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We thank Horimoto et al. for their critical reading of our article
and would like to address their concerns as follows:

In the period we examined, Ki-67 was routinely assessed on the
surgical specimen and was only done on the pre-surgical biopsy on
request, usually if there was doubt of aggressive carcinoma. This
might explain the higher median Ki-67 values observed in the bi-
opsy samples (in the analyzed period 21% of Ki-67 values came
from biopsies). As Horimoto et al. correctly pointed out, Ki-67 stain-
ing is heterogeneous therefore pre-surgical biopsies harbor the risk
of sampling error [1]. In daily practice we have to base decisions
concerning neoadjuvant chemotherapy on pre-surgical Ki-67
values, nevertheless. In the period of 2010—2014, the administra-
tion of neoadjuvant chemotherapy was uncommon in our institu-
tion (only in selected cases of locally advanced tumors). We
therefore deem the effect of neoadjuvant chemotherapy on our re-
sults as negligible.

We are aware of the fact, that intrinsic subtypes are based on
gene expression profiles [2]. However, there are many regions in
the world, where gene expression profiling is not widely available
for monetary or logistic reasons. Even in Switzerland, a country
with a well functioning health care system and mandatory health
insurance for every citizen, gene expression profiling for every pa-
tient is not feasible (and not necessary!). Therefore, in daily practice
we help ourselves with an approximation by the means of immu-
nohistochemistry (IHC) (as well described in the St. Gallen
Consensus [3,4]). We consistently used the term ‘luminal-like’ to
make the distinction between gene expression based ‘luminal
type’ and IHC-based ‘luminal-like’ clear. We also agree, that the
comparison of different cohorts bears the risk of drawing unjusti-
fied parallels and should be done very carefully, as pointed out in
our discussion section [5]. The patient selection was similar in
Milano and in our institution: both centers are referral-centers
for breast cancer patients and both data sets comprised all patients
who had undergone surgery for early breast cancer [6]. However,
we do agree, that this approach is just an approximation to a Ki-
67 cut-off determined by outcome measures.
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