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Elucidating the mechanisms to induce ameloblastoma and its trial for the
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Ameloblastoma is an odontogenic neoplasm characterized by slow intraosseous
growth with progressive jaw resorption. Recent reports revealed that ameloblastoma harbors an
oncogenic BRAF V600E mutation with MAPK pathway activation. However, the precise mechanism by which
MAPK pathway induces ameloblastoma is unclear. In immunohistochemical analyses of tissue specimens
obtained from ameloblastoma patients, ARL4C was frequently expressed with both BRAF V60OE and RAF1.

ARL4C-depleted tumour cells exhibited decreased proliferation and migration capabilities. Finally,
when ameloblastoma cells were co-cultured with mouse bone marrow cells and primary osteoblasts,
ameloblastoma cells induced osteoclast formation. ARLAC elevation in ameloblastoma further promoted
its formation capabilities. These results suggest that the RAF1-MEK/ERK-ARLAC axis, which may
function in cooperation with the BRAF V600E-MEK/ERK pathway, promotes ameloblastoma development.
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