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A therapeutic strategg_for malignant mesothelioma with reconstituting tumor
suppressor pathways which were defective due to the characteristic genetic
deletion
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Clinical specimens from malignant mesothelioma patients showed two
characteristic genetic abnormalities, a defect in the INK4A/ARF region and several types of gene
mutations mapped in the Hippo pathway, which consequently induced a functional loss of the p53
pathway, and up-regulation of pRb and Hippo pathways. These genetic changes can be therapeutic
targets for mesothelioma treatments. We then took an approach to reconstitute the p53 pathway, which

suppressed pRb functions accordingly, and to inhibit effectors of the augmented Hippo pathway.
Enhanced expression of endogenous or exogenous p53 and inhibition of down-stream signaling of the
Hippo pathways achieved growth suppressive effects in mesothelioma and a combination of activated
p53 and inhibited Hippo pathway produced synergistic cytotoxic effects to mesothelioma.
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