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The following five results were obtained.
1) We found that AXL, which is in the TAM family of receptor tyrosine kinases and its ligand, Gas6
expression were the independent prognostic factors for upper tract urothelial carcinoma. 2) After
exposed to nicotine, T24 bladder tumor cell growth was induced through activation of PI3K-Akt-mTOR.
NVP-BEZ235 reduced the cell growth by inhibiting the activated PI3K-Akt-mTOR. 3) NVP-BEZ235
inhibited subcutaneous tumor growth and pS6 overexpression induced by nicotine. 4) The combination
of cisplatin and NVP-BEZ235 had strong cytotoxic effect. 5) In an orthotopic bladder tumor model,
intravesical administration of NVP-BEZ235 had a significant antitumor effect through inhibiting
PI13K-Akt-mTOR pathway.
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