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Locoregional Therapy for Intact
Primary Tumor in De Novo Stage IV
Breast Cancer

TO THE EDITOR:

Khan et al1 have recently reported on the results of the
EA2108 trial. We congratulate the authors; however,
we have some questions and concerns about the
study’s design, patient selection criteria, and results.

First, we have concerns about protocol violations on
the basis of the inclusion criterion “Patients must be
judged to be candidates for complete resection with
free margins followed by radiation therapy [RT] (if
radiation therapy is indicated)” (Protocol).1 In the
E2108 paper, 14.4% patients randomly assigned to
early location therapy (ELT) did not receive primary
breast surgery and 7.2% had no axillary surgery at all,
and 8.4% had positive margins in the final pathology.
In addition, adjuvant RT, which is inevitable after
breast conserving surgery (BCS), was not applied in
12.9% of the patients. As Khan2 emphasized previ-
ously, surgical margin positivity is considered an un-
acceptable vulnerability in terms of oncological safety.
The ELT group should have fulfilled the oncological
safety principals, namely, surgical margin negativity,
lymph node evaluation, and obligation for the addition
of RT for those treated with BCS. Otherwise, the rest of
the local therapeutic approaches would be palliative.

On the other hand, of the patients randomly assigned
to continued systemic therapy (CST), 18.8% (n 5 22)
had mastectomies or BCS. The authors emphasized
that surgery and RT applications in the CST group were
for palliative as in similar previous studies. However,
sentinel lymph node biopsy/axillary lymph node dis-
section were applied together in 77% of the patients
(17 of 22) who were randomly assigned to the CST
group, and RT was also applied to 45% of patients (10
of 22) who underwent surgery. The role of these
practices in palliation is doubtful and suggests the
expectation of contribution to treatment. None of the
published similar RCTs include any additional axillary
interventions to palliative surgery in the nonoperative
arm.3-5 The curative intent of surgery and RT in the CST
arm may statistically mask the cumulative effect of
locoregional therapy (LRT) on overall survival (OS).

The treatment received sample analysis in the practice
changing ACOSOG Z0011 study and modified intent-
to-treat analysis excludes patients who do not receive
the assigned treatment at the time of random
assignment.6-8 If the authors would provide us with an

analysis that excluded patients who had no breast
surgery at all, patients who had margin positivity, and
patients who did not receive RT after BCS during
random assignment in the ELT group, that treatment
received sample or modified intent to treat analysis
would be very informative for the readers.

Aspects of the methodology used in the E2108 study
were also interesting. Patients with a history of invasive
breast malignancy$ 5 years previously were included.
We believe that the literature on genuine dn stage IV
BC has been well established; this stage is defined as
parallel progression, not linear, slow growth from a
neglected primary tumor or with a history of BC. In
addition, E2108 included only 16% of oligometastatic
patients, the vast majority of whom had multiple organ
metastasis (84%). As such, the study could not reflect
the data from the group that was most expected to
respond to LRT.

Studies show that OS and progression-free survival
rates were 98% and 100% in 10 years, respectively, in
patients with human epidermal growth factor receptor
2–positive dn stage IV BC when they reach no evidence
of disease.9 In the E2108 study, 9% of patients had no
evidence of disease (metastasis); we would like to ask
the authors what their approachwould be in such cases.

Unfortunately, for an unclear reason, the E2108 au-
thors cited only the MF 07-01 abstract. LRT does not
contribute to 3-year survival in the early period similar
to the E2108 study; however, the long-term results of
the MF 07-01 study in the peer-reviewed publication,
which was not cited by Khan et al, showed that local
control provides a significant survival advantage in all
subgroups except for the patients with TN BC in both
5-year and 10-year OS (hazard ratio, 0.66, P 5 .005
and hazard ratio, 0.71, P 5 .0003, respectively).5,10

In light of this discussion, we think it is incorrect to
suggest that LRT does not provide a survival advantage
in dn stage IV BC on the basis of the results of a study
with a limited follow-up. Systemic therapy has im-
proved substantially, and patients live longer; long-
term results of E2108 on LRT should be analyzed.
Jumping to an early conclusion regarding survival with
a limited follow-up period is premature.
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