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Do We Need the Final Results of the ERSPC Trial?
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The oncologic community eagerly awaits the final
results of the two important international screening
studies for prostate cancer (Prostate, Lung Colo-
rectal and Ovary [PLCO] and European Randomized
Study of Screening for Prostate Cancer [ERSPC]). In
the report by de Vries et al. in the current issue of the
journal [1], the investigators of the ERSPC trial
publish for the first time results regarding overall
and disease-specific survival in the screening arm of
the Rotterdam section of the trial compared to
historical controls.

The 1014 patients with prostate cancer detected
by screening are compared with a control group
from the Dutch cancer registry of the same region.
After a median follow-up of 5 yr, only 20 patients
(2%) had died from prostate cancer. The comparison
with the control group of patients diagnosed with
prostate cancer between 1996 and 1998 reveals a
difference of 15.6% in favour of the screened
population. Of importance, this control group is
not at all identical with the ERSPC control group.
However, the 97.7% rate of disease-free survival of
the 1014 patients is in line with the currently
published rates in patients with localised disease [2].

The authors conclude that patients within a
screening program have a higher overall survival,
which is not surprising because the patients see
physicians more frequently. They further conclude
that patients with screening-detected cancers are
most unlikely to die from prostate cancer within
5 yr. This again is not surprising because the ERSPC
investigators have already stated that the rate
of favourable tumours within screening-detected
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cancers is much higher compared to the control
group [3]. Therefore, this effect is completely
explained by lead-time bias. Their last conclusion
is that due to the limited number of prostate cancer
deaths because of the high numbers of favourable
cancers, the final evaluation of the ERSPC program
may take longer than 10 yr. This, of course, is
disappointing for the urologic community.

This conclusion describes the problems of a trial
that started randomisation in 1993 and finished
enrolment in 1999. Within this time period, the 5-yr
disease-specific survival rates of prostate cancer
patients had improved significantly. This is nicely
shown in Fig. 2B of the article [1] in the current issue.
From an approximately 70% disease-free survival
(DFS) rate in the population 1988–1991, this percen-
tage increased to 82% DFS for the population 1996–
1998 and 88% in the population diagnosed at the end
of the enrolment (1999–2001). The DFS of the ERSPC
control group is not revealed yet for obvious reasons,
but the main problem will be that there is an
increasing contamination of the control group by
prostate-specific antigen (PSA) testing from the
early 1990s to 2000. In the final years of the
enrolment, the control group certainly did not differ
from the screened group as it did 6 yr before. This
may diminish the difference in DFS rates. The
second problem may be the high rate of detection
of favourable tumours by screening as described
earlier [3,4]. The third problem is the high rate of
treatment in patients who may be candidates for
active surveillance. At the time when the trial
started, only a few patients were offered active
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surveillance. After the publication of the Canadian
group regarding the favourable results of surveil-
lance, this treatment strategy emerged [5]. Nearly
one third of patients in this ERSPC group with
screening-detected cancers would have been can-
didates for active surveillance [6]. However, 90% of
patients chose active treatment with a somewhat
higher chance of side-effects. For example, of the 20
patients who have died from prostate cancer in this
publication, 4 died after radical prostatectomy but 2
of these 4 died perioperatively. Seventeen of 20
patients who died from prostate cancer had high-
risk features. Only 10% (n = 100) of patients voted for
watchful waiting. Therefore, the changing treat-
ment options in the last 5 yr will certainly become a
problem in the interpretation of the ERSPC trial
results. If the trial fails to show a superiority of
screening in terms of mortality, people will argue
that in recent years many had an opportunistic
screening (currently an estimated 7%). If the trial
shows the superiority of screening in terms of
mortality, people will argue whether a rigorous
active surveillance strategy instead of a mere
control group would be the easiest solution for the
problem and that this strategy had been underused
during the time of enrolment. With an even longer
follow-up, the problems will not disappear.

Of importance, this trial delivers repeatedly
valuable information on the changes of prostate
cancer management in the 1990s with strong
implications for treatment. Before the final results
will be published, this trial yields results that
influence treatment decisions of today, for exam-
ple, baseline PSA, frequency of PSA values to
exclude progression, and cut-off levels of PSA.
Nearly all patients who are in danger of dying from
prostate cancer within 5 yr have Gleason 4 + 4 or
higher differentiation, only 15% of patients with
favourable parameters and active surveillance
need deferred treatment, and thus the overall
disease-specific survival at 5 yr currently is nearly
100% [2]. Screening or not is mainly a health policy
issue. For most men, an early PSA value at the age
40–45 yr is important [7]. With standardisation in
the diagnosis and implementation of active sur-
veillance, most of the important problems appear
in the patients with locally advanced or metastatic
disease. During the last years the number of
patients with the primary diagnosis of a metastatic
prostate cancer has decreased. Thus, at the time
when the screening results are available, the
potential screening population will have changed
with most of the men already knowing their PSA
value and acting accordingly. The ERSPC trial has
already provided the uro-oncologic community
with such valuable information that the planned
publication should not be delayed. Remember the
Holmberg data that were derived from a completely
different staging era when the diagnosis by trans-
urethral resection was common [8]? At the time of
publication this time lag certainly influenced the
interpretation of the results in terms of translation
to the current clinical situation. This should be kept
in mind if the conclusion is drawn that the final
results of the screening trials will take longer then
expected.
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