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HR+/HER2- early Breast CancerƉSystemic Therapy

Loibl, Ann Oncol. 2024 (ESMO Guidelines) 
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MorgantiS et al, Breast Cancer Res Treat. 2022; Xiong et al. Signal Transduction and Targeted Therapy 2025



extended ET

What can we do?
AI/TAM + OFS chemotherapy

CDK4/6 
inhibitors



15-Year Update of the SOFT and TEXT Trials



OFS and Long-Term Reduction of Invasive BC Events



SOFT: OFS Improves OS Mainly in High-Risk Patients



<35 y: OFS Yields Substantial Benefit in Young Patients



extended ET

Can we do something 
more?

AI/TAM + OFS



Duration of endocrine therapy

Del Mastro L et al. Lancet Oncol. 2021;22(10):1458-67 ; Loibl S et al. Ann Oncol 2024;35(2):159-82



Pearls and pitfalls  of EET

Lobo-Martins S, ESMO Open 2025, 10(5), 105057



ET non-Adherence and non-Persistence in BC Survivorship

Eliassen et al, BMC Cancer 2023



A new strategic approach for adj tx  « (>ǱƄ,(>ǏǲeBC

ÅOral SERDs have shown evidence of superior efficacy over SOC in metastatic 
settings1,2

ÅTheir potential is now being explored in early-stage disease to enhance treatment 
outcomes in adjuvant settings 

ÅCurrent investigations focus on two strategies: upfront3,4 or a switch approach5ς7



Low estrogen receptor expression (1-9%)

Iwamoto et al, JCO 2012 



Impact of AET omission on OS in ER-low BC



extended ET

AI/TAM + OFS

chemotherapyextended ET

AI/TAM + OFS
Can we do something 

more?



Orpheus to infer the ODX RS from H&E

Å It is a multimodal deep learning tool to infer the 

ODX RS from H&E whole-slide images

Å Orpheus identifies TAILORx high-risk cases (RS > 

25) with an area under the curve (AUC) of 0.89, 

compared to a leading clinicopathologic nomogram 

with 0.73. 

Å In patients with RS Ò 25, Orpheus ascertains risk 

of metastatic recurrence more accurately than the 

RS itself (0.75 vs 0.49 mean time-dependent 

AUC).

Boehm KM et al. Nature Comm 2025



ÅRSClin improves decision-making by integrating clinical risk

ÅRSClin is not always available in Europe due to access limitations

ÅRSC4All is a machine learning tool replicating RSClin outputs

ÅOffers free, web-based access to support therapeutic decisions

Beyond RS: The Added Value of RSClin

Jacobs F et al, ESMO Open 2025 (in press)

Web tool:

https://rsc4all.streamlit.app



RSClin4All: ML for Accessible Risk Prediction

ÅDeveloped on data from 3 European centers 290 
patients with HR+/HER2-, node-negative early BC 
(2020-2022) 

ÅInputs: tumor size, grade, Ki67, ER/PgR, RS (21-gene)

ÅMatches RSClin  in 97ς100% of cases for risk category

Jacobs F et al, ESMO Open 2025 (in press)



RSClin4All: external validation

Å513 real-world HR+/HER2-, node-negative early breast cancers (2020ς
2024) from 3 Italian centers

ÅRSC4All maintained high accuracy: ROC-AUC=0.99

ÅConcordant upward reclassification associated with: high grade, high 
Ki67, low PgR, larger tumor size.

Jacobs F et al, ESMO Open 2025 (in press)



ADAPT cycle trial design

Harbeck N, ESMO Breast 2025



ADAPT cycle: results

Harbeck N, ESMO Breast 2025



extended ET

AI/TAM + OFS
CDK4/6 

inhibitors

chemotherapy

Can we do something 
more?



monarchE study design



NATALEE study design



Invasive Disease-Free Survival at 3 years


