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Spotlight on Ki67 as a prognostic marker in
early breast cancer: all that glitters may not
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Abstract

Kang and colleagues evaluated on a case series of 1848 breast cancer (BC) patients operated for a first primary ER
positive HER2 negative BC if Ki67 expression is a significant prognostic factor only when PgR expression is low. The
authors concluded that Ki67 with 10% cut off value is a prognostic factor only under low PgR expression level in
early BC. We would like to underline, that as already stated in our previous papers, we believe that proliferation is
important to define the decision-making of adjuvant therapies in early BC. The issue on Ki67 detection is the poor
reproducibility due to different antibody clones, platforms and scoring methods. Not less important is that different
Ki67 cut off values have been used by San Gallen guidelines and changed overtime. Then, despite the interesting
results, we believe it would be better to use Ki67 biomarker in according to the standard Ki67 cut off according to
San Gallen guidelines. Nowadays, standardization and optimization of Ki67 is still an urgent need.
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Ki67 value has been recognized in early breast cancer
(BC) but controversy still exists. We congratulate with
Kang and colleagues for the very interesting paper. The
authors evaluated in 1848 BC patients operated on for a
first primary Estrogen Receptor (ER) positive HER2
negative BC if Ki67 expression is a significant prognostic
factor only when Progesterone Receptor (PgR) expres-
sion is low [1]. The authors concluded that Ki67 with
10% cut off value is a prognostic factor only under low
PgR expression level in early BC. PgR should be consid-
ered in evaluating the prognosis of BC patients using
Ki67 expression.
About 30 years ago, our group started a study in at-

tempt to establish the use of chemotherapy or nothing
in node negative BC with high tumor labelling index [2].
In 2008, our research group published the results from
this phase 3 randomized multicenter study on the effects

of adjuvant Cyclophosphamide, Methotrexate, Fluoro-
uracil (CMF) in patients with node-negative, rapidly pro-
liferating BC [2]. The results from twelve-year subgroup
analysis showed that CMF produced a 25 and 20% rela-
tive reduction in relapse and death cumulative incidence,
respectively.
We recently demonstrated that PgR is an independent

prognostic marker in rapidly proliferating hormone re-
ceptor positive early BC [3]. We would like to underline
that, as already stated in our previous papers, we believe
that proliferation is important to define the decision-
making of adjuvant therapies in early BC [2].
The issue on Ki67 detection is the poor reproducibility

due to different antibody clones, platforms and scoring
methods used among the different laboratories and ob-
servers as reported by the studies on biomarkers com-
parison among the different centers [4]. As we already
observed in our laboratory its detection by immunohis-
tochemistry is affected by the preanalytical phase in
terms of tissue over and under-fixation or delay in
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fixation (Fig. 1) [5]. All this factors affect reproducibility
of the different studies [4]. Not less important is that dif-
ferent Ki67 cut off values have been used by San Gallen
guidelines and changed overtime from 14 to 30%. Then,
despite the interesting results, we believe it would be
better to use Ki67 biomarker in according to the stand-
ard Ki67 cut off according to San Gallen guidelines.
Nowadays, standardization and optimization of Ki67 is
still a utopia and further efforts are required.
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Fig. 1 Invasive breast cancer tissue with non-specific and
inhomogeneous expression of Ki67 by immunohistochemistry
(20X magnification)
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