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Into the twilight zone - should ER-low breast cancer be treated
as triple negative breast cancer?
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To date, there is no international standardization of
therapeutic adjuvant guidelines for patients with ER-low
breast cancer. According to most international guide-
lines, patients with ER-low tumours are recommended
endocrine therapy, although there are conflicting results
regarding the clinical benefit.! Including patients with
ER-low HER2-negative tumours in the ER-positive
subset makes them ineligible for treatments aimed at
triple-negative breast cancer (INBC). There are still
substantial knowledge gaps based on real world
data regarding the outcome for patients with ER-low
tumours when treated as TNBC.

In this issue of the Lancet Regional Health—Europe,
Acs et al. examined the overall survival and character-
istics of patients with ER-zero and ER-low HER2-
negative breast cancer when treated as TNBC in a
large real world nationwide Swedish population-based
cohort based on registry data.” Data for 5655 patients
with ER-zero or ER-low HER2-negative primary breast
cancer diagnosed 2008-2020 were presented. The me-
dian follow-up was 4.4 years and overall survival was
selected as primary endpoint because virtually all deaths
were due to breast cancer. The authors conclude that
ER-low HER2-negative breast cancer should be treated
as TNBC in order to enable these patients to receive
adjuvant treatments aimed at TNBC.

After the cut-off for ER-positivity was changed from
10% to 1% in 2010,° Sweden retained the 10% cut-off for
ER-positivity. Among patients with HER2-negative tu-
mours, about 10% of ER-negative tumours in Sweden are
ER-low.” These patients are thus treated as patients with
TNBC and only rarely prescribed endocrine therapy.’
Outside Sweden, the rates of adjuvant endocrine ther-
apy for ER-low patients are also relatively low, which is
likely due to the collective lack of substantiative evidence
of endocrine therapy benefit in ER-low disease in com-
bination with the well-known negative impact on quality
of life.*

TNBC is a highly heterogenous subgroup of breast
cancer.’ In the study by Acs et al., there were some
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differences in tumour characteristics between patients
with ER-zero and ER-low breast cancer, most notably
that ER-zero tumours were associated with significantly
higher frequency of Grade III and higher Ki67 as well as
lower frequency of non-amplified HER2 2+ and lobular
histopathology. In spite of these differences, the patho-
logical complete response (pCR) rates were very similar
between neoadjuvant treated patients with ER-low and
ER-zero tumours. The association between achieving a
pCR and overall survival was also similar. Among
chemotherapy-treated patients, there was also no
difference in overall survival. Moreover, in all patients,
the overall survival did not differ significantly between
patients with ER-zero and ER-low tumours whether or
not the subset of patients who had received endocrine
treatment was included in the analysis.

Normally, patients with node-negative TNBC <5 mm
are not recommended chemotherapy in Sweden.
Unfortunately, the authors presented tumour sizes as
1-20 mm and did not provide tumour size or nodal
status separately in the full multivariable model. A full
model could potentially have been used to identify
prognostic factors to better select the subgroup of pa-
tients with ER-low tumours for whom chemotherapy
could be omitted. Nonetheless, the findings are in line
with another large real-world study from the US, where
patients with low ER levels (even up to <20%) had poor
clinical outcomes comparable to patients with TNBC.°

In this study, the overall survival for chemonaive
patients was significantly longer for those with ER-low
tumours compared with ER-zero tumours.” Whether
this difference also remained when patients with
endocrine therapy were excluded was not reported. To
date, there is no international standardization of thera-
peutic guidelines for ER-low breast cancer and studies
have reported conflicting results regarding the benefit of
endocrine treatment.! Molecular subtyping may be
necessary in order to identify ER-low patients with the
highest chance of responding to endocrine therapy since
it is expected that at least a subgroup of ER-low cancers
responds to endocrine therapy. The therapeutic
response in this subgroup of patients differs according
to the molecular basal or luminal subtype.”

Immune therapy is now approved for TNBC and
would be a treatment option for a larger group of pa-
tients if patients with ER-low tumours were classified as
TNBC. Whether the response to immunotherapy is
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similar in patients with ER-low and ER-zero tumours
was not reported in the study since immunotherapy was
not yet approved for TNBC by the EMA. However, it is
likely that patients with ER-low tumours would benefit
from immunotherapy since the immune landscape of
ER-low tumours mimic that of primary TNBC.® In the
[-SPY2 and KEYNOTE-522 trials, immunotherapy
significantly increased pCR rates in TNBC.”"°

Taken together, these data suggest that treating
ER-low as TNBC may be beneficial for many breast
cancer patients with ER-low disease. Molecular profiling
may help identifying the subset of patients with ER-low
tumours with the largest chance of endocrine treatment
response. Including ER-low tumours in the group of
TNBC would also allow these patients into trials with
new drugs such as antibody drug conjugates.
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