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1998 l’inizio

 2005 la rivoluzione

Tappe fondamentali della terapia anti HER-2
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APHINITY: Study Design

International, randomized, double-blind, placebo-controlled phase III trial [1]

• Primary endpoint: IDFS per modified STEEP definition[2] (excludes second primary 
non-BC as event)

• Secondary endpoints: IDFS per STEEP definition,[2] OS, distant recurrence-free 
survival, DFS, recurrence-free interval, safety, cardiac safety, health-related QoL

1. von Minckwitz. NJEM. 2017;377:122. 
2. Hudis. JCO. 2007;25:2127. 

Patients with HER2+ EBC, 
no prior invasive BC or anticancer 

tx or RT, N+ any tumor size 
(no T0) or N0 tumor size 
> 1 cm*, BL LVEF ≥ 55% 

(N = 4805)

CT† + Trastuzumab/Pertuzumab 
(n = 2400)

CT† + Trastuzumab + Placebo 
(n = 2405)

10-yr follow-upSurgery

Wk 52

*Or node negative with tumors > 0.5 to ≤ 1 cm + at least 1 of following: G3; ER and PgR neg; aged < 35 yrs. 
Node-negative enrollment capped after first 3655 patients randomized. 
†Tx initiated ≤ 8 wks post surgery. Permitted CT: standard anthracycline or nonanthracycline regimens 
(FEC x 3-4  TH x 3-4; AC x 4  TH x 4; or TCH x 6, followed by HER2-targeted therapy for total of 1 yr). 
Endocrine and/or radiotherapy. could be started at end of adjuvant CT.

R
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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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APT trial

Tolaney S et al , Lancet Oncol 2023
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eBC HER2+
Terapia adiuvante LG AIOM 2023
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eBC HER2+
Terapia adiuvante 2024

Chemio + 1 anno trastuzumab* 
(+ pertuzumab in N+) 
(+/- ormonoterapia)

* concomitante > sequenziale 

Quale chemioterapia?
E90C x 4 → paclitaxel 80 mg/m2/w x 12 (o docetaxel/carboplatino x 6) 
Paclitaxel 80 mg/m2/w x 12 in pT1 pN0 (compresi i pT1mi diffusi) 
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von Minckwitz G et al ASCO 2015
von Minckwitz G et al NEJM 2019

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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von Minckwitz G et al NEJM 2019

Katherine Characteristics of the Patients
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Loibl S et al SABCS 2023
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Loibl S et al SABCS 2023
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Loibl S et al SABCS 2023
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L’ottenimento della pCR assume 
importanza di per sé, 
indipendentemente dal suo valore come 
end-point surrogato di outcome

Implicazione chiave dello studio Katherine
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ADIUVANTE         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)
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Trastuzumab/pertuzumab vs trastuzumab 
pCR gain without incremental toxicity
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Shao Z et al JAMA Oncol 2020
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21.8%

34.4%
17.9%

Shao Z et al JAMA Oncol 2020

39.3%

Primary endpoint of the Phase III 
PEONY trial: pCR
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Shao Z et al JAMA et al SABCS 2022

Final analysis of the Phase III PEONY trial: 
long-term efficacy (ITT population)
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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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Tutta la chemioterapia* prima dell’intervento

eBC HER2+ nel 2024 (opinione personale) 

*EC/AC→ taxani oppure Platino/taxani

Trastuzumab e pertuzumab in neoadiuvante
Trastuzumab adiuvante nelle pCR; TDM1 se malattia residua (T e/o N)

Approccio neoadiuvante in tutti gli stadi (esclusi cT1N0?parliamone!)

LG AIOM 2023
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eBC HER2+ : prospettive future
De-escalation

Possiamo ottenere gli stessi risultati, 
riducendo il carico di effetti sfavorevoli?



Claudio Zamagni Padova 5 aprile 2024



Claudio Zamagni Padova 5 aprile 2024

Early response evaluation to modulate the treatment strategy
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Slide 20
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Slide 21
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Slide 23

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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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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eBC HER2+ : prospettive future

Escalation
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Moving forward in treatment strategy personalization

DESTINY-Breast 11

ph III - CompassHER2 RD, TDM1+ Tucatinib in residual disease after NAT 
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HER2+ eBC Highlights

Neoadiuvante > Adiuvante
  - nella  pratica clinica 
  - nella ricerca di strategie di potenziamento/depotenziamento 
  (terapia sistemica & locale)

Definizione della risposta patologica
  - ancora dicotomica, quindi margini di ulteriore miglioramento

Qualità/organizzazione Breast Unit
  - imprescindibile per neoadiuvante
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