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Biochemical failure: role for early hormonal therapy
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PSA-only recurrence is a common problem
in prostate cancer, with an estimated
30 000–60 000 cases presenting each year.
A PSA-only recurrence is defined as the
reappearance of significant PSA levels after
radical prostatectomy or radiation therapy;
however, the levels required to diagnose
PSA-only recurrence vary among institutions
and range mostly from 0.2 to 0.4 ng/mL.
Extensive clinical review has prompted
suggestions of using a 0.4 ng/mL as the
threshold [1].

responses to radiotherapy [4]. Other variables
used to establish the significance of a PSAonly recurrence include the time to recurrence
(within or after 1–2 years) and the rate of
change of PSA. The Center for Prostate
Disease Recurrence (CPDR) data show that
disease-free survival markedly differs in
patients with a PSA-doubling time of > or
<12 months (Fig. 1). Overall, the main factors
that help to distinguish between local and
distant recurrences are summarized in
Table 1.

However, not all detectable PSA levels indicate
clinically relevant disease. Often PSA levels are
increased at the margins and apex, or in
benign prostatic tissue after radical
prostatectomy, while detectable urinary levels
have been found in patients undergoing
radical retropubic prostatectomy or from
ectopic (urethral, bladder, spleen, perivesical)
prostatic tissue. In the case of radiation
therapy, the ASTRO definition of PSA failure
is used [2], although the nadir PSA level is
also a good indicator of success or failure,
with recommended reference values of
<0.2–0.5 ng/mL [3].

For the use of radiation therapy after radical
prostatectomy, most studies support waiting
until there is an increase in PSA. The results
from a major South-west Oncology Group
(SWOG) trial that may help to clarify the issue
of immediate postoperative vs delayed
radiation at the time of PSA recurrence are
pending. For those who receive salvage
radiotherapy for PSA recurrence, studies seem
to suggest a positive role for radiation therapy

When a patient develops a PSA-only
recurrence it should first be determined
whether it is a local or distant recurrence.
Standard imaging techniques are often of
little use in reliably diagnosing localized
tumours in the pelvis or other localizations.
111
In-capromab pendetide-based ProstaScint®
scans are also rarely useful, although some
studies suggest that they may better predict
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Hormonal therapy has been suggested as
one treatment approach for PSA-only
recurrence, but no definite information
on timing is available, and decisions should be
balanced with quality-of-life considerations.
Pros and cons for early and delayed hormonal
therapy have been proposed; few trials
have shown a survival benefit for early
treatment, while major trials have shown
no benefit. However, a major Medical
Research Council (MRC) study showed a
benefit of early hormonal therapy in
preventing overall and prostate cancerrelated death in men with advanced
prostate cancer (Fig. 3) [6]. Early treatment
was also associated with reduced risks for
spinal cord compression, ureteric obstruction,
extraskeletal metastasis and requirements for
TURP (Fig. 4) [6].

Distant
Gleason score >7
Seminal vesicles positive
Nodes positive
PSA <1 year
PSA velocity >0.75 ng/mL
PSA doubling <6 months

TABLE 1
Local vs distant recurrence;
the main indicators

FIG. 2. Cumulative disease-free survival after radiation therapy in patients with PSA levels of > or <2 ng/mL.
Reproduced with permission from [5].

FIG. 1. Progression to metastatic disease in relation
to PSA doubling time according to the CPDR
database.
100

with doses of at least 6600 cGy, and
treatment is more effective at the lowest PSA
levels (Fig. 2) [5].
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FIG. 4. The incidence of complications in patients
receiving immediate or delayed hormone therapy.
*P < 0.05 vs delayed treatment. Reproduced with
permission from [6].
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FIG. 3. All-cause and prostate cancer-related deaths
(top) and cumulative disease-free survival (bottom)
in patients receiving immediate or delayed hormone
therapy *P < 0.01 and P < 0.001 vs immediate
treatment. Reproduced with permission from [6].
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