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IL-1 When radiation or surgery are not enough:
An overview and sequencing of systemic
therapies for recurrent, advanced and

metastatic prostate cancer.

Harvard Medical School / Brigham and Women's Hospital

Peter F. Orio II

Several novel agents have been released for the
treatment of castrate resistant and metastasic
prostate cancer. Addtional agents are in clinical
trial with emerging phase three data demonstrating
promising results. Exploration of the mechanism
of action of these agents as well as the sequencing
and the clinical roles these agents play will be
discussed. Emphasis on androgen deprivation
therapy with medical castration will be explored in
terms on timing as well as the use of gonadotropin-
releasing hormone (GnRH) agonists and antagonists.
The use of anti-androgens as they are related to
combined androgen blockage and duration will
be explored. As prostate cancer becomes castrate
resistant the understanding of the role androgens
have on simulating the growth of prostate cancer
has lead to the development of two new exciting
agents; Abiraterone (CYP17 gene inhibitor) and
Enxalutamide (disruptor of multiple sites of the
androgen receptor signaling pathway). Both
drugs have demonstrated a survival benefit in
clinical trials and their indications and use will be
discussed. The Dendritic cell vaccine Spuleucel-T
has also shown an overall survival benefit in
minimally symptomatic metastatic prostate
cancer. Additionally, chemotherapies such as
Cabazitaxel, a synthetic taxane derivative, has been
demonstrated to improve survival when compared
with Mitoxantrone in men who have progressed
after treatment with docetaxel. The toxicities and
benefits of chemotherapy will be explored. Early
access trials to Radium-223 (Alpharadin) have
opened for men with advanced prostate cancer
with multiple bony metastases, after a phase
three trial has demonstrates an overall survival
benefit compared to placebo. The properties of
this calcium mimic and half life will be explored.
Finally, experimental agents in early phase one
and two testing will be discussed to help gain an
understanding of the future of prostate cancer
treatment when primary therapies fail or when
patients present with advanced disease.
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