 (0.588, 0.774)

Nominal p <0.001

2-year abemaciclib treatment 
period
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Fewer deaths in the Abemaciclib Arm in ITT 

Nadia Harbeck, MD

At OS IA3 statistical significance was not reached for OS

Number of OS events
Abemaciclib + ET ET Alone

208 234
HR (95% CI): 0.903 (0.749, 1.088)

p=0.284

Abemaciclib + ET

ET alone

2-year abemaciclib treatment 
period
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Fewer Patients with Metastatic Disease in the Abemaciclib Arm 

Nadia Harbeck, MD

The imbalance of incurable metastatic recurrence continues to be substantial at OS IA3
1Harbeck* N, Rastogi* P, et al. Ann Oncol. 2021;32(12):1571-1581 *co-first authors

2Johnston SRD, et al. Lancet Oncol. 2023;24:77-90 
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

This presentation is the intellectual property of the author/presenter. Contact them at stephen.johnston@rmh.nhs.uk for permission to reprint and/or distribute.

Safety Findings Consistent With Previous Analyses

All patients who received at least 1 dose of study treatment were included in the safety population.

Median duration of abemaciclib: 23.7 months.

Other Events of 
Interest, Any Grade

Abemaciclib 
+ ET

N = 2791, %

ET Alone
N = 2800, %

VTE 2.5 0.7
PE 1.0 0.1

ILD 3.3 1.3

The safety profile of abemaciclib is considered manageable and acceptable for this high-risk population 

Abemaciclib dose adjustments due to AEs
• Dose holds: 61.7%
• Dose reductions: 43.6%
• Discontinuations 18.5% (8.9% after dose reduction)

VTE by first endocrine therapy
• 1.7% with AI
• 4.1% with tamoxifen

Toi M, et al. ESMO BC 2021. Abstract 440; Rugo HS, et al. Ann Oncol. 2022;33(6):616-627. 
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Safety

Nadia Harbeck, MD

Consistent safety results from prior analyses, as all treated patients have completed treatment

Abemaciclib + ET
n=2791, n (%)

ET
n=2800, n (%)

OS IA2 OS IA3 OS IA2 OS IA3

Patients with ≥1 TEAE 2746 (98.4) 2746 (98.4) 2488 (88.9) 2488 (88.9)

Patients with ≥1 Grade ≥3  
TEAE

1393 (49.9) 1395 (50.0) 472 (16.9) 474 (16.9)

Patients with ≥1 SAE 433 (15.5) 435 (15.6) 256 (9.1) 258 (9.2)

• SAEs regardless of causality reported for patients in long-term follow-up are higher 
in ET alone arm (7.3%) compared to abemaciclib plus ET (6.5%) 



Ki-67 Requirement Dropped From Abemaciclib 
Indication for High-Risk, Node-Positive, HR+/HER2- EBC

Indication Before 
March 3, 2023

Indication After 
March 3, 2023





monarchE: Impact of dose reductions on efficacy of adjuvant 
abemaciclib for patients with high-risk early breast cancer

O’Shaughnessy J, et al. ESMO 2023. Abstract 274P

• Dose reductions are commonly used to manage treatment related toxicity with the goal of maximizing treatment adherence.
• In monarchE, many patients treated with abemaciclib underwent dose adjustments to manage AEs

Analyses
• Up to 2 abemaciclib dose 

reductions (100 or 50mg) 
were permitted prior to 
discontinuation

• Analysis population: 
Patients treated with 
abemaciclib (N = 2791)

• Efficacy outcome: Invasive 
disease-free survival (IDFS) 
and distant relapse-free 
survival (DRFS)

Abemaciclib + 
endocrine therapy

Endocrine therapy

Key eligibility
• HR+
• HER2− 
• High-risk early BC 

R
1:1

N=5637
Endocrine therapy 

for 3–8 years as 
clinically indicated

Year 1 Year 2 Year 3 Year 4All patients are off 
abemaciclib; median 
follow-up, 42 months

