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We appreciate Zins and Abraham [1] commenting on our paper studying the role of the CCL20-CCR6
axis on renal cell carcinoma (RCC) cells [2]. As they pointed out, our study has certain limitations.
Although M1- and M2-types cannot be separated clearly and a consecutive change of character might
exist between them, it has been reported that plural specific markers express on M1- and M2-types.
Unfortunately, a definite difference between M1 and M2 macrophages was not confirmed in our study.
For more differentiation, multiple stimulations, such as suggested in the comments of Zins and Abraham,
might be needed. Hence, we needed to expediently use “M1-like” and “M2-like” to mention specific
status of these macrophage-like cells. Meanwhile, CCL20 expression levels of M2-like-THP-1 cells
co-cultured with RCC cells were dramatically increased compared with parental THP-1 cells, indicating
that certain stimulations within the tumor microenvironment rather than theoretical stimulations make
macrophages differentiated; however, further studies are needed to clarify this mechanism using a
more appropriate co-culture system mimicking the tumor microenvironment. Immunohistochemistry
of CCL20 and M2 markers will help to better understand the role of tissue infiltrating macrophages,
even tissue CD68 staining intensity itself was reported to correlate with prognosis of RCC patients [3].
As, CCL20, a secreted protein, is distributed diffusely in tissue, the identification of cells secreting
CCL20 might be challenging. Instead of CCL20 staining, we performed CCR6 staining to depict the
functional effect of CCL20. We agree that distinct staining of M1 and M2 markers in RCC tissue with
increased sample number and the use of patient-derived M2 macrophages from RCC patients will
clarify the role of the CCL20-CCR6 axis on RCC progression.
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