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Salivary pleomorphic adenoma is histopathologically characterized by its colorful
stroma with myxoid, chondroid, and hyaline appearances, which is realized by its enhanced biosynthesis of
extracellular matrix (ECM) molecules as well as by poor vascularity. Thus, pleomorphic adenoma cells
embedded in such stromata are supposed to be able to survive in hypoxic conditions. To understand the
hypoxia-dependent manner of cellular proliferation in this particular tumor, we analyzed function of
perlecan and fibronectin, which are the most abundant ECM molecules, in cell proliferation in
hypoxic-conditioned pleomorphic adenoma cells. Hypoxic conditions induce pleomorphic adenoma cells to
produce perlecan and fibronectin, which is maintained by high HIF-1a protein levels, which is further
realized by perlecan and fibronectin-rich circumstance of the stroma. The results indicate that
pleomorphic adenoma cells have to go round in hypoxic circles to survive.
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