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Agenda

•Evidenze nel tumore mammario TN



TNBC IS THE MOST LETHAL BREAST CANCER SUBTYPE

Howlader, Cancer Epidemiol Biomarkers Prev 2018

• Breast cancer–specific survival 
is significantly worse in TNBC 
compared to other subtypes

• This is much more evident in 
stage III and IV diseases



No major survival improvements for tnbc in the last decade

Grinda, ESMO Open 2021

Overall survival - HER2+ Overall survival - TNBC

Median overall survival of TNBC from the onset of metastasis is <18 months



Few years ago…



Historical outcomes in metastatic triple negative 
breast cancer

ORR (%) PFS (mo) OS (mo)

Single agent 
chemotherapy

1L 10.0-28.0 3.5-5.4 9.9-17.5

2L 6.0-18.0 2.7-3.4 9.2-15.2

Combination 
chemotherapy

1L 14.8-64.3 4.8-9.0 13.9-24.2

2L+ 27.01-60.0 2.9-7.0 8.1-16.5

Adapted from Li CH. Breast Cancer Res. 2019



Why TNBC is a target for immunotherapy

TCGA, Nature 2012

Luen, Breast 2016

Lehmann, J Clin Invest 2011

Cimino Matthews, Hum Pathol 2013

Loi, JCO 2013

Loi, Ann Oncol 2014

Chen and Mellman, Immunity 2013 

Mittendorf, Cancer Immunol Res 2014 

High mutation burden T-cell infiltration PD-L1 expression



Randomized phase III studies with chemotherapy plus 
PD1/PDL1 inhibitors IN 1st LINE TNBC

1. Schmid, NEJM 2018; 2. Miles, Ann Oncol 2021; 3. Cortes, Lancet 2020



IMpassion130 (Phase III) – Study Design (TNBC metastatic disease)

Emens et al, ESMO 2020



IMPASSION130:
progression-free survival

Schmid, NEJM 2018

ITT PD-L1 >1%



IMpassion130 – Final OS analysis

Emens et al, ESMO 2020
+7.5-mo median OS improvement



IMpassion130 – Final OS analysis

Emens et al, ESMO 2020



IMpassion130 – Safety

Emens et al, ESMO 2020



Keynote-355: 
PEMBROLIZUMAB + CHEMOTHERAPY AS FIRST-LINE

Cortes, ASCO 2020; Cortes, Lancet 2020

a Chemotherapy dosing regimens are as follows:
Nab-paclitaxel 100 mg/m2 IV on days 1, 8, and 15 every 28 days
Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days
Gemcitabine 1000 mg/m2/carboplatin AUC 2 on days 1 and 8 every 21 days

Stratification Factors:
• Chemotherapy on study (taxane vs 

gemcitabine/carboplatin)
• PD-L1 tumor expression (CPS ≥1 vs CPS <1)
• Prior treatment with same class 

chemotherapy in the neoadjuvant or 
adjuvant setting (yes vs no)

Key Eligibility Criteria

• Age ≥18 years

• Central determination of TNBC and PD-
L1 expression

• Previously untreated locally recurrent 

inoperable or metastatic TNBC
• Completion of treatment with 

curative intent ≥6 months prior to 
first disease recurrence

• ECOG performance status 0 or 1

• Life expectancy ≥12 weeks from
randomization

• Adequate organ function

• No systemic steroids

• No active CNS metastases

• No active autoimmune disease

R 
2:1

Progressive 
disease/cessation of 

study therapy

Endpoints:
• Primary: PFS and OS in patients with PD-L1+ 

tumors (CPS ≥10 and CPS ≥1) and in the ITT 
population

• Secondary: ORR, DOR, DCR, Safety in all 
treated patients 

N=566

N=281

Pembrolizumaba + Chemotherapyb

Placeboc + Chemotherapyb



Rugo et al, ESMO 2021

KEYNOTE 355 – Study Population allocation



KEYNOTE 355 - Outcomes

Presented By Javier Cortes at TBD



Keynote-355: 
PROGRESSION-FREE SURVIVAL

Cortes, ASCO 2020; Cortes, Lancet 2020

PD-L1 CPS ≥10 PD-L1 CPS ≥1 ITT population





Keynote-355: 
OVERALL SURVIVAL IN SUBGROUPS CPS ≥10

Rugo, ESMO 2021; Cortes, NEJM 2022
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METASTATIC BREAST CANCER - TNBC 

Gennari et al, Annals of Onc 2021



KEYNOTE 522 – Study DESIGN

No T1a-T1b; No T1cN0; No T4d (inflammatory)

Schmidt, ESMO virtual plenary, 2021





Neoadjuvant chemo
plus pembrolizumab

resulted in a 
significantlly and 

clinically meaningful
increase in pCR of 13,6 

percentage points
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• pCR rates occurred regardless of the patients’ age or menopausal 
status. In patients younger than 50 years old, the pCR rate was 23.8% 
in those on pembrolizumab compared to 16.9% for those receiving 
placebo, and was 24.7% versus 14.2% respectively in those aged 50 or 
older. 

• In pre-menopausal women, the pCR rate was 23.4versus 16.1% (57 
out of 353) respectively, and in post-menopausal women, it was 
24.8% versus 14.6%, respectively.

News from EBCC





















Conclusioni
• Immunoterapia non indicata  per tutti i tumori mammari

• Vantaggio in sopravvivenza nei pazienti con tumore mammario metastatico 
TN PDL 1 positivo

• Aumento della probabilità di pCR e migliore EFS  nei tumori mammari TN 
stadio iniziale indipendentemente dall’espressione di PDL1

• Domande sull’utilizzo dell’immunoterapia in pazienti suscettibili anche ad 
altre terapia (es capecitabina? Olaparib?)

• Tanti quesiti sull’utilizzo della immunoterapia nei tumori luminali-> no 
modifica la nostra attitudine



• GRAZIE MILLE!!!!


