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Because an increased prostate-specific antigen (PSA) level
arouses fear in patients, many physicians have been
tempted to use androgen-deprivation therapy (ADT) in a
wide variety of prostate cancer (PCa) situations where its
benefit is unproven and where it may even be harmful. A
typical example is that of elderly patients with good-risk
localized disease. As the gene for PSA, kallikrein-related
peptidase 3, is downstream of the androgen receptor, ADT is
indeed capable of inducing dramatic declines in serum PSA
in these patients (and, hopefully, capable of allaying patient
fears), albeit with no proven clinical benefit.
In this issue of the journal, Lu-Yao and colleagues report
on a large survey of US Medicare patients aged 66 yr, with
localized PCa, and who had received ADT without a local
treatment [1]. In a subgroup of this elderly population
(median age: 78 yr) with low-risk localized PCa, slightly
more patients who had initially been treated with ADT had
subsequently required chemotherapy for their PCa (0.9 vs
0.7 per 100 patients per year for patients who had not
initially received ADT).
There are obvious inherent potential biases in this
nonrandomized retrospective study, one of the main ones
being that the use of ADT in a given patient may well have
been driven by reasons not captured in the Surveillance
Epidemiology and End Results–Medicare files. Not unexpectedly, clear imbalances were found between the two
groups of patients (with and without ADT) regarding stage
(T1: 30% vs 49%), prognostic groups (good risk: 59% vs 85%),
and age (median: 80 vs 77 yr). The authors tried to
circumvent these imbalances by conducting their analysis
among risk groups. However, a major potential bias derives
from the fact that baseline PSA level was also imbalanced
between groups. As serum PSA level is a recognized
prognostic factor in localized disease, independent of the
T stage and the Gleason score, one would assume that it may
well have played a major role in the decision to prescribe

ADT. For example, a 78-yr-old patient with a T2 Gleason 7
PCa would have been more likely to receive ADT if his serum
PSA level were 100 ng/ml than if it were 6 ng/ml. If so, it is
no wonder that the probability of clinical progression and,
thus the need for subsequent therapies, was found to be
higher in the first case, with likely no relationship with the
use of ADT but rather with cancer bulk and aggressiveness.
Moreover, the definition of risk-group distribution is
unclear. In the low-risk group, the reported mean PSA level
for patients who had received ADT was 11.2 ng/ml, which
indicates that the majority of patients had a baseline PSA
level >10 ng/ml, although this is the usual cut-off threshold
for the definition of a low risk. A classic bias is found in
multiple analysis, and it is noteworthy that among at least
eight analyses examining patient outcomes and the need for
subsequent treatments, only the one that focused on the use
of chemotherapy reported an apparent significant difference.
Finally, when one considers the curves reported in
Figure 1 in the article, the actual apparent differences in the
incidence of subsequent treatments (eg, chemotherapy)
between the two treatment groups (ADT or no ADT) was
minimal (0.2% per person/year), making this result even less
robust and more sensitive to potential biases. Such a tiny
difference would have been challenged as borderline
clinically relevant if the results had been obtained in a
well-conducted, randomized, phase 3 trial. That they were,
in fact, obtained in a nonrandomized retrospective study
with potential issues about prognostic assessment and
major imbalances between groups indicates that the level of
evidence is quite low.
Nevertheless, even if the authors’ analysis has flaws and
potential biases, their main message may, at least, be
partially valid: The use of ADT in elderly patients does
not eliminate the risk of subsequent recourse to more
aggressive therapy when PCa progresses from local to
advanced disease.
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In the literature, the subgroups of patients identified
with evidence-based, proven, clinical benefit from ADT are
simply those who fulfilled the following two conditions:
(1) a PCa that is aggressive enough to be potentially lethal
and (2) a likelihood of a life expectancy that encompasses
the time it would take for PCa to induce death, or at least
symptomatic metastases. The following data obtained in
randomized trials support this statement:
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Recent surveys indicate that in the United States,
approximately 15% of patients who receive ADT do not fit
into a subgroup of patients with a recognized indication
according to guidelines [9]. The paper by Lu-Yao and
colleagues reminds us that more efforts should be expended
to better adhere to indications for the use of ADT.
Finally, in patients with high-risk disease in whom ADT
is being considered, it is also of major importance to remind
physicians of the recently demonstrated role of local
treatment in overall survival, among other outcomes [10].
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We thank Dr. Fizazi for his thoughtful comments [1]. As noted
by Dr. Fizazi, bias can be common in nonrandomized studies
and, in many instances, can markedly limit the ability to
derive scientifically correct conclusions upon which to base
patient care. Many statistical approaches have been devised
to account for potential biases, but in general most of these
methods require that a bias be recognized and data on
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