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ORE than ever, it is important to establish de-
finitively whether aggressive management of lo-

calized prostate cancer reduces the rate of death due
to prostate cancer, because this tumor is now the sec-
ond leading cause of cancer-related death among men
in the United States.
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 The treatment of early prostate
cancer, which has been the subject of great controver-
sy for years, was well summarized by a question raised
by Whitmore: “Is cure necessary in those in whom it
may be possible, and is cure possible in those in whom
it is necessary?”
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 In this issue of the 

 

Journal, 

 

a land-
mark study conducted by Holmberg et al. of the Scan-
dinavian Prostatic Cancer Group
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 provides the first
concrete evidence we need to answer Whitmore’s
question. The Scandinavian group conducted a ran-
domized trial in which radical prostatectomy was com-
pared with watchful waiting for localized prostate
cancer. After eight years of follow-up, surgery had re-
duced cancer-specific mortality and the frequency of
development of distant metastases by about 50 per-
cent. For the first time, and after a surprisingly short
follow-up period, we have clear evidence that surgical
treatment of localized disease reduces the risk of death
from prostate cancer.

Holmberg et al. found no difference between the
two groups of patients in overall mortality, and the
absolute reduction in cancer-specific mortality at eight
years was only about 7 percent. However, an excess
risk of death from prostate cancer persists for 20 to
25 years after diagnosis, and in a study from Sweden,
63 percent of conservatively treated men who lived
longer than 10 years after receiving the diagnosis even-
tually died of prostate cancer.
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 In the trial by Holm-
berg et al., there was a 14 percent absolute reduction
in the rate of development of distant metastases in the
surgery group as compared with the watchful-waiting
group after eight years of follow-up. Given that the
median survival of men with distant metastases is only
two to three years, I anticipate that with longer fol-
low-up, the difference in mortality found by Holm-
berg et al. will increase.

During the past 20 years, the number of radical
prostatectomies performed in the United States has
risen dramatically, peaking at 104,000 in 1992 to
1993.
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 The estimated number of deaths from prostate
cancer has declined from 40,400 in 1995 to 30,200
in 2002. It is difficult to know whether these two

M

 

phenomena are related, but between 1983 and 1991,
the proportion of men 60 to 79 years of age with pros-
tate cancer who were treated surgically increased rap-
idly.
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 Men in this age group also had the greatest de-
cline in mortality due to prostate cancer, which was
lower in 1997 than it had been in any year since 1950.
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Quality of life in men who enrolled in the Scandi-
navian trial was evaluated approximately four years af-
ter randomization, reported in this issue of the 

 

Jour-
nal 

 

by Steineck et al.
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 Although base-line data were
not collected prospectively, men in the surgery group
had higher rates of erectile dysfunction and urinary
leakage but a lower rate of urinary obstruction than
men in the watchful-waiting group. Before 1980, rad-
ical prostatectomy was associated with severe compli-
cations: excessive life-threatening bleeding was com-
mon, and after the operation, all men were impotent
and 10 to 25 percent had severe incontinence. How-
ever, anatomical discoveries made during the past 20
years have led to considerable refinements in surgical
technique. Among men who are ideal candidates for
radical prostatectomy (who are less than 65 years of
age, with localized disease and no coexisting condi-
tions), experienced academic urologists report poten-
cy rates of 62 to 86 percent and continence rates of
92 to 95 percent.
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 Other centers and surveys of in-
dividual surgeons, however, report potency rates of
10 to 30 percent and continence rates as low as 50
percent.
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In the Scandinavian trial, nerve-sparing surgery was

not routinely performed. Furthermore, many patients
in this trial were older than 65 years of age and thus
more likely to have incontinence and impotence; 28
percent received hormonal therapy during follow-up.
These factors — lack of standardized nerve-sparing
surgery, older age, and the use of antiandrogen ther-
apy — may explain why the frequency of complica-
tions of radical prostatectomy in this trial was higher
than one might have expected if the procedure had
been performed uniformly at a high-volume center.
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Steineck et al. also found that patients in the watch-
ful-waiting group had more erectile dysfunction and
urinary leakage than would be expected in a control
population, suggesting that local tumor progression,
which occurred in 60 percent of the patients in the
watchful-waiting group, or the treatment of progres-
sive disease can also have side effects. As the authors
of the study point out, a man evaluating treatment
strategies for localized prostate cancer must recog-
nize that all options can jeopardize his quality of life.

It is important to note that in this study, the diag-
nosis of prostate cancer was made clinically; 75 per-
cent of the patients had palpable disease, and only 10
percent of the cases were diagnosed because of an el-
evated prostate-specific antigen level. These men are
therefore not representative of most patients seen to-
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day in the United States, where 75 percent of men
who receive a diagnosis of prostate cancer have non-
palpable disease and undergo a biopsy because of an
elevated prostate-specific antigen level. Consequent-
ly, the lead time in diagnosis (probably five years or
more) must be taken into account before the findings
from this study can be applied to contemporary pa-
tients.
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 Fortunately, several relatively advanced stud-
ies evaluating the efficacy of screening are under way
in the United States and Europe, and they may have
the statistical power to show definitive results by 2005
to 2008.
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 Furthermore, the Department of Veterans
Affairs has just closed enrollment for a trial in which
731 patients were randomly assigned to radical pros-
tatectomy or watchful waiting. In this trial, 50 per-
cent of the participants have nonpalpable disease.
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How should the results of the Scandinavian study
influence the advice we give to patients? Specifically,
should no one be followed with watchful waiting?
Should all patients undergo radical prostatectomy? The
answer to both these questions is a categorical “no.”
There have always been, and always will be, many men
who are best served by watchful waiting. They are the
patients who are too old or too ill to survive longer
than 10 years. If their cancer progresses to the point
where it causes symptoms, there are many ways to pal-
liate the disease. Furthermore, in the era of prostate-
specific antigen screening, 10 to 20 percent of men
with nonpalpable disease have small tumors and may
also be candidates for watchful waiting. Criteria have
been established to help identify such men.
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 For pa-
tients with larger tumors, definitive treatment with
surgery, external-beam radiotherapy, or interstitial ra-
diotherapy should be considered. In a young man with
localized prostate cancer who is otherwise healthy,
total surgical removal is an excellent option, and if it
is performed by an experienced surgeon, the patient’s
subsequent quality of life should be more satisfactory.
In an older patient or one with clinically significant
coexisting conditions, however, radiation therapy is
the best option and has the fewest side effects.

In between these two groups, there are many men
who are candidates for either surgery or radiation ther-
apy. During the past decade, substantial advances have
been made in the technique of radiation therapy, mak-
ing it possible to deliver high doses of radiation spe-
cifically to the prostate. As a result of these advances,
patients with localized prostate cancer now clearly have
two good options for treatment: surgery and radio-
therapy. The Scandinavian Prostatic Cancer Group tri-
al showed that surgery can reduce the rate of death
from prostate cancer, but no similar trial of radiation
therapy has been conducted. However, both random-
ized and cohort studies are being developed to com-
pare radical prostatectomy with external-beam or in-
terstitial radiotherapy. Until those trials have been

completed, physicians must fully inform men with
prostate cancer about their options and help them
select the best specialist for the treatment they choose.
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NE year has passed since the terrorist attacks in
New York and at the Pentagon. As we struggle

to address important issues related to the health con-
sequences of warfare and terrorism, a simple question
has arisen: Did working on the rescue and recovery
operation at the World Trade Center have an effect
on health? In this issue of the 

 

Journal,

 

 Prezant and

O


