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Development of targeted therapy to overcome drug resistance in malignant
mesothelioma
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We established pemetrexed (PEM)-resistant mesothelioma cells which did not
show any increase of the relevant enzyme activities. We found that expression of CARP was elevated
in the PEM-resistant cells with a microarray and Western blot analysis. However, down-regulation of
CARP expression with si-RNA did not influence the PEM resistance.Next, we found increased
phosphorylated AMPK and p70S6K levels in PEM-resistant cells, and PEM stimulation augmented these
phosphorylation. An AMPK activator increased PEM resistance in the parent cells and an inhibitor

decreased PEM resistance of the PEM-resistant cells.
These data indicated that constitutive activation of AMPK was associated with PEM resistance.
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inhibitor produces cytotoxicity in a
p53-independent manner but achieves
synergistic actions  with MDM2
inhibitors. 75
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