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20 July 1969: People around the world are glued to televisions
showing grainy images of Neil Armstrong, poised on the bottom
step of the Apollo 11 lunar module, as he utters the immortal
words: “That’s probably far enough. We’ve shown we can do it.
Let’s go home.”

Research that generates information that could improve the
human condition but is not properly tested in clinical trials can
be likened to landing on the moon and failing to take the final
one small step. Everything that has gone before—all the basic
and preclinical work, the grant applications, the dogged endur-
ance—is critical, but in a real sense it is all wasted unless the in-
formation is taken into a clinical trial so that we can discover
whether outcomes are improved. Imagine how much worse it is
to have the evidence and the means to improve outcomes but
not to use them.

It is now more than 7 years since the CHAARTED (E3805)
data were presented at the annual American Society of Clinical
Oncology meeting, showing a striking improvement in overall
survival with the addition of docetaxel to testosterone suppres-
sion for men with metastatic hormone-sensitive prostate can-
cer (1). These findings were supported by data from STAMPEDE
(2). Soon afterwards, benefits of similar magnitude were ob-
served with abiraterone (3,4), this time with no ambiguity over
whether the benefit was restricted to high-volume/high-risk
disease. The theme continued, with survival benefits in the
same context observed with addition to testosterone suppres-
sion of apalatumide (5), enzalutamide (6-8), and again with abir-
aterone (9,10). Of note, all these benefits are much greater in
magnitude than when the same agents are used in the castra-
tion-resistant setting. They were not the result of a lack of ac-
cess to or “stealing” benefit from subsequent life-prolonging
therapies. The treatments did not lead to meaningful detri-
ments in patient-reported health-related quality of life, and, for
most parts of the world, at least one of the additional therapies
(docetaxel) is relatively inexpensive and has a short duration of
treatment. Systemic management of hormone-sensitive pros-
tate cancer has taken a giant leap forward for the first time in
seven decades.

It would seem that all that remains is to decide which treat-
ment to add to testosterone suppression. This choice is mainly
dictated by availability and reimbursement. Some patients may
be too frail or have comorbidities that mean that one or another
of the available additional therapies may not be suitable for
them; for those men, testosterone suppression alone may still
be the best option. Such a situation might reasonably be
expected to be uncommon, and certainly all guidelines advocate
for the addition of one of the proven agents to testosterone sup-
pression where clinically appropriate (11-14).

In this issue of the Journal, Wallis et al. (15) describe a situa-
tion similar to the imaginary one at the start of this editorial but
taken a half-step further, analogous to the spacesuited leg wav-
ing just above the lunar dust. They report evidence from the
Canadian province of Ontario indicating that the clinical com-
munity has failed to take the necessary small step. This study
shows that of 3556 patients with synchronous, metastatic,
hormone-sensitive prostate cancer commencing testosterone
suppression in the 5 years after the CHAARTED data were pre-
sented, 78.6% were offered no additional treatment. Only about
11% received docetaxel, and a small proportion (1.5%) were in-
ferred to have received abiraterone acetate plus prednisone.
The survival of patients in this study was found to be lower
than in the relevant clinical trials. The survival outcome is prob-
ably to be expected because the reported population was older
overall (only those older than 65 years of age were included) and
otherwise may not be the same as those included in clinical tri-
als, although the reported Charlson comorbidity index mean
scores were low.

Canada is not alone in this pattern of care and the resultant
outcomes. Data from the US Veterans Health Administration
showed that 62% of patients received testosterone suppression
only (16). Another US study showed that 65% of patients did not
receive an agent shown to improve survival in addition to tes-
tosterone suppression (17). My own country of Australia, which
I would like to think is forward thinking and in favor of
evidence-based treatment, unfortunately showed similar
results: Only 33% of patients had docetaxel added to their treat-
ment in 2018, although the figure was higher (64%) in patients
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under the age of 70 years (18). The other agents are not yet reim-
bursed in Australia for this indication.

What could be the explanation? It cannot be lack of aware-
ness. The CHAARTED and STAMPEDE data for the addition of
docetaxel were promoted widely. Wallis et al. (15) show that
prescriptions of abiraterone increased slightly after the
LATITUDE data were presented, but docetaxel prescriptions de-
creased and against expectations that an even higher propor-
tion of patients overall received testosterone suppression alone.
Cost and other factors affecting access might be potential con-
siderations. Access to some of the therapies was and still is lim-
ited in many countries, but docetaxel is inexpensive and readily
available, and it is still recommended even in some resource-
limited countries (13,19). Wallis et al. contend that age affects
the mortality of these patients, which may be true. I would pro-
pose an alternative possible explanation: perhaps age biases the
treatment choices made by clinicians, and older patients some-
times may be inappropriately undertreated.

The problem may run even deeper than that. The TITAN trial
of apalutamide commenced recruitment in late 2015, yet only
11% of participants received docetaxel before commencement
of study therapy (5). Similarly, the ARCHES trial of enzalutamide
commenced recruitment in 2016, yet only 18% of participants
received docetaxel (6). These findings suggest that even those
clinicians engaged in research and generating evidence were
frequently unwilling to use docetaxel in many patients who
were fit to receive it, despite the convincing evidence available
at the time. In contrast, 45% of patients in ENZAMET received
docetaxel concurrently with enzalutamide, with even higher
uptake in the subgroup with high-volume disease (20). Survival
outcomes in the control arm of ENZAMET were similar to those
of the experimental arm of CHAARTED (8). The PEACE-1 trial
(NCT01957436) was amended in 2017 to require docetaxel in the
standard-of-care arms (9), and the ARASENS trial (NCT02799602,
yet to be reported) used docetaxel for all participants. It is en-
couraging to see the evidence now being built into the design of
control arms in pivotal trials.

What conclusions can we draw? We know the data. We can
see the quantitative and qualitative advantages of using these
therapies earlier rather than waiting for castration resistance to
develop. Could it be that oncologists around the world are sim-
ply too entrenched in their ways to alter practice, even when
clear and convincing evidence exists to show that we can do
much better? We have been called to a “cancer moonshot” (21),
but perhaps what we really need is a “groundshot” (22) that
gives uniform access to treatments that are known to work.
This shift will result in better care and better outcomes, not just
more technology or data that are never used.

US President John F. Kennedy said in his famous speech that
“we choose . . . to do the other things, not because they are easy,
but because they are hard.” This is not hard. Changing our prac-
tice should not be a giant leap. It’s one small step for a huge
benefit. Let us finally take it. Neil would expect nothing less.
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