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Activation of the p53 pathway bK gene medicine and a chemotherapeutic agent
produces anti-tumor effects on human mesothelioma cells

Masato, Shingyoji
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We examined a possible therapeutic strategy for mesothelioma, which is linked
with asbestos exposure. A major genetic characteristic of the clinical specimens is a deletion of pl4 and
pl6 genes, which subsequently inactivate the p53 and the pRb pathways. We thereby targeted the p53
pathway and reconstituted the functions by gene transduction with a few kinds of adenovirus vectors. The
adenovirally transduced cells showed apoptotic cell death accompany by phosphorylation of p53 and
dephosphorylation of pRb. We also found that bisphosphonates, commonly used for malignancy-linked
hypercalcemia and for osteoporosis, was highly cytotoxic to mesothelioma. The agent is inhibits
prenylation of small G proteins and subsequently suppress the functions. The cells treated with
bisphosphonates were subjected to apoptotic cell death with activation of the p53 pathways.
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