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Analysis of ameloblastoma tumor microenvironment and development of novel therapies
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35 paraffin-embedded ameloblastoma cases, ameloblastoma-derived cell lines
(AM-1) and primary cultures of ameloblastoma stromal fibroblasts were used. Immunohistochemistry, Western
blot and RT-PCR were performed. Parenchyma-stromal CCN2 overexpression correlated significantly with
fibrous-type compared to myxoid-type stroma, suggesting a role in fibrosis .Recombinant CCN2 induction of
enhanced ASF proliferation in AM-1 medium supports this view.Results suggest that effects of secreted
growth factors are governed by ameloblastoma parenchyma-stromal interactions. CCN2 promotes fibrogenesis
independent of TGF-B signaling. Its ablation is associated with a phenotypic switch to a myxoid-type
microenvironment, conducive for TGF-f /BMP4 signaling to promote osteoclastogenesis.
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