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HER2-LOW
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Sottotipi molecolari

luminal A: neoplasie con espressione dei recettori ormonali, a prognosi 
favorevole;

luminal B: neoplasie che, pur possedendo l’espressione dei recettori 
ormonali, hanno un rischio di recidiva elevato, a causa dell’elevato indice 
proliferativo; 

HER2 enriched (human epidermal growth factor receptor 2)”: presenza di 
amplificazione di HER2; 

basal like: neoplasie caratterizzate dall’assenza di espressione dei recettori 
ormonali e di HER2 (Triple Negative).



Valutazione immunoistochimica



HER2-LOW



Il 5 agosto 2022 FDA ha approvato l’utilizzo di trastuzumab-deruxtecan (T-DXd, Enhertu), per il
trattamento delle pazienti con cancro della mammella inoperabile o metastastico, HER2-low,
basandosi sui risultati del trial di fase III DESTINY-Breast04.



This trial showed significantly longer progression-free survival and overall survival with
trastuzumab deruxtecan than with the physician’s choice of chemotherapy among patients
with HER2-low metastatic breast cancer, regardless of hormone-receptor status. These results
have the potential to improve the treatment outcome for more than half of patients
historically categorized as having HER2-negative breast cancer.







Examination of Low ERBB2 Protein Expression in Breast Cancer Tissue (JAMA Oncol. 2022;8(4):607-610): Fernandez et al. evaluated the CAP survey data from 
more than 1400 laboratories around the world and found that the scoring accuracy for HER2 IHC in the low range (0 and 1+) was poor, and that 19.0% of 
cases read by the laboratories generated results with less than or equal to 70.0% concordance for a HER2 IHC score of 0 vs 1+

FDA-approved HER2 IHC testing kits have been used worldwide in clinical practice for the assessment of patients for whom trastuzumab may be a 
suitable treatment, including PATHWAY HER2 (clone 4B5; Ventana Medical Systems Inc., AZ, USA), HercepTest (Dako Denmark A/S, Denmark) 
and Oracle HER2 (clone CB11; Leica Biosystems, Germany)

Currently, it is uncertain whether any differences in the sensitivity of different IHC antibodies used for evaluation of HER2 status creates significant 
variability between assays and laboratories in this HER2-low range…..

…Allison and Wolff (ERBB2-low breast cancer-is it a fact or fiction, and do we have the right assay? JAMA Oncol. 2022;8:610–611) emphasized the critical issues 
that remain regarding the fitness of IHC assays for identifying HER2-low breast cancers including: (1) Can a reference standard be set to validate 
an IHC assay’s ability to distinguish between IHC zero and IHC nonzero HER2 staining?; (2) How dependent is HER2 IHC 0 vs 1+ staining on pre-
analytic factors, such as cold ischemic time, formalin fixation time, and time since an unstained section is cut from the tissue block?; (3) How much 
does tissue heterogeneity affect a HER2 IHC score of 0 vs 1+; and (4) How many samples should be used to be certain there is HER2 1+ staining in 
at least 10% of tumor cells?

H. Zhang et al. Seminars in Diagnostic Pathology 39 (2022) 305–312



Xu K et al. (Discordance between immunohistochemistry and ERBB2 mRNA to determine HER2 low status for breast cancer. J Mol Diagn. 
2022: S1525–S1578 (22)00106-4): in HER2-negative patients, the range of expression based on RNA abundance suggests that a molecular 
method defining HER2-low cancers may better serve the treatment decision needs of this group…
Etc….

Seminars in Diagnostic Pathology 39 (2022) 305–312H. Zhang et al













Prospettive

Necessità di controlli 
standardizzati validati 
clinicamente per 
distinguere tra 0 e 1+. 

Revisione delle attuali 
linee guida per la
refertazione di HER2

Valutare la possibilità di 
nuovi test

Implementare test 
riproducibili e sensibili 
per misurare 
l'espressione di HER2


