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Metastatic Breast Cancer: treatments goals.

Strategies based on:

- Hormonal Receptors (ER, PgR) expression

- HER2 expression

- Their absence



Triple-negative Luminal A Luminal B HER2+

Breast cancer subtypes:

Sotiriou C et al., NEJM 2009



Breast cancer subtypes:

<20%

≥20%

Goldhirsch A et al., Annals of Oncology 2013



Broad implications for systemic

treatment selection:

Goldhirsch A et al., Annals of Oncology 2013



Kennecke H et al., JCO 2010

Effect of breast cancer subtype

on relapse.



Kennecke H et al., JCO 2010

Effect of breast cancer subtype on site of metastasis.



Bonotto M et al., The Oncologist 2014

472 pts treated from 2004 to 2012



Triple-negative Luminal A Luminal B HER2+

Breast cancer subtypes:

Sotiriou C et al., NEJM 2009



Metastatic Breast Cancer:

HER-2 positive





Slamon D et al., NEJM 2001

Trastuzumab increases the clinical benefit of first-line chemotherapy in MBC HER2+.

mPFS 7.4 vs 4.6 months

(P<0.001)

mOS 25.1 vs 20.3 months

(P=0.046)



Dawood S et al., JCO 2010

Patients with HER2-positive MBC now have comparable outcomes with HER2-negative MBC. 



Park Y et al., World J Clin Oncol 2012 



Baselga J et al., NEJM 2012

Δ 6 months



Swain SM et al., NEJM 2015

Final OS analysis of CLEOPATRA trial sets a new paradigm

of treatment of HER2-positive MBC.

Median OS was 56.5 months in the group receiving pertuzumab combination as

compared with 40.8 months in the group receiving the placebo combination (HR

0.68; p<0.001)  Δ 15.7 months.



Baselga J et al., NEJM 2012



LINEE GUIDA AIOM 2017

Indicazioni terapeutiche AIFA:

Pertuzumab è indicato in associazione con trastuzumab e docetaxel

nelle donne con carcinoma mammario HER2-positivo, inoperabile,

metastatico o localmente avanzato, non trattate in precedenza con

terapia anti-HER2 o chemioterapia per la malattia metastatica.



Therapy of MBC after progression on

first-line anti-HER2 treatment:



1. Continuing anti-HER2 therapy after progression

on first-line anti-HER2 therapy: randomized trials.

Geyer C et al., NEJM 2006; Cameron D et al., The Oncologist 2010;  Mundhenke C et al. Eur J Cancer 2011. 



2. Dual inhibition of HER2.

Blackwell K et al., JCO 2010



3. Antibody drug conjugate therapy.



Verma S et al., NEJM 2012



Verma S et al., NEJM 2012

OS

PFS

Δ 3,2 months

Δ 5,8 months



Verma S et al., NEJM 2012



Verma S et al., NEJM 2012



LINEE GUIDA AIOM 2017

Indicazioni terapeutiche AIFA:

T-DM1, in monoterapia, è indicato per il trattamento delle donne con

carcinoma mammario HER2-positivo, inoperabile, metastatico o localmente

avanzato, sottoposte in precedenza a trattamento con trastuzumab e un

taxano, somministrati separatamente o in combinazione.

Le pazienti devono essere state sottoposte in precedenza a terapia per la

malattia localmente avanzata o metastatica o aver sviluppato recidiva di

malattia durante o entro 6 mesi dal completamento della terapia adiuvante.



Krop I et al., Lancet Oncol 2014



Krop I et al., Lancet Oncol 2014

Δ ~3 months



Terapia medica in base alle caratteristiche 

cliniche e biologiche:

LINEE GUIDA AIOM 2017



Metastatic Breast Cancer:

Triple-negative



Lehmann B et al., J Clin Invest 2011

Clinical heterogeneity of TNBC: 



Lehmann B et al., J Clin Invest 2011

Clinical heterogeneity of TNBC: 



Basal like TNBC: 

Stephens P et al., Nature 2009



Helleday T et al., Cell Cycle 2005

Synthetic lethality in BC: 





PARP inhibitors in metastatic TNBC: 



Robson M E et al., NEJM 2017

OlympiAD trial



7 months vs 4.2 months

Δ 2.8 months

Robson M E et al., NEJM 2017



Robson M E et al., NEJM 2017



Presented By Melinda L. Telli, MD at 2013 Breast Cancer Symposium



Tutt M et al., SABCS 2014



Tutt M et al., SABCS 2014



Lehmann B et al., J Clin Invest 2011

Clinical heterogeneity of TNBC: 



Immunotherapy in TNBC: 



Immune checkpoint inhibitors in 
metastatic TNBC PD-L1+/-: 



ASCO Annual Meeting 2017



ASCO Annual Meeting 2017



ASCO Annual Meeting 2017



Courtesely by PF Conte



Lehmann B et al., J Clin Invest 2011

Clinical heterogeneity of TNBC: 





Lehmann B et al., J Clin Invest 2011

Clinical heterogeneity of TNBC: 

Lehmann B et al., J Clin Invest 2011



Enzalutamide shows early promise in 

AR+ metastatic TNBC: 

Traina TA et al., ASCO Annual Meeting 2017



Traina TA et al., ASCO Annual Meeting 2017
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