
Improving and Optimizing Adjuvant Therapy 

for HER2-Positive Residual Breast Cancer

Rita Nanda, M.D.

Director of Breast Oncology

Masters in Therapeutic Oncology Summit

March 29, 2025



Response to Neoadjuvant Therapy Predicts Outcomes 
for Early-Stage HER2-Positive Breast Cancer

Cortazar et al, Lancet 2014

▪ Pathological response to NACT correlates with risk of recurrence and long-term prognosis

▪ Strongest prognostic value in TNBC and HER2-positive BC

▪ Hazard ratios for EFS for HER2+/HR-: 0.25;  HR for HER2+/HR+: 0.58



Residual Cancer Burden Further Refines Outcomes

◆ In a pooled analysis of 5161 patients 

treated with NACT, RCB was

strongly prognostic in each breast

cancer subtype, with progressive 

worsening of prognosis with

increasing RCB score

◆ The binary division between pCR

and non-pCR disregards degree of 

residual disease

◆ RCB better captures prognosis

depending on extent of residual

disease

Yau et al, Lancet Oncology 2022



Current Standard of Care for HER2+ EBC

Slide courtesy of Laura Huppert, MD

PCR

No PCR

• Complete 1 yr anti-HER2 tx

• HR+: ET for 5-10 yrs

• T-DM1 x 14 cycles 

(KATHERINE)
• Consider neratinib x 1yr if 

high risk, HR+ (ExteNET)

• HR+: ET for 5-10 yrs

Neoadjuvant chemo:

• TCHP or THP-AC 

(APHINITY)

• Anthracycline-sparing 

regimens generally 

preferred

Early 

stage 

HER2+

< 2 cm and 

node negative 

or N1mic

≥ 2 cm and/or 

node positive Surgery

• pT1aN0: No systemic therapy (ET if HR+)
• pT1b-1c, N0: 

• TH x 12 weeks, continue trastuzumab to 6-12 months. 

• Can also consider T-DM1 (ATEMPT)
• Can consider neoadjuvant treatment if desires BCS or delay in surgery

Surgery



TRYPHAENA: Neoadjuvant Therapy for HER2+ EBC

Schneeweiss A, et al. Eur J Cancer. 2018;89:27-35.



KATHERINE: iDFS/OS with T-DM1 vs Trastuzumab for Residual Disease

Invasive Disease-Free Survival Overall Survival

Geyer et al, NEJM 2025

Overall Survival



KATHERINE Trial: Benefit of T-DM1 vs Trastuzumab 
by Subgroups

Geyer et al, NEJM 2025



KATHERINE: EFS for T-DM1 vs Trastuzumab for 
Residual Disease Based on HER2 Expression at Surgery

Overall Survival

Geyer et al, NEJM 2025



ExteNET: Improvement in iDFS in HR+ Subgroup

Martin et al, Lancet Oncology 2017

Trial conducted prior to use of pertuzumab and T-DM1



Optimization of (Neo)adjuvant Therapy for HER2+ 
EBC: COMPASS and COMPASS-RD

Slide courtesy of Nadine Tung, MD



ASTEFANIA Trial: T-DM1 + 
Atezolizumab/Placebo for High-Risk RD

Slide courtesy of Ada Waks, MD



DESTINY-Breast05: T-DXd vs T-DM1 for High-Risk RD

Geyer et al, SABCS 2020

Key Eligibility

• Inoperable breast 

cancer at presentation

• Operable breast 

cancer at presentation 

with node–positive 

(ypN1-3) disease after 

neoadjuvant therapy



Summary: Early HER2+ Breast Cancer

• Adjuvant therapy SOC for stage 1 disease

• Neoadjuvant chemo+HP is SOC for stage 2/3 disease

• T-DM1 SOC in pts with residual disease

• Neratinib can be considered in pts with HR+ residual disease

• Optimization of neoadjuvant and adjuvant therapy ongoing
• pCR: de-escalation of therapy

• Residual disease: T-DM1 +/- tucatinib, T-DM1 +/- immunotherapy, T-DM1 vs T-
DXd

• T-DXd in neoadjuvant setting in high-risk disease

• Role of predictive assays/ctDNA?
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