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The landscape of hormone receptor-positive human
epidermal growth factor receptor-2 (HER2)-negative
metastatic breast cancer (HR'HER2™ MBC) has seen
remarkable advancements in recent years. First-line therapy
for HR'HER2™ MBC involves the standard combination
of cyclin-dependent kinase 4/6 inhibitors (CDK4/61) with
endocrine treatment (ET), as recommended by all major
guidelines (1-3). This approach has demonstrated significant
benefits in improving patient outcomes (4-6). However,
the eventual progression on CDK4/6i necessitates the
exploration of alternative treatment strategies to effectively
combat disease progression and prolong survival.

Efforts have been directed towards understanding
resistance mechanisms and reducing treatment toxicity, with
a focus on extending the time to cytotoxic chemotherapy to
enhance patients’ quality of life and overall survival. Beyond
first-line therapy, oncologists often face the challenge of
sequencing therapies for patients with HR'THER2™ MBC,
striving to identify the most suitable approach for patients.
Attempts to establish the efficacy of CDK4/6i beyond
progression on prior CDK4/6 inhibition have yielded
varied outcomes. The MAINTAIN trial demonstrated
a significant progression-free survival (PFS) benefit for
patients with HR/HER2™ MBC who switched ET and
received ribociclib compared with placebo after previous
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CDK#4/6i. In contrast, the PACE trial revealed no evident
PFS advantage, whereas the PALMIRA trial illustrated that
maintaining a regimen of palbociclib alongside endocrine
therapy did not yield superior PFS outcomes compared to
endocrine therapy alone (7-9).

The emergence of tucidinostat, an oral subtype-selective
histone deacetylase inhibitor, has offered a potential treatment
option for patients with HR'HER2™ MBC in China. The
approval of tucidinostat, in combination with exemestane,
was based on the positive results of the ACE trial, where it
demonstrated efficacy by improving PFS in patients who had
progressed after prior endocrine therapy (10).

A second course of CDK4/6i or tucidinostat-based
therapy is becoming a common practice in China. These
options have been recommended as viable treatment
strategies post-CDK4/6i, according to the guidelines of
the Chinese Society of Clinical Oncology Breast Cancer
(CSCO BQO) (3).

To shed light on the efficacy and safety of abemaciclib-
based therapy versus tucidinostat-based therapy after
disease progression on palbociclib, Dr. Yuan and colleagues
conducted a retrospective comparative cohort study. The
study, conducted in collaboration with multiple Chinese
research centers and utilizing data from the CSCO BC
database, aimed to compare outcomes for patients with
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HR"™HER2™ MBC receiving these therapies (11).

The results of the study, which included 149 patients,
revealed significant differences between the outcomes
seen in the two treatment groups. The abemaciclib
group showed an improved clinical benefit rate (CBR)
and prolonged PFS compared to the tucidinostat group.
Furthermore, abemaciclib demonstrated consistent
superiority in improving PFS compared to tucidinostat
across various subgroups of patients. Moreover, patients
with certain refractory factors, such as those with visceral
disease, multiple sites of metastases, and several prior
lines of endocrine therapy, derived substantial benefits
from abemaciclib treatment. Additionally, the response
to abemaciclib was not significantly influenced by prior
response to palbociclib-based therapy. The unique
properties of abemaciclib, including increased selectivity
for CDK4 over CDK6 and continuous administration,
may account for its superior clinical performance. The
effectiveness of abemaciclib as a single agent may suggest
that its activity is not exclusively reliant on endocrine
pathways, possibly making it a viable option even in cases of
endocrine resistance (12,13).

The study delved into the impact of genomic mutations,
particularly PIK3CA and ESRI, on treatment outcomes.
Their presence was associated with worse clinical outcomes
in both abemaciclib and tucidinostat groups. Interestingly,
only 43 out of 149 patients in the study underwent tumor
testing for multigene sequencing. There is a need to
increase awareness about the importance of metastatic
tumor biopsies and genomic sequencing in patients who
develop metastatic disease progression to gain valuable
insights into individual patients’ tumors and identify
resistance mutations that may diminish the benefits of
CDK4/6 inhibition.

Given the retrospective nature of these observations and
the heterogeneity of the patient population, caution should
be exercised regarding any conclusions. Differences in
baseline patient characteristics between the abemaciclib and
tucidinostat groups may partially explain the contrasting
outcomes. The proportion of patients whose tumors did
not respond to prior palbociclib therapy was slightly higher
in the tucidinostat group, potentially contributing to the
observed rapid disease progression. Additionally, there was a
higher use of fulvestrant in the abemaciclib group compared
to the tucidinostat group.

In addition, measuring response and progression outside
of a clinical trial is usually not done in a uniform fashion,
which can contribute to different clinical outcomes. Even if
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RECIST criteria are used, doing this retrospectively poses
challenges.

Choosing the optimal treatment post-progression on
initial CDK4/6i plus ET requires a nuanced evaluation,
with somatic and germline mutational status playing
a crucial role in guiding targeted therapy decisions.
Encouraging clinical trial participation when discussing
subsequent lines of therapy with patients is essential. For
PIK3CA mutations, fulvestrant plus alpelisib is an option.
Pending regulatory approval, capivasertib, supported by
CAPITELLO-291 study data (14), is a viable second-line
choice. For patients with a germline BRCA mutation, a
PARP inhibitor (olaparib or talazoparib) is recommended.
Elacestrant is a consideration for ESR1-mutant disease,
particularly in those patients with >12 months of benefit
from prior CDK4/6i. Fulvestrant plus everolimus is also an
available option in the absence of somatic alterations, albeit
with limited post-progression data on CDK4/6i. In cases of
exhausted non-chemotherapy options or rapid progression,
single-agent chemotherapy, and antibody-drug conjugates
like trastuzumab deruxtecan or sacituzumab govitecan
should be considered.

In conclusion, the comparative study between
abemaciclib-based therapy and tucidinostat-based therapy
offers insights for deciding on treatment strategies in
patients with HR"HER2™ MBC. However, these findings
highlight the need for further research and prospective
trials to guide evidence-based clinical decision-making.
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