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Neoadjuvant treatment for non-metastatic breast
cancer serves several purposes, such as averting the
spread to metastatic sites, boosting overall survival
rates, and enabling less extensive surgery that leads to
better cosmetic results, organ preservation during
dissection, and reduced occurrence of post-surgery
lymphedema.

However, the idea that achieving a high
pathological complete response (PCR) after
neoadjuvant chemotherapy serves as a reliable
indicator for increased overall survival is challenged
by findings from randomized trials and a meta-
analysis. These studies have shown comparable
mortality rates whether similar systemic therapy is
administered before or after surgery.1®* Additionally,
in hormone receptor-positive HER2-negative early
breast cancer, the reported PCR falls within very low
ranges from 6% to 11%.’

The attempt to predict the risk levels of hormone
receptor-positive HER2-negative early breast cancer
has resulted in various criteria. Different definitions
for the high-risk group, such as having four or more
positive axillary lymph nodes, or one to three positive
lymph nodes with at least one of grade 11l disease, a
tumor size of 5¢cm or higher, or a K167 proliferation
index of at least 20%, have been established.® The
IRIDE working group®, focusing on the same type of
breast cancer, identified grade 3 histology, pT3-pT4
and/or pN2-pN3 staging, Ki67>30%, expression of
estrogen  receptors<10% and/or  progesterone
receptors < 20%, and a high-risk class based on gene
profiling assays as indicators of the high-risk group.
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Bozdogan et al. set some criteria for neoadjuvant
chemotherapy in hormone receptor-positive early
breast cancer, considering the involvement of one to
three lymph nodes without inflammatory or bilateral
disease or HER2 positivity and K167 more than 20%
sticking to ST Gallen 2013 guidelines.'?

Decision-making for a complete course of
combination chemotherapy for 24 weeks as
neoadjuvant chemotherapy before surgery for early
HR-positive breast cancer by Bozdogan et al. is
challenging due to the low rate of PCR and high rate
of poly-chemotherapy toxicity.

The role of K167, discovered in 1983 as a nuclear
protein expressed in proliferating cells and widely
used to predict patient prognosis and to guide
treatment decisions, is also under scrutiny. Logistic
issues in determining a standard calculation of K167
in tumor specimens and reproducibility concerns have
led to its non-universal adoption in hospitals and
medical centers. 1

The introduction of ER-low breast cancer, as
outlined by the 2020 ASCO/CAP guidelines,
characterized by low ER expression (positivity in 1-
10% of tumor cells), presents challenges in
management due to the aggressive nature of these
tumors.!2 This contradicts Bozdogan et al.'s assertions
regarding ER less than 85% as a predictor of the
response to neoadjuvant chemotherapy in hormone
receptor-positive tumors.® The conflicting results
underscore the necessity for validation through
prospective studies.

To summarize, even for the hormone receptor-low
patient group, it is advisable to explore micro-
metastasis before and after neoadjuvant therapy using
CTC, CT-DNA, and a multigene assay along with
clinic-pathologic measures.”* These considerations
should be factored into discussions with patients and
the decision-making process.
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