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Comparison of primary BC and paired metastasis: 
summary

• Retrospective cohort of 232 mBC patients with matched tumor samples

• Conversion rate: ER12.7% (loss>gain); PgR49.7% (loss>gain), Ki6735% 

(gain>loss)

• Tumor phenotype discordance: 22%, shift to more aggressive subtype was more common, 

enrichment in LumB and TN on metastates

• Prior tax or anthra associated with PgR loss (not endocrine Tx)

• Prior tax or AI associated with ER reduction

• Prognostic impact: concordant ER+>Loss ER>Concordant ER-
Ongaro E et al, Future Oncol 2018



ER conversion from primary to metastasis

Schrijver ,JNCI 208

ER+  ER-: 22.5% ER- ER+: 21.5%



PgR+  PgR-: 49.4% PgR- PgR+: 15.9%

PgR conversion from primary to metastasis

Schrijver ,JNCI 208



HER2+  HER2-: 21.3% HER2- HER2+: 9.5%

Schrijver ,JNCI 208

HER2 conversion from primary to metastasis



Sources of HER2 testing variations

Wolff AC et al, J Clin Oncol 25:118-145 , 2007 



Genomic alterations associated with discordant HR 
expression from primary to metastasis

• Metastasis samples

• HR+TN vs concordant HR+: ↑TP53 mut, ↑CDKNB2 and RB1 del

• Primary tumor samples

• HR+TN vs concordant HR+: ↑TP53 mut,↓PIK3CA mut, ↑alterations in 
DNA repair pathways, ↑TMB

Garrido-Castro A, SABCS 2018



PAM50 subtype in primary and matched
metastatic BC samples

Cejalvo JM et al, Clin Cancer Res 2017



Tumor phenotype discordance

Dieci MV, Ann Oncol 2013



Tumor phenotype discordance during progression

• Biopsy of recurrence is suggested whenever possible, mostly when the clinical 
course of disease is not coherent with the known primary tumor phenotype

• It can allow to diagnose second non-BC primary tumors

• It may offer the opportunity for a more personalized treatment

• It may allow the possibility to enroll patients in clinical trials



Determinants of last-line treatment in mBC: 
summary

• Retrospective cohort of 410 mBC died because of disease progression

• LumA 14%, LumB 53%, LumB HER2+ 8%, HER2+ 10%, TN 15%

• Median n° of lines = 3; last-line CT 68%, last-line ET 32.4%

• Median LLS = 100 days; 15% died <30d, 48% died <90d

Cinausero M, Clin Breast Cancer 2017



Limiting active anticancer treatment in the end 
of life period: ASCO Top-Five list in Oncology

Top-Five list in Oncology (ASCO)

1- Don’t use cancer-directed therapy for solid tumor patients with the following characteristics:

PS 3-4, no benefit from prior evidence-based interventions, not eligible for a clinical trial, and no

strong evidence supporting the clinical value of further anti-cancer treatment.

“In reality, only 2 major reasons exist for administering chemotherapy to most patients with metastatic 

cancer: to help them live longer and/or to help them live better.” Blanke CD & Fromme EK, JAMA Oncol 2015

Schnipper LE et al, JCO 2012



Why is it so difficult?

• How are decisions made?
• Decision-making was shared and ongoing, including stopping, starting and trying different treatments. 

Oncologists often experienced ‘professional role dissonance’ between their self-perception as 
‘treaters’, and talking about end of life care.

• Why are decisions made? 
• Clinical factors: disease progression, worsening functional status, treatment side-effects. Non-clinical 

factors: physicians’ personal experience, values, emotions. Some patients continued treatment to 
maintain ‘hope’, often reflecting limited understanding of palliative goals.

• When are decisions made? 
• Limited evidence reveals patients’ decisions based upon quality of life benefits. Clinicians found timing 

withdrawal particularly challenging. 

• Who makes the decisions?
• Decisions were based within physician-patient interaction.

Clarke et al., BMC Cancer 2015



Do you always know this will be the last?
The evolving scenario of mBC treatment

HER2+



* Sequences not supported by data from clinical trials 

High Endocrine 

Sensitivity

NSAI + CDK4/6i

Exe + Eve*

De novo stage IV 

Progression > 1y after adjuvant ET

Fulv
(bone only)

Exe + Eve

Poor Endocrine 

Sensitivity

Progression within 2 yrs

from start of adjuvant ET   

Fulv + CDK4/6i

Exe-Eve*

Fulv + CDK4/6i

Exe-Eve*

Progression after 2 yrs from start 

and < 1y from end of adjuvant ET 

Moderate Endocrine 

Sensitivity

Exe + Eve 

Fulv +CDK4/6i*

PIK3CA (and ESR1) mutational status on tumor tissue/ctDNA likely to have a role in treatment sequencing  

Endocrine 

sensitivity
Secondary endocrine 

resistance
Primary endocrine 

resistance

Chemotherapy

Do you always know this will be the last?
The evolving scenario of mBC treatment



Do you always know this will be the last?



PS>1 Jaundice Impaired liver

function

Anorexia/

cachexia

Non-BC 

specialist

All

<30d X X

<90d X

Lightly pretreated

<30d X

<90d X

Heavily pretreated

<30d X X X

<90d X X

Determinants of last-line treatment in mBC: 
summary

Cinausero M, Clin Breast Cancer 2017



Benefit from prior Tx line influences outcome
with subsequent Tx

Cinausero M, Clin Breast Cancer 2017 Dufresne A, Breast Cancer Res Treat 2008
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Chemioterapia

Chemioterapia + Ormonoterapia

Misurazione degli Indicatori PDTA Rete Oncologica Veneta

Proporzione di pazienti che hanno ricevuto trattamento oncologico attivo 30 giorni prima del decesso 

Benchmark < 10% (60/989)

Dati Rete Oncologica Veneta, anno 2016 



QUESITO GRADE n.6: Cure palliative precoci

• Quesito elaborato dal WG AIOM 

«Cure Palliative Precoci»

• Inserito in capitolo dedicato 

(capitolo 13)

Roma
2018





The scenario of mBC treatment (CT) in 2002

Cardoso F, Ann Oncol 2002



Cejalvo JM et al, Clin Cancer Res 2017

Gene expression in primary and matched
metastatic BC samples



Discordance in receptor expression from 
primary to MBC

ER Gain

Lindstrom LS, J Clin Oncol 2012

ER loss

Niikura N, J Clin Oncol 2012

HER2 loss


