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IN THE LITERATURE

In patients with early prostate cancer,

is surgery better than watchful waiting?

Bill-Axelson A, Holmberg L, Ruutu M, Haggman M, Andersson
SO, Bratell S, et al; Scandinavian Prostate Cancer Group Study No.
4. Radical prostatectomy versus watchful waiting in early prostate
cancer. N Engl ] Med 2005;352(19):1977-84.

Background: Two strategies to
manage early prostate cancer are
in common use: radical prosta-
tectomy (RP) and watchful wait-
ing (WW). Which of them re-
sults in better long-term survival
has yet to be shown.

Design: A randomized, multi-
centre trial was conducted by
the Scandinavian Prostate Can-
cer Group, beginning in 1989. A
total of 695 patients no older
than 75 years who had clinical
stage T'1b, Tlc or T2 prostate
cancer that was well or moder-
ately differentiated, were fit for
surgery and had an estimated
life expectancy of at least 10
more years were randomly as-
signed to the RP group (347
men) or to the WW group (348
men). Death due to prostate
cancer was the end point of pri-
mary interest; metastasis-free
survival, local progression and
overall mortality were secondary
end points. Initial results were
reported in 2002 after a median
follow-up of 6.2 years; the cur-
rent article describes outcomes
after 3 more years of follow-up.

Results: After a median follow-
up of 8.2 years, lower rates of
adverse outcomes were associ-
ated with RP (Table 1): risk for
disease-specific mortality was
reduced by 44% relative to the

Table 1: Results at 5 and 10 years of follow-up for
patients with early prostate cancer treated with radical
prostatectomy (RP) or watchful waiting (WW), in %

At 5 yr At 10 yr
Outcome RP  WW RP WW pvalue
Disease-specific mortality 2.3 4.3 9.6 149  0.01
Distant metastasis 8.1 9.8 152 254 0.004
Local progression 8.1 272 19.2 443 <0.001
Overall mortality 78 9.8 270 32.0 0.04
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WW group; distant metastases,
by 40%; local progression, by
67%; and overall mortality, by
26%. When compared with the
findings at 5 years of follow-up,
outcome differences between RP
and WW treatment continued
to widen for all 4 end points. In
prespecified subgroup analyses,
men aged 65 years or older
showed no significant decrease
in disease-specific mortality
after RP; the benefit was un-
affected by Gleason score or
prostate-specific antigen level at
entry. Long-term complications
from RP were not reported.

Commentary: This article re-
ports the results after an exten-
ded follow-up period of a sem-
inal clinical trial in early
prostate cancer.' The original
study results revealed statistical-
ly significant reductions in dis-
ease-specific mortality and
metastases with surgery, but no
effect on overall survival. With
longer follow-up, the current
results provide high-quality evi-
dence in favour of surgical ther-
apy for early prostate cancer.

When we consider how the
results of this trial might affect
the management of a man with
newly diagnosed early prostate
cancer, 3 issues arise. First, most
men in this trial had palpable
(stage T2) disease and mean
prostate-specific antigen levels
of 12-13 pg/L. In comparison,
most men diagnosed in North
America (with its much higher
penetration of screening) have
impalpable (T'lc) disease with
lower levels of prostate-specific
antigen. Thus, whether the ben-
efits found in the study popula-
tion would be equally impressive
in men with even earlier disease
is unknown.

Second, this study excluded
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men with high-risk prostate
cancer, who generally have stage
T2c tumours and Gleason
scores of 8 to 10, and are much
more likely to die from prostate
cancer within 5 years of diagno-
sis.? Although such men are
generally treated aggressively,
with combinations of surgery or
radiation therapy plus adjuvant
hormonal therapy, there is no
evidence from randomized trials
supporting the superiority of
this approach over WW.

Third, whether similarly im-
pressive benefits in end-point re-
duction would be seen with radi-
ation therapy (either external
beam or brachytherapy) is also
unknown, even though in On-
tario more men receive radiation
therapy than surgery for the
treatment of prostate cancer.’

Practice implications: This
high-quality trial provides fur-
ther evidence of benefit from RP
compared with WW in reason-
ably healthy men up to age 75
with early prostate cancer.
Whether similar benefits can be
found with radiation therapy or
in men with more aggressive dis-
ease remains to be established.
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