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Mechanism of mTOR inhibitor-associated stomatitis
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As a basic experiment in vitro for sirolimus stomatitis, oral mucosal cells
were cultured from 7 passages to 8 passages. Sirolimus was added onto the cultured cells, and the
reaction of the cultured cells was observed. As a result, the doubling time of cell proliferation
was prolonged by 5 times at 10 nM compared to O nM. The DNA synthesis ability decreased by about 20
%. The morphology was spindle-shaped and many large cells at 0 nM, and small spherical cells
increased at 1 nM or more. The area of the nuclei was significantly smaller at 10 nM compared to
sirolimus 0 nM. The area of the cells was significantly smaller at 0.1 nM, 1 nM and 10 nM compared
to sirolimus 0 nM. Furthermore, the expression of E-Cadherin was suppressed, and cell-cell adhesion
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