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LUMINAL-LIKE BREAST CANCER

ESMO MBC Guidelines – May 2023

IMMUNOTERAPIA
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ER-POSITIVE BC NON E’ UN’UNICA ENTITA’

Sobral-Leite et al. Oncoimmunology 2018 | Voorwerk et al. NPJ Breast Cancer 2023

ESPRESSIONE DI PD-L1 IN BASE AD ESPRESISONE 
RECETTORI ESTROGENICI

ESPRESSIONE TILS E PD-L1 
IN BASE A SOTTOTIPO INTRINSECO
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RAZIONALE PER L'IMMUNOTERAPIA NELL’ER+ BC?

Dirix LY et sl., Breast Cancer Res Treat. 2018 | Rugo HS, et al., Clin Cancer Res. 2018 | Tolaney SM, JAMA Oncol. 2020

• ER+ BC è un tumore “freddo” dal punto di vista immunitario (a differenza del TNBC): ↓TILs e ↓PD-L1
• L’immunoterapia non ha dimostrato efficacia in setting avanzato di malattia ER+

Eribulin ±PembrolizumabJAVELIN Solid Tumors
(Avelumab)
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RAZIONALE PER L'IMMUNOTERAPIA NELL’ER+ BC?

De Caluwè A., ESMO 2024

• Sappiamo che i tumori primitivi sono spesso meno immunosoppressi rispetto ai tumori pretrattati
• Inoltre, la combinazione di ICIs con agenti citotossici può suscitare maggiori risposte immunitarie 

antitumorali

TNBC ER+
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RAZIONALE PER L'IMMUNOTERAPIA NELL’ER+ EBC

Loibl S. et al., ESMO Guidelines 2024
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RAZIONALE PER L'IMMUNOTERAPIA NELL’ER+ EBC?

Dieci MV. Et al., Clin Cancer Res. 2022 | Huppert LA. et al., Ann Oncol. 2025

pCR rates: 13% → >30% in 40 patients with ER+/HER2− 
MammaPrint-high BC

SPAZIO PER IMMUNOTERAPIA IN ER+ 
EARLY BREAST CANCER?
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STUDY DESIGN

Loi S. et al., Nat Med. 2025

VENTANA PD-L1 SP142 in immunoistochimica (cutoff 1%)
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POPOLAZIONE

Loi S. et al., Nat Med. 2025
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PCR RATES

Loi S. et al., Nat Med. 2025
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RESULTS

Loi S. et al., Nat Med. 2025
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STUDY DESIGN

Cardoso F. et al., Nat Med. 2025

PD-L1 CPS ≥ 1 tumor
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RESULTS

Cardoso F. et al., Nat Med. 2025
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BASELINE CHARACTERISTICS

Cardoso F. et al., Nat Med. 2025
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RESULTS

Cardoso F. et al., Nat Med. 2025
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RESULTS

Cardoso F. et al., Nat Med. 2025
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CONFRONTO IN TASSI DI PCR

Cardoso F. et al., Nat Med. 2025 | Loi S. et al., Nat Med. 2025 |Schmid P. et al., ESMO 2020

CHECKMATE-7FL KEYNOTE-756

COME AUMENTARE TASSI DI RISPOSTA 
IN ER+ EBC?

KEYNOTE-522
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COME AUMENTARE L’ATTIVAZIONE IMMUNITARIA?

LA RADIOTERAPIA PUÒ STIMOLARE LA RISPOSTA IMMUNITARIA

De Caluwè A., ESMO 2024
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RADIOTERAPIA IN ER+ BC?

