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L’innovazione nella ricerca sul carcinoma mammario

Lo stadio precoce di malattia

Sottotipo HER-2 positivo
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1998 l’inizio

 2005 la rivoluzione

  2019 il nuovo paradigma

Tappe fondamentali della terapia anti HER-2

ASCO Plenary 2005
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T1-4, N0-3, M0   (T1a/bN0 not eligible)
Preoperative systemic treatment consisting of at least 6 cycles with a total duration of at least 
16 weeks, including at least 9 weeks of trastuzumab and at least 9 weeks of taxane-based 
chemotherapy

Note: HER2-directed therapy and chemotherapy may be given concurrently; patients may have 
received more than one HER2-directed therapy.; Patients may have received an anthracycline as 
part of preoperative therapy
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Loibl S et al SABCS 2023
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KATHERINE trial 
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New decision point

Quindi:

La terapia neoadiuvante è lo standard 

nel ca. mammario HER2+ in fase precoce
esclusi cT1a,b

A tutte le pazienti va offerta l’opportunità di modulare il trattamento post-operatorio in funzione

della risposta patologica alla terapia neoadiuvante
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NeoSphere: Study design and main results

Gianni L, et al. Lancet Oncol 2012; 13:25–32
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Study dosing: q3w x 4

THP (n=107)
docetaxel  (75→100 mg/m2) 
trastuzumab (8→6 mg/kg) 
pertuzumab (840→420 mg)

HP (n=107)
trastuzumab (8→6 mg/kg) 
pertuzumab (840→420 mg)

TP (n=96)
docetaxel  (75→100 mg/m2) 
pertuzumab (840→420 mg)

TH (n=107)
docetaxel (75→100 mg/m2)
trastuzumab (8→6 mg/kg)
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FE90C x 3 Cb AUC6 q3w (or AUC 3 d1-8) 

+ Pac80 d1-8  x 6

Cb AUC6 q3w (or AUC 3 d1-8) 

+ Pac80 d1-8  x 9

Trastuzumab + Pertuzumab at standard 

doses q 3w x 9 in both arms

Stage II-III 

HER2+

LVEF ≥50%

Age ≥ 18y 

N = 438

Primary endpoint

pCR (ypT0/is, ypN0) by local assessment

Secondary endpoints

Toxicity

RFS, BCSS, OS

R Surgery within 6 weeks
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TRAIN-2 Trial: pCR (ypT0/is ypN0) according to treatment and 

ER-PR status, and EFS

van Ramshorst MS et al Lancet Oncol 2018

67% 68%

89% 84%

51% 55%

Anna van der Voort ASCO 2020 
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Quindi:

La migliore terapia neoadiuvante nei tumori

HER2 positivi prevede l’associazione di 

chemioterapia con trastuzumab e pertuzumab

e possiamo omettere le antracicline
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Trastuzumab and chemo untreated pT1a-b N0

Gonzalez-Angulo, JCO 2009

965 pT1a-b N0

Hazard Ratio for recurrence 5.3

97.2%

86.4%
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10y results of APT Chemotherapy de-escalated 
strategy

Tolaney S et al , Lancet Oncol 2023

T1a 16%, T1b 30.5%, T1c 41.6%
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Quindi:

La terapia standard nei tumori HER2 positivi

T1N0 è paclitaxel/trastuzumab in adiuvante

La neoadiuvante può essere proposta nei casi

T1cN0

3
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Il futuro prossimo
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1998 l’inizio

 2005 la rivoluzione

  2019 il nuovo paradigma

   2020 l’evoluzione della specie

Tappe fondamentali della terapia anti HER-2

Cortès J et al ESMO 2021
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Study Design

Primary Endpoint:
• pCR (ypT0/Tis ypN0)

Secondary Endpoints:
• pCR (ypT0 ypN0)
• EFS
• IDFS
• OS
• HRQoL
• Safety
• PK and immunogenicity

Population

HER2+ EBC

HR+ or HR-

High-risk defined as 
one of the following:

• TxN1-3M0

• T3-4NxM0

• Inflammatory BC

Stratification factors:
• HR Status 

• HR+ vs HR-
• HER2 IHC

• IHC3+ vs Other

Key Design Features:
• Study powered for pCR; SOC pCR

benchmark 56%; Target pCR ∆15% for 
both experimental arms

• Cap HR-negative patients at 30% 
(natural prevalence)

• N+ or large tumor only eligible
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Trastuzumab 

deruxtecan

Q3W x 4 cycles

Doxorubicin  + 

cyclophosphamide 

Q2W x 4 cycles

Paclitaxel QW (d1, 8, 15), +

trastuzumab and pertuzumab

Q3W x 4 cycles

Trastuzumab deruxtecan

Q3W x 8 cycles

Arm A

Arm B

Arm C

Paclitaxel QW (d1, 8, 15), +

trastuzumab and pertuzumab

Q3W x 4 cycles

Destiny B11- Study Design: Phase 3, open-label 3-arm Neoadjuvant Study

Post-neoadjuvant therapy will be determined by investigator and administered as per local SOC
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Loibl S et al SABCS 2023
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Loibl S et al SABCS 2023
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NeoSphere: Study design and main results

Gianni L, et al. Lancet Oncol 2012; 13:25–32
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THP (n=107)
docetaxel  (75→100 mg/m2) 
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Could pCR be achieved with T+P even without CT?

Stage I 40%; Stage II 52%; stage III 8%
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Early response evaluation to modulate the treatment strategy
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Slide 20
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Slide 21

3-year iDFS rate: 94.8% 

(95% CI:91.4-97.1%)

Events: 14*/267

p 0.001
Perez-Garcia JM el al Lancet 2024

*(8 distant recurrence

3 Regional recurrence

2 Ovarian cancers 

1 non-cancer death)
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Slide 23

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

3-year iDFS rate: 96.4% 

(95% CI:92.4-100%)

Events: 3/86

(1 Regional recurrence

2 Ovarian cancers)

Perez-Garcia JM el al Lancet 2024
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How to move toward escalated or de-
escalated strategy at single patient level?

Tolaney S et al , Lancet Oncol 2023

APT trial
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PHERGAIN Study

pCR rates across HER2DX pCR score groups 

Patients in group B with a 18F-FDG-PET response
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Gianni L, et al.  Lancet Oncol 2018

NA-PHER2 Clinical And Pathological Response
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Ricerca / Innovazione

vs

Pratica Clinica
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De Luca A et al The Breast 2024

% NACT per year from 2017 to 2022 by molecular subtypes in 24 Senonetwork 
high-volume centers
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% NACT per year from 2017 to 2022 by molecular subtypes in 24 Senonetwork high-volume centers
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La terapia neoadiuvante è lo standard di trattamento 

nel carcinoma mammario HER2 positivo in stadio precoce*

*Dati insufficienti per i cT1a-b N0

Non proporre la terapia neoadiuvante 

significa negare un’importante 

opportunità terapeutica

7 Il problema è clinico-scientifico, ma 

anche organizzativo. La capacità di 

mettere in atto un percorso corretto 

di terapia neoadiuvante è il vero 

banco di prova di un team 

multidisciplinare 
8
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