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Luminal Breast Cancer is the most represented 
breast cancer subtype
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Treatment Individualization





Kwa M, Nat Rev Clin Oncol 2017

Most Common Commercially Available 
Prognostic Gene Signatures for Breast Cancer



Paik NEJM 2006Vijver NEJM 2002

Dowsett JCO 2013 Filipits CCR 2011

OncotypeDX
PAM50 ROR EndoPredict

!���	�������
����&�'�
��	�������"
Analytical Validation of Decentralized 

Gene  Expression-based tests 
(only EndoPredict and PROSIGNA)

All tests have at least level IB evidence for HR+/H ER2-, T1-2 and N0-1 early BC

DATA FROM PROSPECTIVE RANDOMIZED 
TRIALS 

Predicting Baseline Prognosis

Mammaprint

*FDA Approval: Mammaprint & PAM50 ROR



Benefit
Increase Survival

(2 to12%)

Long-Term Risks
� Secondary Cancer
� Cardiac toxicity
� Early Menopause
� Reduction cognitive function

… and Socio-Economic Burden

Adpted by M. Piccart  AACR 2016

Adjuvant Chemotherapy in Early Breast Cancer: 
Benefit/Risk Balance
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EBCTCG main findings: Long -Term Risk
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Efficacy on extended adjuvant endocrine therapy



“…ROR was the strongest molecular prognostic factor in predicting late recurrence and discriminating pa tients into low 
and high risk for late distant recurrence”

1. Prat A  Ann Oncol 2012; 2. Sestak I J Natl Cancer Inst 2013 ; 3. Curigliano G. Ann of Oncol 2017        

Predicting Late Recurrence
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Adjuvant CDK 4/6i Trials: Study Designs

Adjuvant CDK4/6i trials: Study Design
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monarchE



monarchE : Efficacy

1. Johnston et al SABCS 2022. Oral Presentation GS1-09; 2. Johnston et al. Lancet Oncol.2023
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monarchE : Efficacy



NATALEE study design1,2



NATALEE TRIAL: RESULTS (1)

Slamon D, ASCO 2023



Consistent improvement in DDFS with ribociclib

NATALEE TRIAL: RESULTS (2)

Slamon D, ASCO 2023



Favorable safety profile with ribociclib 400 mg vs 600 mg<br /><br />
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TNBC

� <�;3���
����C)������	����:#�-@'=.9���# -@'=.��	�� :# %

� <�;3�
�$)�������))��C�$������',=��������!������

� ;#3��$6�����	���	�	������%&=����<�;3�)����	���-���, =�	�	�<�;3./�'0=�;#3�'���	��
7=�;#3�%

� <��)���	��������������C � �����������
��	�
���
�6����!6��
��
���	������������ 
�����C�
�
�����$�	�

� �����	���B��
�$��������
�<�;3���C)����	
��)�����6�
 �$���������������)����	���B��
�
��
���!������
�	
����6!��)��9�B��
���$����	�����'5� $�	�
���������

1.Lin NU. Cancer. 2008;  2. Dent R. Clin Cancer Res. 2007; 3. Liedtke C. J Clin Oncol. 2008 



Basal-like 1: cell cycle, DNA repair and
proliferation genes

Basal-like 2: Growth factor
signaling (EGFR, MET, Wnt, IGF1R)

IM: immune cell processes (medullary
breast cancer)

>. Cell motility and differentiation, EMT
processes

MSL: similar to M but growth factor
signaling, low levels of proliferation genes
(metaplastic cancers)

LAR: Androgen receptor and downstream
genes, luminal features

New Classification of TNBC

Lehmann  BD et al JCI 2011
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Biomarkers Driven Different Approaches in TNBC



Neoadjuvant Immunotherapy in early TNBC

1.Schmid P, NEJM 2020; 



Neoadjuvant Immunotherapy in early TNBC

Schmid P, NEJM 2022



Tailored Chemotherapy Escalation in Residual Disease



Systemic Treatment Approach STAGE 1-3 TNBC
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BRCA1/2 mutant in TN & HR+HER2- Breast Cancer

By IHC subtyping
TNBC incidence was
higher in the gBRCA1 
mut and ER positive 
was dominant in the 
gBRCA2 mut

Park SH, et al. Mol Cancer Res. 
2020 



Tutt A, Esmo Virtual Plenary 2022

OLYMPIA TRIAL: OLAPARIB IN EARLY HER2- BRCA mut
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