De Caluwè A., ESMO 2024

COME SPOSTARE LA RADIOTERAPIA NEL SETTING NEO-ADIUVANTE?
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STUDY DESIGN

De Caluwè A., ESMO 2024
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RESULTS

De Caluwè A., ESMO 2024
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DISEGNO DEGLI STUDI
Study CheckMate-7FL CheckMate-7A8 GIADA KEYNOTE-756 Neo-CheckRay I-SPY2

Phase and design III RCT (1:1) Ib/II RT noncomparative II single arm, open label III RCT (1:1) Ib/II RT (1:1:1)
II adaptively 

randomized platform 
trial

Stage
T1c or T2 N1-2
T3-T4 N0-2

≥T1c
T0-1 N1-N2
T2 N0-2
T3 N0-2

T1c or T2 N1-2
T3-T4 N0-2

T1c (≥15 mm) N1-3
T1c (=20 mm) N0-3
T2-T3-T4 N0-3

T2 (≥25 mm) N0-3
T3-T4 N0-3

ICI agent Nivolumab (PD-1) Nivolumab Nivolumab Pembrolizumab (PD-1)
Durvalumab (PD-L1)
± Oleclumab

Pembrolizumab and 
Durvalumab

Key biological inclusion criteria
(ER+, PD-L1, other)

G3 and ER ≥1% (+/- PR 
positive)
G2 and ER 1-10% (+/-PR 
positive)
Ductal histology

Men allowed

Postmenopausal
ER-positive

Men allowed

Premenopausal 
ER ≥ 10% and/or PgR 
≥10% 
G3 and/or Ki67 >20%

Men not allowed

ER ≥1% (+/-PR positive) 
G3
Ductal histology

Men allowed

ER ≥1% (+/-PR positive)
G3 or G2 and Ki67 ≥ 15%
MP high risk OR 
MP NA at time of randomization 
if Ki67 ≥ 20% or G3 and Age<50 
yo+cN0 OR Age ≥ 50 yo + cN+

Men not allowed

MP high risk any 
ER/HER2 status
MP low and ER <5%, 
any HER2 status
MP Low, ER and HER2 
positive

Men allowed

Key biological exclusion criteria HER2-positive
Inflammatory BC (T4d)  
HER2-positive

Inflammatory BC (T4d)  
HER2-positive

HER2-positive
Inflammatory BC (T4d) 
HER2-positive

Stratification factors

PD-L1
Grading
Nodal status 
Dose frequency of 
anthracycline

NR NR

PD-L1
ER (≥10% vs < 10%)
Nodal pathological status
Dose frequency of 
anthracycline

PD-L1
T size 
Nodal status

NR

Adjuvant regimen 
(sperimental arm)

Nivolumab 480 mg q4w with 
ET by IC

Not planned Not planned
Pembrolizumab 200 mg q3w 
for 9 cycles with ET by IC

Not planned Not planned

Primary Endpoint pCR (ypT0/is, ypN0)
DLTs within 4 weeks of 
treatment initiation

pCR (ypT0, ypN0)
pCR rate (ypT0/Tis ypN0) and 
EFS.

RCB 0-1 rates pCR (ypT0/is, ypN0)

Arecco et al., NOT PUBLISHED
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RISULTATI A CONFRONTO: PCR
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RISULTATI A CONFRONTO: RCB
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RISULTATI IN BASE ALL'ESPRESSIONE DI PDL1
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RISULTATI IN BASE ALL'ESPRESSIONE DI PDL1
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ANDAMENTO PD-L1: BASELINE VS WEEK 6

De Caluwè A., ESMO IO 2024
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CONCLUSIONI

• Il ruolo dell'immunoterapia sta diventando sempre più importante nel trattamento
neoadiuvante dell'eBC

• Gli ICIs hanno dimostrato efficacia in pazienti con malattia luminal-like ad alto rischio di 
recidiva, ma questo si tradurrà in un beneficio in sopravvivenza?

• Il beneficio ad oggi sembra essere pronunciato in particolari sottogruppi:
• PD-L1 positivi
• Rischio clinicamente più elevato (node-positive, stadio più elevato)

• Altre strategie possono aumentare la risposta all’immunoterapia, rendendo i tumori più
“caldi” e aumentare ulteriormente i tassi di risposta

• Ruolo dell'immunoterapia adiuvante?  Beneficio nelle pazienti candidate a CDK4/6i?
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