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ntil recently, the urologist’s active involvement in
l , the care of a patient with advanced prostate can-
cer is confined to the administration of androgen
deprivation therapy (ADT). With the development of castra-
tion resistance, the urologist either initiates a referral to a
medical oncologist or simply continues with ADT through
inexorable disease progression and the eventual demise of
the patient. Following a prolonged draught, there has been
a recent deluge of approved therapeutic agents for advanced
stage prostate cancer, thanks to several positive clinical trials
yielding high-level evidence and strong recommendations on
which to base management decisions (TAX- 327, COU-301,
AFFIRM, COU-302, PREVAIL, TROPIC, ALSYMPCA etc).

The 2015 joint-CUA-CUOG Guidelines document for the
management of castration-resistant prostate cancer (CRPC),
coauthored by a multi-disciplinary group of Canadian opin-
ion leaders and published in this issue of CUAJ, is very
timely and should serve as a practical up-to-date reference
for urologists and oncologists.” The urologist can readily
consult and navigate through the document based on the
patient’s status: non-metastatic versus metastatic, chemo-
therapy naive versus post-chemotherapy, prior treatment
versus no exposure to any androgen receptor (AR) targeted
therapy, and minimal/no symptoms versus symptomatic.

However, in spite of this cornucopia of new evidence
and options, much remains to be researched.

The concluding sentence of the document rightly states:
“Because CRPC remains an incurable and ultimately fatal
illness, inclusion of patients in clinical trials remains para-
mount.”’ For instance, as stated in the Guidelines, there is
no standard of care and no approved regimen in MO CRPC.
“MO0” is logically an “ideal” stage for Phase I, Il and Il trials

because typically patients are asymptomatic, with excellent
performance status and can usually tolerate and complete
the investigational therapy well. Most importantly, patients
are more likely to accept double-blind randomization at
this stage, since they correctly perceive “they have little to
lose,” even if randomized to the placebo arm.

Still with MO CRPC, the Guidelines document states “the
role of magnetic resonance imaging (MRI) and positron
emission tomography (PET) is unclear.”" Although beyond
the mandate and scope of this exercise, the evolving role
and utility of newer imaging modalities such as MRI, PET,
and especially co-registered imaging such as PET/computed
tomography (CT), in the detection of skeletal and visceral
metastases, merit some discussion. Traditionally, the defini-
tion of “M0” disease is based on negative findings on conven-
tional planar bone scintigraphy and for visceral metastases,
CT. Changes from metastatic osseous disease on MR, in fact,
occur early and can be visible as displacement of bone mar-
row, denoted by signal loss on T1, in contrast to surrounding
uninvolved fat marrow tissue with high signals. Thus MRI
has been shown to out-perform bone scan in the detection
of early “occult” osseous metastases. Similarly, '®F-choline
PET and ""C-choline PET have both been shown to identify
more patients with osseous metastases than standard *"Tc-
MDP bone scan, since their radioactive tracer is fixed at the
bone involvement site. Furthermore, co-registered imaging,
such as PET/CT, provides superior functional and anatomic
information for more accurate staging of advanced prostate
cancer,? facilitating proper choice of therapy.

Another important statement in the Guideline document
is “The optimal sequence of available options remains
unknown.”" In the absence of reliable predictive biomark-
ers, the clinician faces a grave challenge of identifying
patients who would likely derive more benefit from the
novel AR-targeted agents or from chemotherapeutic agents,
thus affecting the initial choice of therapy. An example of
a promising marker is AR-V7 found in circulating tumour
cells.> Androgen receptor splice variant-7 is a truncated
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form of the AR without the ligand-binding domain (the
therapeutic target of abiraterone as well as enzalutamide).
Prostate cancer which expresses AR-V7 has been shown to
respond poorly to both abiraterone and enzalutamide, and
hence this biomarker may be useful as a therapeutic guide.?
Compounding the challenge for clinicians is the fact that
exposure to certain agents and progression in disease course
often both lead to altered expression of various biomarkers
and altered tumour response to various drugs, which then
affects the choice of second-and third-line therapy. Ongoing
research in predictors of response and mechanisms of resis-
tance should hopefully help determine the choice and the
optimal sequence of therapy.

This Guidelines document should serve as a useful com-
pendium for urologists and oncologists who manage patients
with advanced, and in particular, CRPC. However, to gener-
ate more high-level evidence leading to further improvement
in patient care and outcome, the importance of clinician
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engagement, as well as encouragement of patient participa-
tion, in clinical trials has to be emphasized.
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