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Introduction
• The role of endocrine therapy in early-stage HR+ Breast Cancer is 

well established

• While this treatment has largely consisted of tamoxifen and/or an 
aromatase inhibitor, residual recurrence risk remains for a sizeable 
proportion of patients

• Longer duration (10 vs. 5 years) for some, or OFS for high-risk 
premenopausal women has been recommended

• There is a need to identify these high-risk patients where additional 
therapy may be warranted

• We have now entered the era of adding concurrentnon-endocrine 
interventions to endocrine therapy in selected subgroups



High Risk Features



Clinica/Pathological Staging, 
Estrogen Receptor Status & Grade

(Residual disease post NAC and an aggregate score of > 3 required for entry to OlympiA)

Mittendorf et. al. J Clin Oncol 2011;29: 1956-62. 



Johnston et. al. J Clin Oncol 38:3987-3998, 2020 



monarchE : Study Design
International, randomized, open-label phase III trial

‒ Prespecified subgroup analysis in those with prior NAC (NAC subgroup) performed at primary outcome analysis

Martin. ASCO 2021. Abstr 517. Johnston. JCO. 2020;38:3987. Rastogi. SABCS 2020. Abstr GS1-01. 

Women or men with high-risk, 
node-positive HR+/HER2- EBC; 

prior (neo)adjuvant CT 
permitted; pre- or 
postmenopausal;

no distant metastasis;
≤16 mo from surgery to 

randomization; ≤12 wk of ET 
after last non-ET
(ITT: N = 5637; 

NAC subgroup: n = 2056)

Abemaciclib 150 mg BID up to 2 yr +
ET per standard of care of physician’s 

choice for 5-10 yr as clinically indicated
(ITT: n = 2808; NAC subgroup: n = 1025)

ET per standard of care of physician’s 
choice for 5-10 yr as clinically indicated
(ITT: n = 2829; NAC subgroup: n = 1031)

Cohort 1
≥4 positive ALN or 1-3 

positive ALN plus histologic 
grade 3 and/or tumor ≥5 cm

Cohort 2
1-3 positive ALN, Ki67 ≥20% 

per central testing, not 
grade 3, tumor size <5 cm

ITT Population (Cohorts 1 + 2)
Stratified by prior CT (NAC vs adjuvant 
CT vs none), menopausal status, region

▪ Primary endpoint: iDFS (primary outcome 
analysis occurred after 395 iDFS events in 
ITT population)

▪ Key secondary endpoints: distant RFS, iDFS in 
Ki67-high (≥20%) population, OS, safety, PROs, 
PK



2-year IDFS 92.2% versus 88.7% 

Johnston et. al. J Clin Oncol 38:3987-3998, 2020 



2-year DRFS rates of 93.6 and 90.3% 

Johnston et. al. J Clin Oncol 38:3987-3998, 2020 





Martin et. al. JAMA Oncol. Published online June 2, 2022. 



Martin et. al. JAMA Oncol. Published online June 2, 2022. 



Martin et. al. JAMA Oncol. Published online June 2, 2022. 



Harbeck et. al published online https://doi.org/10.1016/j.annonc.2021.09.015 



Harbeck et. al published online https://doi.org/10.1016/j.annonc.2021.09.015 

monarchE Invasive Disease-Free Survival: ITT 
Ki-67 high: Additional Follow UP 27mo



monarchE Invasive Disease-Free Survival: 
Cohort 1 Ki-67 high: Additional Follow UP 27mo

Harbeck et. al published online https://doi.org/10.1016/j.annonc.2021.09.015 



Harbeck et. al published online https://doi.org/10.1016/j.annonc.2021.09.015 

monarchE Invasive Disease-Free Survival in Cohort 1 Ki-67 
High vs. Low at Additional Follow Up 27 mo



Adjuvant Olaparib



Majority of gBRCAm Patients are ER+ 



N Engl J Med 2021;384:2394-405.



Tutt et. al. N Engl J Med 2021;384:2394-405.



Tutt et. al. N Engl J Med 2021;384:2394-405



Tutt et. al. N Engl J Med 2021;384:2394-405



Absolute Differences at 3 Years in 
Disease-Free & Overall Survival

(all patients)
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Case Study
44 year old Ashkenazi Jewish woman, gBRCA1 
mutation+, presents after bilateral mastectomy 
and left ALND for left breast invasive ductal 
carcinoma, high grade, that is pT2pN2MX, 
ER+/PR+, HER2-, seeking advice regarding 
systemic therapy

What do you propose she do after completing 
adjuvant chemotherapy with ACT?

Olaparib? Abemaciclib? Both??!!



Int. J. Mol. Sci. 2022, 23, 2892. https://doi.org/10.3390/ijms23052892 https://www.mdpi.com/journal/ijms



Summary
• Adjuvant treatment beyond chemotherapy 

for high-risk HR+ patients has evolved

• Abemaciclib and Olaparib are now approved 
for use in the adjuvant setting setting for 
those who meet the criteria

• We are in a data-free zone for those who 
meet criteria for both
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