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To the editor,

Dietz et al. should be commended for the coordinated effort
undertaken to convene the first ever multi-society [COVID-
19] Pandemic Breast Cancer Consortium. This framework
can be deployed for future rapid-response situations in which
adjustments to standard breast cancer treatment guidance
are required.

Although we agree with most of the guidance, one topic
that merits further consideration. In the Medical Oncol-
ogy section for ER+, HER2— invasive breast cancer, the
authors point out that some of these cancers may have surgi-
cal intervention delayed with the administration of neoad-
juvant endocrine therapy based upon clinical parameters or
genomic assay results. Unfortunately, the language in this
section elevates a particular commercial test by including
the following statement “especially Recurrence Score, which
may be sent on a core biopsy.” Additionally, the only cita-
tions referenced for “genomic assays” or “luminal A signa-
tures” pertain to the same Recurrence Score test. Based on
these current references, the reader might incorrectly con-
clude the following two points: (1) only the 21-gene Recur-
rence Score has supportive data for use on core biopsy and
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(2) a “Luminal A” result can be derived from the 21-gene
Recurrence Score. For the first point, we firmly believe that
it was not the intention of the consortium to recommend a
preference for one test over another and believe that the cited
references should be updated to reflect a more comprehen-
sive list of available genomic tests. On the second point, the
21-gene Recurrence Score cannot provide molecular subtyp-
ing information, so any implication that it has this ability is
incorrect. The only commercially available test in the US
that can report molecular subtyping to distinguish Luminal
patients from other subtypes is the 80-gene test (Agendia,
BluePrint). While the 50-gene assay (Prosigna) is also capa-
ble of molecular subtyping, that functionality is not available
in the US market.

Furthermore, the statement regarding the likelihood of
benefit from neoadjuvant chemotherapy (NCT) in patients
with a “low-risk” genomic test result does not reference tri-
als or studies where NCT was actually administered. We
were the primary investigators on a large prospective neo-
adjuvant breast cancer treatment trial exploring real-world
utility of genomic testing on core biopsy with the 70-gene
and 80-gene assays (NBRST, clinicaltrials.gov identifier:
NCTO01479101). We feel that this important data can elu-
cidate molecular subtype-driven response which would be
helpful to include in this consortium guidance as a means
to identify those patients most likely to achieve pCR [1, 2].
Importantly, observations from the NBRST study demon-
strated that approximately 1 out of 4 patients are reclassi-
fied from their clinical subtype (based on IHC/FISH) to a
different functional molecular subtype, which aligns more
precisely with their observed response to NCT [1, 2]. These
clinically ER+, molecularly Basal patients have a 34% pCR
rate with NCT similar to pathologically “triple-negative”
patients (TNBC) where delays in systemic treatment or sur-
gery can negatively impact outcomes. Consistent with these
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findings, the prospective I-SPY 2 trial (ClinicalTrials.gov
Identifier: NCT01042379) has confirmed the presence and
predictive value of this ER+ Basal-type profile, which was
identified in almost 30% of clinically ER+, HER2— patients
in the trial.

In comparison, there are currently no such data that sup-
port the utility of the 21-gene Recurrence Score’s ability to
identify these molecular profiles. Further, one of the more
recent retrospective analyses only indicated a 9.6% pCR rate
with high-risk RS (RS >31), which is no better than tradi-
tional clinical classification with IHC [3].

This current pandemic situation has altered the norm for
treating breast cancer and provided a rare opportunity for
all of us to re-evaluate our clinical habits in the interest of
improving patient care. Whether it is revisiting the mammo-
graphic screening interval or moving to the use of genomic
testing from the core biopsy to help guide pre-operative
treatment planning (e.g., surgery vs. NCT), a fresh look at
our current protocols is both a necessity and an opportunity.

Best Regards,

Peter Beitsch, MD—Past President, American Society of
Breast Surgeons
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Pat Whitworth, MD—Past Chairman of the Board, Ameri-
can Society of Breast Surgeons

Rakesh Patel, MD—Past President, American Brachyther-
apy Society
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