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ADC, antibody–drug conjugate; AE, adverse event; CAP, College of American Pathologists; IHC, immunohistochemistry; 
ILD, interstitial lung disease; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan.
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THE HEART OF MEDICAL EDUCATION

HER2: 
FROM BINARY 

TO CONTINUUM

T-DXd showed efficacy in HER2‑low
& ultralow mBC

DESTINY-Breast04/061,2 showed 
improved PFS and OS even 

at minimal HER2 expression, 
reinforcing the shift from a binary 

to a continuum-based HER2 
classification that informs 

treatment decisions.

Proactive AE management 
ensures safe treatment 1,2,5

 �Nausea: 3 or 4 drug 
antiemetic prophylaxis.

 �Fatigue: Monitor; 
encourage light exercise; 
reduce dose if persistent.

 �ILD/pneumonitis: 
�Monitor early; interrupt 
and give steroids; 
rechallenge only 
if G1 resolves <28 days 
(dose-reduce if longer); 
permanently 
discontinue for ≥G2.

SAFETY FIRST 
WITH T‑DXD

Re‑biopsy can impact 
treatment options

Repeat biopsy at progression4, 
especially after previously scored 

HER2‑0, may reveal eligibility 
for T‑DXd.

HER2 
EXPRESSION IS DYNAMIC

IHC testing

IHC 0, complete 
absence of 

membranous 
staining

IHC 0, faint 
incomplete 

staining 
in ≤10% of 

tumour cells

WHY HER2 
CATEGORISATION 

MATTERS

CAP reporting template3 defines 
treatment-relevant strata

HER2-low & ultralow vs true HER2-0 
determine eligibility 

for HER2-targeted ADCs.
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HER2 
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HER2 
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IHC 1+, faint 
incomplete 

staining or IHC 
2+/ISH−, weak to 

moderate 
complete staining 

in >10% of 
tumour cells


