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The Current National Comprehensive Cancer Network'
and American Society of Clinical Oncology” clinical
practice guidelines outline treatment algorithms for “hor-
mone receptor positive” human epidermal growth factor
receptor 2 (HER2)-negative invasive breast cancers, not
specifically accounting for the estrogen receptor (ER) and
progesterone receptor (PR) status individually. This is
largely due to the fact that clinical trials have routinely
grouped cancers as “hormone receptor positive” regardless
of whether one or both ER and PR stain positive in at least
1% of cells on immunohistochemical evaluation of tissue
samples.

In our study® of the National Cancer Database, single-
hormone receptor positive cancers (ER+PR— and
ER—PR+) were significantly more likely than ER+PR-+
cancers to exhibit unfavorable tumor characteristics: higher
grade, lymphovascular invasion, tumor size greater than 2
cm, node positivity, stage IV disease at presentation, and a
higher multigene assay score. These single hormone
receptor-positive phenotypes also had poorer overall sur-
vival than ER-+PR+ cancers, with the outcomes of
ER—PR+ cancers similar to ER—PR— across all stages of
disease.

The implication of these findings is that future clinical
trials and treatment guidelines should consider both
ER+PR— and ER—PR+ invasive breast cancers distinct
from ER+PR+ cancers. It is increasingly apparent that PR-
negative status is a key determinant in distinguishing
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luminal A from luminal B phenotypes.* Additionally,
ER—PR+ cancers do not appear to exhibit any benefit in
outcome over ER—PR— (triple negative) cancers. As such,
it is imperative to account for the differences in prognosis
and survival associated with single versus dual hormone
receptor-positive cancers. Our data suggest that a paradigm
shift in the definition of “hormone receptor positive”
breast cancer is needed in future clinical trials and subse-
quent treatment guidelines to account for single hormone
receptor-positive disease separately from ER+PR+
phenotypes.
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