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SUMMARY
Authors from Scandinavian countries (Sweden, Finland and Ice-
land) have presented their second analysis of the first ever random-
ized trial to substantiate the fact that early treatment of localized
prostate cancer is beneficial and thereby validating the screening of
this malignancy with prostate-specific antigen (PSA). On earlier
analysis, with a mean follow up of 6.2 years, it was found that radical
prostatectomy scored over watchful waiting by reducing the risk of
death due to prostate cancer by 50% and the risk of distant metastasis
by 37%, but there was no statistically significant reduction in overall
mortality.

From 1989 to 1999, 695 men under 75 years of age were
randomized to undergo radical prostatectomy (n=347) or watchful
waiting (n=348). All had localized (confined to the prostate T1–T2)
and well-to-moderately differentiated cancer (according to WHO
classification 1980, so all the Gleason grades were included). All the
patients had PSA values <50 ng/dl. Only those patients with an
expectant survival of more than 10 years were included.

Patients were followed up every 6 months for the initial 2 years
and later yearly for the primary end-point of disease-specific mortal-
ity and secondary end-points such as overall mortality, local progres-
sion and distant metastasis (with cytological or histological evi-
dence of the disease in the extraregional lymph nodes, skeletal
system or any other site on contrast-enhanced computerized tomo-
graphy, X-ray chest and bone scan).

At a median follow up of 8.2 years there were 30 deaths (8.6%)
in the radical group and 50 (14.4%) in the watchful waiting group.
A significant reduction was observed in relative risk by 44% for
disease-specific mortality, 26% in overall mortality, 40% in distant
metastasis and 67% in local progression. However, in absolute
terms, the reduction in cumulative incidence of disease-specific
mortality was by 5.3% after 10 years. With this small advantage in
favour of early surgery, clinical decision-making and counselling are
still reeling under pressure for lack of evidence. In view of a
substantial decline in local progression and distant metastasis
(reduction of cumulative incidence of distant metastasis by 10.2%)
it was inferred that radical surgery would benefit in the long term as
distant metastasis always precedes death. The study concluded that
at 10 years of follow up there was moderate gain in favour of radical
surgery and if patients were followed up for more than 10 years then
the advantage of early radical surgery would be even more apparent.

COMMENT
Though carcinoma of the prostate will be the leading cause of
death from cancer among men in the USA, it is one of the most
controversial malignancies being discussed in the current litera-

ture. This is particularly true for early prostate cancer that has
received maximum attention since the routine use of serum PSA
to screen for this disease. Since screening is not routinely available
in India, in our clinical practice almost 90% of patients with
prostate cancer present at an advanced stage of malignancy which
can only be treated with hormonal therapy. Therefore, the main
issue emanating from this article is: Should we start screening our
patients to detect early cancer of the prostate to exploit the
advantage (reduction in mortality rate by 5.3%) of early surgery?

Though the reported incidence of prostatic carcinoma in India
(6/100 000) is much lower than that in the USA (200/100 000), it
is possible that we see only the tip of the iceberg due to lack of
routine screening.

To extrapolate the results of this study to our clinical practice
we need to identify cases in the early stage which, in turn, requires
initiation of routine screening for this disease. It is worthwhile
analysing the current controversy regarding screening for cancer
prostate. Any screening is useful when it reduces morbidity and
mortality, as only early diagnosis would not justify the usefulness
of any screening test unless this leads to a measurable improve-
ment in outcome. This study is the first randomized trial which
demonstrates that radical surgery for localized cancer (detected by
screening) is beneficial, though the benefit in terms of overall
outcome is only moderate.

