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Investigation of the molecular mechanism mediating the acquired resistance to
docetaxel in castration-resistant prostate cancer and the development of the

novel therapy targeting this mechanism
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A parental human CRPC cell line, PC3 (PC3/P) was continuousl¥ exposed to
increasing doses of docetaxel, and cell line resistant to docetaxel, PC3/R, was developed. There
were no significant differences in sensitivities to cabazitaxel, between PC3/P and PC3/R. In PC3/P,
both docetaxel and cabazitaxel markedly inhibited the expression levels of phosphorylated Akt and
p44/42 NMAPK. In PC3/R, however, phosphorylation of Akt and p44/42 MAPK were maintained following
treatment with docetaxel, whereas treatment with cabazitaxel resulted in the marked down-regulation
of phosphorylated Akt, but not that of p44/42 MAPK. Antitumor activity of cabazitaxel in CRPC cells
even after the acquisition of resistance to docetaxel could be explained, at least in part, by the
inactivation of Akt, persistently phosphorylated following treatment with docetaxel.
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