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Macrophages (M¢) polarized with Th1 cytokines are called M1 M¢, and are important for
the clearance of pathogens and tumor cells. Mg¢ activated by Th2 cytokines IL4/IL-13 are
classified as M2 M¢, and are important in tissue repair and angiogenesis. We initially
evaluated infiltrated M¢ about their phenotype by immunostainning in oral cancer tissue.
We found that the infiltrated M¢ have an M2 phenotype. To further elucidate the
mechanisms responsible for the M2-polarization of M¢ in cancer, we examined the
mechanisms of expression of the Arg-1 gene. Hypoxia further enhanced the IL-4/IL-13
induced Arg-1 mRNA expression. Although IL-4/IL-13-induced the Arg-1 expression has
been shown to be dependent on STAT6 activation, hypoxia has no stimulatory effect on the
STAT6-mediated transcriptional activation. These results suggest that hypoxia-mediated
upregulation of the Arg-I1 gene expression may result from cooperative interaction with
different type of transcription factors and coactivators.
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