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Mechanism for natural resistance of melanoma cells against anti-tubulin drugs

Yasuhira, Shinji

3,800,000

We made an attempt to elucidate mechanisms for common natural resistance of
melanoma against paclitaxel by studying relationship between acute apoptosis and loss of clonogenicity
after the drug treatment. Propensities to apoptosis of several melenoma cell lines were stronglK
correlated with expression of anti-apoptotic proteins, and forced down-regulation of them remarkably
increased occurrence of apoptosis. Low propensity to apoptosis, however, did not necessarily lead to an
increased colony-forming ability. Most of these apoptosis-resistant cells underwent either abnormal
division or mitotic slippage and eventually lost clonogenicity after paclitaxel treatment. Slipped cells
often showed apoptosis-like morphology, while they did not show any signs of mitochondrial outer membrane
permeabilization and showed only weak degree of caspase activation. Our results suggest that reluctance
to apoptosis is unlikely to be a main cause for paclitaxel resistance.
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