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An evaluation of the treatments available in
2013 for men with metastatic prostate cancer
that has progressed with castrate levels of testosterone shows that there are six agents that
have been proven to prolong life. Of particular
interest as we determine how to utilize these
agents to maximize patient benefit is to recognize that these six agents target diverse aspects
of the malignant process that contribute to
prostate cancer growth and spread. Docetaxel
and cabazitaxel are cytotoxic agents that interfere with the mechanics of cell division and
replication [1-5]; the alpha emitter Alpharidin
(Radium-233 chloride) targets the bone microenvironment [6]; sipuleucel-T is the first therapeutic cancer vaccine approved by the United
States Food and Drug Administration (FDA) [7];
while abiraterone acetate [8] and enzalutamide
[9] are hormonal agents that target two oncogenic drivers of growth: increased androgen
biosynthesis and overexpression of the androgen receptor [10].
Our understanding of the biology of
advanced prostate cancer has not only led
us to reclassify metastatic hormone refractory prostate cancer (mHRPC) as metastatic
castrate-resistant prostate cancer (mCRPC), it
has also opened up a therapeutic avenue for
that subset of mCRPC patients whose tumors
remain dependent on the androgen receptor
(AR) and AR signalling. These patients, previously categorized as hormone refractory—
implying that they would no longer respond to
a “hormonal” treatment—can now receive a
safe and life-prolonging hormone treatment.
There is a recognition that there are different clinical subtypes based on the pattern of
spread, which are also underpinned by diverse
disease biology. Different drugs are needed for
different subtypes, while our increased understanding is also providing insights into the
development of combinations that are likely to
be more beneficial than either drug alone.

Clinical Research to Clinical
Reality: Adjust the Mindset!

The successful demonstration of a survival
benefit in recent large-scale phase III clinical
trials has enabled effective therapies to move
from the research arena into clinical practice.
Key questions now are which agents are most
likely to benefit which patients and in what
sequence? Here, it is important to learn from
our experience with docetaxel, where its success as a front-line monotherapy prompted
an ever-increasing number of combination
approaches, none of which demonstrated
increased efficacy, with some even resulting in
poorer overall survival [10].
A second lesson is that in spite of the
promise of genomic signatures (none of which
have been definitively proven to predict for
response in an individual), it is essential that
we consider clinical information—the routine
“biomarkers” that are readily available at no
additional cost that we use in daily practice.
An example is performance status, a “human
biomarker” that may not have the same aura
as a genetic signature, but which we use intuitively when considering a therapy that may
offer the chance for a superior outcome at
the risk of greater toxicity [11]. Ultimately,
treatment is guided by prioritizing the unmet
needs of the individual patient. All patients
want a treatment that can prolong life, but
for a patient experiencing severe pain, a therapy that can provide immediate relief of the
pain takes the highest priority. In this setting,
mitoxantrone plus prednisone and docetaxel
can be utilized, or alpharadin if the pain is confined to bone.

Getting It Right: Right Patient,
Right Treatment, Right Time

With the expansion in treatment options
for the management of mCRPC, clinicians face
an emerging challenge in deciding which therapeutic approach will work for which subgroup of patients. The sequencing of treatment combinations represents a crucial facet
© Society for Translational Oncology 2013

Scher

			

2

of our new therapeutic algorithm. Docetaxel still represents a critical component of this algorithm, but the increasing use of AR and AR-signaling targeted approaches will
undoubtedly lead to a later use with cytotoxic therapies.
Sequencing approaches will also be guided by the
influence of the first therapy given on the biology of the
relapsing disease. A number of studies have indicated that
this may have particular relevance in patients receiving
therapies involving both abiraterone acetate and enzalutamide [12, 13]. The recent observation that abiraterone
acetate activates glucocorticocoid receptor signaling, leading to resistance to enzalutamide (V. Arora and C.L. Sawyer, unpublished data), is also relevant to the sequencing
approach employed when using these two hormone/hormone receptor targeting agents.

The Way Forward: Harnessing the
Therapeutic Arsenal

We are now in the unique position of having many options
with proven benefit, the result of well-designed definitive tri-

als of agents directed against different aspects of the malignant process that contribute to prostate cancer growth. The
progress of the last few years is unprecedented. How we harness this therapeutic arsenal will influence our ability to further improve the quality and prolong the duration of life of
prostate cancer patients.
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