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Molecular targeting therapy against intracellular signaling network in gallbladder
cancer
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Gallbladder cancer is the most common type with the worst prognosis among the
bile duct cancers. The mechanism of disease and novel effective therapeutics still remain to be fully
investigated. Analysis of human gallbladder cancer tissues demonstrated that MAPK and PI3K signaling
pathways were frequently coordinately dysregulated in one third of the patients examined. We report here
that the combination theraﬁy using CI-1040, an inhibitor of MEK and RADOO1l, an inhibitor of mTOR,
synergistically inhibited human gallbladder cancer cell proliferation in vitro and tumor growth of the
xenograft model in vivo. Compared to the single treatment with CI-1040 or RADOO1, the combination therapy
significantly induced cell cycle arrest and apoptosis with decreased cyclin D1 expression.

These findings suggest that the double blockade of MAPK and mTOR signaling pathways might inhibit the
signal crosstalk and benefit patients with advanced gallbladder cancer with hyperactivated these

signalings.
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