• Objective: Investigate the impact of dose modifications, specifically dose reductions on the efficacy of abemaciclib in the EBC setting



monarchE: Exposure by Dose Reductions

O’Shaughnessy J, et al. ESMO 2023. Abstract 274P

HR
ST



O’Shaughnessy J, et al. ESMO 2023. Abstract 274P

• Abemaciclib efficacy is not compromised by dose reductions

monarchE: IDFS by Relative Dose Intensity



monarchE: Exposure by Dose Reductions

O’Shaughnessy J, et al. ESMO 2023. Abstract 274P



AJCC anatomical staging TN (M0) NATALEE MONARCH-E

Stage IIA T0N1 NA (no primary tumor)
T1N1 Eligible Only if G3 or Ki67≥20% 
T2N0 Only if G3, or 

G2 with Ki67≥20% or high risk 
on Oncotype DX /Prosigna/ 
MammaPrint/EndoPredict

NA 

Stage IIB T2N1 Eligible Only if G3 or Ki67≥20%
T3N0 Eligible NA

Stage IIIA T0N2 Eligible Eligible 
T1N2 Eligible Eligible
T2N2 Eligible Eligible
T3N1 Eligible Eligible (Tumor size ≥5cm [T3])
T3N2 Eligible Eligible

Stage IIIB T4N0 Eligible NA
T4N1 Eligible Only if tumor size ≥5cm or

G3 or Ki67≥20%
T4N2 Eligible Eligible

Stage IIIC Any T N3 Eligible Eligible 

Comparing the NATALEE and MonarchE Patient Populations

In MonarchE, minimal 
patients with stage II 
were allowed:
• Only N1 that are also 

Gr3 or Ki67≥20% 

In MonarchE, within 
stage III, 
• N0 not allowed (in 

IIIB) 
• N1 (whether in IIIA or 

IIIB) allowed only if 
G3 or Ki67≥20%

Node Negative NOT allowed

Patients were eligible Patients were eligible IF certain criteria were met Patients were NOT eligible 



An Approach for High-Risk HR+/HER2- EBC

§ Stage IIA (either N0 with 
grade 2 and Ki-67 ≥20%, 
Oncotype DX  RS ≥26, or high 
risk via genomic risk profiling, 
N0 with grade 3, or N1)

§ Stage IIB
§ Stage III

1. Geyer. Ann Oncol.  2022;33:1250. 2. Johnston. Lancet Oncol. 2023;24:77. 3. Slamon. ASCO 2023. Abstr LBA 500. 

OlympiA1

§ After neoadjuvant CT
§

§ After adjuvant CT

NATALEE3

HR+/HER2-

No pCR and CPS + EG ≥33

HR+/HER2-

≥4 positive lymph nodes

§ Tamoxifen or AI ± 
ovarian suppression and 
abemaciclib 

 
§ Olaparib ± tamoxifen or 

AI ± ovarian suppression 

§ Consider starting ET + 
abemaciclib after 
olaparib completed

gBRCA Wild Type

gBRCA Mutated

§ ≥4 positive nodes
§ 1-3 positive nodes + 

1 of the following
‒ Tumor size ≥5 cm
‒ Histologic grade 3
‒ Ki-67 ≥20%

monarchE2











Conclusions on EBC data in HR+/HER2-:
• Genomic testing in HR+/HER2- EBC is the current standard for post menopausal 

patients with up to 3 lymph nodes and for node-negative premenopausal women 
to inform chemotherapy treatment decisions

• Emerging data seems to show a trend for aggressive hormone blockade with 
OS+AI therapy to perhaps reduce the risk of recurrence in the premenopausal, 
high-risk patients.  It begs the question of whether we are overtreating with 
chemotherapy currently, especially with the availability of CDK4/6 inhibition in 
the adjuvant setting

• Abemaciclib plays an important adjuvant role for patients with N2 disease or N1 
with grade 3 and/or a tumor >/=5cm, regardless of Ki-67. Ki-67 not currently a 
predictor of response or benefit of therapy

• We await the FDA approval indications for adjuvant Ribociclib based on the 
Natalee trial which may offer an augmented adjuvant therapy for node negative 
high-risk men and women with breast cancer

• The BR009 will ultimately help us either confirm or rebuke these inclinations
• Pregnancy after a diagnosis of HR+/HER2- EBC appears to not be associated with 

early recurrence in women who held ET to achieve pregnancy.  We await long-
term follow-up data from the POSITIVE trial


