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Prostate cancer:
To screen or not to screen?
The question is complicated

HETHER TO SCREEN for prostate cancer

remains controversial due to the com-
plexity of balancing the harms and benefits.
Prostate cancer is the most common cancer
in men and the second-leading cause of male
cancer deaths. An estimated 192,000 men re-
ceived the diagnosis during 2020, and 33,000
died from the disease. In contrast, lung can-
cer was diagnosed in about 116,000 men, and
more than 72,000 died of it.!

See related article, page 14

The problem of prostate cancer overdiag-
nosis can be appreciated from autopsy stud-
ies. A review of 19 studies of autopsy-detected
prostate cancer reported that in men age 70 to
79 who died of unrelated causes, 36% of US
White men and 51% of US Black men were
found to have malignant tumors in their pros-
tate.? Similarly, the Prostate Cancer Preven-
tion Trial reported that biopsies reveal pros-
tate cancer in 15% of men who had normal
findings on digital rectal examination, normal
prostate-specific antigen (PSA) levels, and no
symptoms of the disease.’ Clearly, most cases of
prostate cancer are not deadly, and yet tens of
thousands of American men die of it each year.

Decisions about screening are difficult
mainly due to the adverse effects of treat-
ment, which include urinary incontinence
and erectile dysfunction. Men undergoing ra-
diation therapy are also at risk for rectal bleed-
ing from radiation proctitis and for secondary
(radiation-induced) cancers. Men who are
treated and then develop a rising PSA with-
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out evidence of metastatic disease may then
be treated with hormonal therapy, which,
in that setting, has known side effects and
harms but no proven benefit. In other words,
a screening test can lead to a cascade of treat-
ment decisions and consequences. Balancing
harms and benefits depends, in part, on the
individual man’s priorities and values; hence,
shared decision-making is widely advocated.

In this issue of Cleveland Clinic Jowrnal of
Medicine (page 14) Sooriakumaran presents
the argument in favor of screening based on
the most recent data available and current
practices for prostate cancer screening, diag-
nosis, and treatment. Several key facts deserve
to be highlighted.

First, there is strong evidence of a disease-
specific mortality benefit from screening. The
European Randomized Study of Screening for
Prostate Cancer reported that with 16 years of
follow-up, there was roughly a 20% reduction
in the risk of death from prostate cancer (haz-
ard ratio 0.80, P < .001).* Based on the study
results, 570 men would need to be invited to
undergo screening in order to prevent 1 death
from prostate cancer. Similarly, 1 death was
prevented for every 18 cases diagnosed.

Second, decision-making has become
more sophisticated and individualized about
whom and when to biopsy, how to perform
the biopsy, and, if cancer is diagnosed, which
cancers need active treatment. These chang-
es have mitigated the cascade from elevated
PSA to biopsy to surgery or radiation therapy.
The trend is toward reducing the burden of
overdiagnosis by being more selective regard-
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ing who gets biopsied and who gets treated.
It’s also worth noting that worrisome
changes in prostate cancer epidemiology have
occurred since the use of PSA screening tests
became less common after the US Preventive
Services Task Force recommended against
screening.” With less screening, the diagno-
sis of clinically localized disease has declined
while the incidence of locally advanced and
metastatic disease has increased.® For instance,
between 2010 and 2016, the incidence of
metastatic prostate cancer in men over age 75
increased 5% per year on average.” The impli-
cation of the rising number of men with meta-
static disease at diagnosis, given that metastat-
ic prostate cancer is incurable, is that prostate
cancer mortality may start to increase after

decades of decline. Thus, while the problem
of overdiagnosis has been reduced, the cost of
that progress is likely to be more prostate can-
cer deaths.

The best path forward is not more screen-
ing or less screening, but rather to continue to
develop better screening tests and algorithms
for deciding who stands to benefit from early
diagnosis and treatment. In the meantime,
shared decision-making remains appropriate.
Prostate cancer screening reduces prostate
cancer deaths, but at a cost. Different men will
weigh the harms and benefits differently. W
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