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Adjuvant Strategy for Luminal-HER2-negative EBC 



Risk of Recurrence in ER+ EBC receiving Adjuvant ET

5-year probability of 
BC recurrence or 
death was 17.2%

Salvo EM, et Al. The Breast 57 (2021) 5-17

1 in 6 women with node-positive HR+/HER2- early-stage BC receiving ET experience recurrence or death within 
5-years of initiating treatment, suggesting a need for novel treatments for this population



Long term Risk of Recurrence in ER+ EBC 

Pan H et al. N Engl J Med 2017 ;377:1836-1846

In a meta-analysis involving ~ 63.000 pts with BC who were disease-free after 5 years of ET, the risk of
recurrence ranged from 10 to ~40% between years 5 and 20, depending on TN status and tumor grade Ɨ



MonarchE Trial 

Harbeck N et al, ESMO 2023; Rastogi P. et al, JCO 2024

• The benefit of ABEMA is sustained beyond the 

completion of treatment with an absolute 

increase at 5 yrs

• No OS benefit, follow up is ongoing

IDFS
Median follow-up time is 4.5 years 

Patients must be node 

positive (microscopic and 

macroscopic tumor 

involvements are 

allowed).

9%

~ 5% no CT

25% IIA-IIB (but not Node 

negative)

No data pN1mic



Consistent IDFS Benefit of ABEMA

Harbeck N et al, ESMO 2023



Sotiriou C, SABCS 2023



ABEMACICLIB – Approval 

On October 2021, the FDA approved Abemaciclib with ET (tamoxifen or an aromatase 

inhibitor) for adjuvant treatment of adult patients with HR-positive, HER2-negative, node-

positive, EBC at high risk of recurrence and a Ki-67 score ≥20%, as determined by an 

FDA approved test (A prespecified, controlled analysis of IDFS in patients with Ki-67 ≥ 

20% in cohort 1 was statistically significant at the final IDFS analysis (July 2020; HR 

[95% CI], 0.643 [0.475 to 0.872]; P = .0042). 

On March 2023, FDA removed the Ki-67 testing requirement (in cohort 2, more 

deaths were observed with Abemaciclib plus standard ET compared to standard ET 

alone (10/253 vs. 5/264). Therefore, the indication was restricted to cohort 1. 

On February 2022, EMA approved Abemaciclib in combination with ET for the adjuvant 

treatment of adult patients with HR-positive, HER2-negative, node-positive EBC at high 

risk of recurrence.

Giugno 2023: Approvazione AIFA con le stesse indicazioni EMA. Specifiche EMA/AIFA:

L'alto rischio di recidiva è stato definito da caratteristiche cliniche e patologiche:

≥4 pALN (linfonodi ascellari positivi) o 1-3 pALN, e almeno uno dei seguenti

criteri: dimensione del tumore ≥ 5 cm o grado istologico 3



NATALEE Trial 
• Second interim efficacy analysis (miDFS FU, 

27.7 mo): HR, 0.748 (95% CI, 0.618-0.906); 1-

sided P=0.0014

• Protocol-specified final iDFS analysis (miDFS

FU, 33.3 mo): HR, 0.749 (95% CI, 0.628-0.892); 

nominal 1-sided P=0.0006 [FDA requested]

• An exploratory 4-year landmark analysis of 

NATALEE, with an additional 10.9 months of FU

Completed 3 years of RIB treatment: 63%

Desmedt C & et al, ESMO 2024; Hortobagyi GN  et al, AO 2025

No CT 12%Node neg 28%40% IIA-IIB

Enrollment of patients with stage II disease was capped at 40%.

• No OS benefit, 

follow up is 

ongoing



Slamon D, ASCO 2023



Consistent IDFS Benefit of RIBO

Fasching PA, ESMO 2024

~ 40%

~ 20%
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RIBOCICLIB – Approval 





Slamon D at al, Ther Adv Med Oncol 2023

Comparison of NATALEE & MonarchE Population 









ADJUVANT CDK 4/6i in ER+ eBC

Discontinuations due to Adverse Events – compliance



ADJUVANT CDK4/6 INHIBITORS IN ER+ EBC

QOL scores maintained over time on treatment



MonarchE: Impact of Dose Reductions on Efficacy



ET non-Adherence and non-Persistence in BC Survivorship

Eliassen et al. BMC Cancer 2023

Systematic review: 10 studies measuring the efects of endocrine treatment non-adherence (patients not 

taking treatment as prescribed) and non-persistence (patients stopping treatment prematurely) on survival



Adjuvant Strategy for Luminal-HER2-negative EBC 



Prevalence of BRCA Mutation according to BC Immunophenotype

Winter et al. Ann Oncol. 2016 Aug; 27(8): 1532–1538

TNBC

12% of BC patients

Of which

~6%  

BRCA
Of which

~17%  

BRCA

BRCA

patients

HR+ disease
73% of BC patients

• A higher proportion of patients with TNBC have a BRCAm than those with HR+ disease.

• However, due to the relative prevalence, the majority of BRCA are  found in patients 

with HR+ disease vs. TNBC



OlympiA Trial

1]

2]

3]

Tutt A. et al., ASCO 2021; NEJM 2021

The original protocol that was activated in

2014 was developed for HER2-negative

patients but included only patients with TNBC

after regulatory review. When the safety

rationale with respect to recurrence risk

relative to combination therapy with Olaparib

and ET was accepted by regulators, the

protocol was amended in 2015 to include

patients with high-risk HR-positive disease

and to increase the sample size to the current

number of 1800 patients. The first patient with

HR-positive disease was enrolled 18 months

after start of accrual.



OlympiA Trial: updated IDFS & OS results

Garber JE, et al. SABCS 2024



Desmedt C et al, ESMO BC 2024

The results are exploratory, and caution is warranted given the case-cohort design, smaller sample sizes in genomic 

subgroups and limited number of events



Conclusions & Open Questions

• Currently Abemaciclib approval: >4 lymph nodes positive nodes; 1-3 lymph nodes (pathologically positive) 
with one additional high-risk feature: grade 3 tumour, and/or tumour size >=5 cm

• Currently Ribociclib approval: Node-positive; Stage IIA Node-negative patients (ie. G3, G2 but Ki-67 >20% 
/high genomic risk). Lower level of risk more numbers of patients needed to treat to prevent each recurrence

• Theoretically, all N1 patients could benefit from the addition a Ribociclib (including T1N1: issue of Omission of 
SLNB?)

• Can Biomarkers Select for Adjuvant CDK4/6 inhibitors?

• Similar benefit seen regardless of Intrinsic Subtype, Oncotype RS, Common Oncogenic Mutations

• Don’t forget to use all available tests to better stratify the prognosis and to select our patients 
(safety/compliance issues)

• What about the role of extended ET? Can Adjuvant CDK4/6i replace Chemotherapy for some patients?

• Addition of Olaparib to standard therapy improved iDFS/DDFS/OS for gBRCA1/2 carriers with 
HR+/HER2- (≥4 nodes) or NO pCR after NACT with CPS-EG ≥ 3 

• Evidence and data are missing for patients candidates to receive both Olaparib and CDK4/6i (Abemaciclib
or Ribociclib). Possible sequencing??  

• Patients with gBRCAmut have worse outcome with CDK4/6i than patients with gBRCAwt, in MBC

• Treatment adherence and compliance is key for adjuvant therapy success

• Careful toxicity management and patients’ education are needed when new drugs are introduced in the 
adjuvant setting



Thank you for your attention
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