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Adjuvant endocrine therapy (ET) prescription represents the
cornerstone of systemic therapies in estrogen receptor positive
(ER+) breast cancer. It is refreshing to read the recent phase
II1, randomized trial by Del Mastro et al. which further empha-
sized the importance of ET prescription in achieving long-
term oncological control in ER+ disease.! The Gruppo Italiano
Mammella (GIM) investigators accentuate the value of
sequential ET (2-3 years of Tamoxifen followed by 5years of
letrozole) for postmenopausal patients being treated for
ER+ disease. In a similar fashion to the ATLAS and DATA
trials,>? this study pragmatically reinforces the ideology that
luminal A breast cancer (LABC) is an endocrine responsive
disease, where optimal oncological control is best achieved
through surgical resection subsequently combined with robust
adjuvant ET prescription for several years following surgery.
These trials encapsulate how the modern oncological paradigm
has evolved to recognize LABC as a disease cured surgically
with best long-term oncological control achieved using tar-
geted ET prescription.

The trials refute previously accepted hypotheses: Since
Bernard Fisher’s conclusion of the National Surgical Adjuvant
Breast and Bowel Project B-20 trial in 1997, the candidacy
and perceived benefit for all breast cancer patients to receive
systemic chemotherapy has been emphasized and overesti-
mated, irrespective of the intrinsic biological properties of each
tumor. In fact, until the recent landmark TAILORx and
RxPONDER trials successfully challenged Fisher’s hypothe-
sis,>® there had been limited consideration paid to the inherent
chemoinsensitivity of LABC, as evident from the obvious lag
between the surgical and systemic de-escalation in the man-
agement of the disease.” Although TAILORxand RxPONDER
promote the appropriate therapeutic de-escalation of chemo-
therapy for patients with early-stage ER+ breast cancer, there
remains a slight paradoxical aftertaste in support of systemic
chemotherapy prescription for small subgroups within the
trial,® which disregards the importance of ET as the primary
and secondary systemic therapy which should prescribed in

LABC. Therefore, trials such as that of the GIM investigators
are invaluable in the current promotion of ET use in ER+ dis-
ease, particularly as the identity of LABC is fixated on the
endocrine responsive nature of the disease. Nevertheless, iden-
tifying the most appropriate ET regimens remains a challenge
to the oncologist.

It appears lessons may be learned from a readjustment in
focus away from the blunderbuss approach of systemic chem-
otherapy. At present, the most relevant trials being conducted
in LABC are those evaluating the role of single or dual tar-
geted therapies in controlling ER+ disease, as has been in
vogue in the metastatic setting for some time now.? The cur-
rent generation of phase III trials seeking to investigate tar-
geted adjuncts to current standard of care ET in early-stage
ER+ disease provide encouraging results: In the monarchE
trial, patients in receipt of ET and Abemaciclib, a cyclin-
dependent kinase 4 and 6 (CDK4/6) inhibitor, illustrated a
2-year absolute enhanced disease-free survival of 3.5%, which
translates into a relative improvement of 25%.° Moreover,
data from the recent MONALEESA-7 and PALOMA-3
trials further emphasize the survival advantage of adding
CDK4/6 inhibitors to conventional ET have enhanced over-
all survival outcomes for premenopausal women who develop
metastatic LABC (MONALEESA-7—hazard ratio [HR]:
0.71, PALOMA-3—HR: 0.81]).10.11

Although trials such as that from the GIM group extenuate
the importance of adjusting ET prescription patterns to maxi-
mize oncological control,! these studies illustrate how the com-
bination of conventional ET and novel targeted therapies (such
as CDK4/6 inhibitors) synergistically modulate steroid hormone
receptor signaling, which may translate into more rigorous con-
trol of metastatic dissemination in ER+ disease. Surely, the next
generation of phase III randomized clinical trials for early-stage
ER+ disease should be designed to identify ET combinations
which maximize disease control as a priority, while reducing
unnecessary toxicities, as so commonly observed in years gone by
through robust systemic chemotherapy prescription.
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