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TREATMENT FOR CASTRATION-RESISTANT PROSTATE CANCER
IN THE ERA OF UPFRONT THERAPY
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Abstract :

The primary treatment for metastatic prostate cancer had not shown any significant improvement in
outcome for many years since the Huggins report on hormone therapy. However, in recent years, a
significant survival benefit has been demonstrated with the addition of docetaxel or novel androgen receptor
(AR)-targeting agents (abiraterone, enzalutamide, apalutamide) to castration for metastatic hormone-sensi-
tive prostate cancer. This change in treatment regimen for hormone-sensitive prostate cancer will also
lead to a change in the treatment landscape for castration—resistant prostate cancer (CRPC) in terms of
cross—resistance. Actually, re—challenge of docetaxel therapy for CRPC after upfront docetaxel therapy
has been reported to have limited efficacy. Also, the use of alternative therapy with AR-targeting agent
after upfront novel AR-targeting agent is also thought to have limited therapeutic efficacy due to
cross—resistance. Therefore, CRPC treatment after upfront therapy should utilize therapies which have a
distinct mode-of-action. On the other hand, in addition to radium-223, novel therapeutic agents based on
companion diagnostics have been developed in recent years and are expected to lead to an increase in
therapeutic options. Thus, in the coming new era of CRPC treatment, we need to construct a novel

treatment strategy for CRPC.
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