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Analysis of activation pathways and functional heterogeneity of macrophages -
beyond M1/M2 paradigm
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Tumor-associated macrophages of M2-type (M2-TAM) were considered to play an
important role in the maintenance of stemness in a human clear cell renal cell carcinoma. In adult T cell
leukemia/lymphoma, density of CD163-positive M2-TAM was associated with poor prognosis of patients,
whereas CD204-positive M2-TAM was not, indicating the functional difference of CD163-positive TAMs and
CD204-positive TAMs.

Increased number of CD169-positive sinus macrophages in the regional lymph nodes of colon cancer and
malignant melanoma was associated with favorable prognosis of the patients. Since it is positively
correlated with the number of CD8-positive T cells in tumor tissues, CD169-positive sinus macrophages
were considered to be involved in the establishment of anti-tumor immunity.

It was found that corosolic acid, a natural compound that suppresses M2-macrophage differentiation,
inhibits tumor cell growth via suppressing the Stat3 activation of both tumor cells and macrophages.
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