The introduction of the PSA test in 1986 was initially followed
by a dramatic increase in the incidence of prostate cancer and a 4-
fold increase in the rate of radical prostatectomy.1 A decline in the
incidence has been noted during the past few years, presumably
because the initial backlog of undiagnosed asymptomatic tumours
has been eliminated by widespread PSA screening. In contrast,
mortality rates from prostate cancer have been fairly constant,
increasing by 1% per year until 1992 and declining by about 1%
per year since 1993.2 There has also been a documented shift to
earlier-stage disease and an increase in 5-year survival rates.3

Because prostate cancer is often slow-growing with a long asymp-
tomatic period, these results are almost certainly affected by lead-
time and length-time bias.4,5

In studies of screening efficacy, the only way to avoid lead-time
bias is to compare actual mortality rates in the screened and
unscreened populations. Mortality rates are not influenced by the
timing of diagnosis, whereas surrogate measures such as median
survival or 5-year survival are sensitive to the elapsed time from
diagnosis until death and will therefore be skewed by a screening
programme.

Hence, there is not enough evidence to suggest that PSA is a
good screening test in terms of reducing mortality and morbidity.3

Recently, Stamey et al. have ignited a debate that PSA is not a
relevant marker of prostate cancer but a marker for BPH.6 Due to
the ubiquitous nature of this cancer it is time to look for another
serum marker for prostate cancer that is truly proportional to the
volume and grade of the disease.3

Another emerging question is that even when early cases are
identified, should they be treated with a radical intent? Although
the lifetime risk of having microscopic prostate cancer for a man
of 50 years is 42%, the risk of his dying of prostate cancer is only
about 3%.7 Only 9% of men with localized prostate cancer are
likely to die of prostate cancer within 15 years.8
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There are only 2 large studies available on the natural history
of early cancer of the prostate. Johansson et al. from the same
Scandinavian group as the present study reported a 20-year follow
up of 223 patients with localized cancer who were treated with
hormonal therapy whenever there was progression of the disease.9

Most cancers had an indolent course and the mortality rate from
prostate cancer increased from 15/1000 person-years during the
first 15 years to 44/1000 person-years during the next 5 years of
follow up (p=0.01) and suggested early treatment among patients
with an estimated life expectancy exceeding 15 years. However, in
absolute terms, of the total of 35 deaths in 223 patients, only 8
deaths occurred between 15 and 20 years.9

A similar cohort of 767 patients was followed up by Albertsen
et al. and they found no increase in mortality after 15 years.10 The
mortality rate due to prostate cancer was 33/1000 person-years
during the first 15 years of follow up and 18/1000 person-years at
20 years. It was thus concluded that the grade of disease was still
the most important prognostic factor and men with low grade
disease had a minimal risk of dying from prostate cancer during 20
years of follow up. This study also did not support aggressive
treatment for localized prostate cancer of low grade. However,
men with high grade cancer did have a higher probability of dying
from prostate cancer within 10 years of diagnosis. The
misclassification of a small number of patients in both the studies
may explain the different findings at 15 and 20 years. The prostate
cancer mortality rates determined in both the studies are remark-
ably similar.

The clinical evidence of a moderate gain by doing early radical
surgery for localized prostate cancer in this randomized study
needs more supportive evidence to apply it in clinical practice.
This is particularly true for developing countries such as India
where most patients present with advanced prostatic cancer. In
this regard, ongoing randomized trials such as the Prostate Lung

Colorectal and Ovary (PLCO) Trial, Prostate Cancer Intervention
versus Observation Trial (PIVOT) in the USA and the Prostate
testing for cancer and Treatment (ProtecT) in the UK, designed to
measure the efficacy of screening and treatment for prostate
cancer, could answer questions concerning which patients would
truly benefit from these interventions.
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Obituaries

Many doctors in India practise medicine in difficult areas under trying
circumstances and resist the attraction of better prospects in western coun-
tries and in the Middle East. They die without their contributions to our
country being acknowledged.

The National Medical Journal of India wishes to recognize the efforts of
these doctors. We invite short accounts of the life and work of a recently
deceased colleague by a friend, student or relative. The account in about 500
to 1000 words should describe his or her education and training and
highlight the achievements as well as disappointments. A photograph should
accompany the obituary.

—Editor


