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Prostate Cancer Screening: The Pendulum
Has Swung, and the Burden of Proof Is
with Proponents
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Because prostate cancer screening guidelines have wide
implications and generate strong opinions, the debate has
spilled outside the pages of the peer-reviewed biomedical
literature and into the popular press. In July 2015, Dr.
Deepak Kapoor, a urologist, published an op-ed piece
in the New York Times entitled, “Bring Back Prostate
Screening.”! In it, he counsels that advances in magnetic
resonance imaging technology, a better understanding of
prostate-specific antigen (PSA) kinetics, and novel genetic
tests will differentiate low- from high-risk prostate cancer.
He argues that screening, by itself, does not commit men
to further treatment, and he advises men in their 40s to
get a baseline PSA test. In short, Kapoor believes that PSA
screening should be modified and tweaked as we go, and
that its use should not be even temporarily halted. Based
on other articles, editorials, and blogs written by urolo-
gists and others, Kapoor appears to be in good company.

In this issue of American Family Physician, Mulhem
and colleagues make a case as to why Dr. Kapoor and
others are mistaken.? The use of PSA screening is a
troubled public health strategy, and primary care physi-
cians are justified in omitting this test from their routine
health maintenance visits. When it comes to large-scale
public health efforts, it is not sufficient to merely hope
that advances in science and new screening algorithms
will improve outcomes; rather, improved outcomes must
be shown explicitly in well-designed, prospective clinical
trials. Retrospective, post hoc, or other modeling studies
are insufficient given the importance of the issue and the
well-known limitations of these types of evidence.

The goal of any intervention performed on a healthy
person is to improve overall mortality or quality of
life.> Consider the facts for PSA screening. Prostate
cancer screening does not improve overall mortality
according to individual randomized controlled trials
and pooled analysis. In a 2013 update to the Cochrane
review on prostate cancer screening, five randomized
controlled trials including 341,342 total participants
compared PSA screening with observation. Screen-
ing did not reduce prostate cancer mortality when
pooling the five trials or overall mortality in the four

trials that examined these outcomes.* Only one trial
showed that screening decreased prostate cancer—
specific mortality (21% reduction) in a prespecified sub-
group of men between 55 and 69 years of age, although
this came at the price of substantial overdiagnosis
(50%).* Also, improvements occurred in just two of
the seven countries included in the trial.> This study
contradicts results from a large, meticulously conducted
American trial, which found no reduction in prostate
cancer mortality.® As in all cases in which outcomes are
different by study site and contradict other data, closer
examination of the participant-level data is critical,
particularly to assess for potential elements of bias. Yet,
alarmingly, data from the positive European random-
ized trial are not being shared.’

If a patient undergoes PSA screening, and the cascade
of downstream testing detects prostate cancer, the only
randomized controlled trial conducted in the PSA era
(PIVOT) showed no benefit of radical prostatectomy
compared with active surveillance.® Yet, physicians
are rarely using active surveillance in the care of these
patients.” Using three criteria to identify patients in
whom active surveillance is appropriate, rates of active
surveillance are poor, ranging from 6.5% to 12.1%.°

It is unclear whether current PSA screening protocols
yield any improvement in any patient-centered outcome,
although it’s unlikely, and PSA screening definitely
leads to excess downstream interventions (unnecessary
biopsies and prostatectomies, excess radiation, overuse
of androgen deprivation therapy), anxiety, treatment
adverse effects, costs, and missed opportunities to
address general health and well-being. Mulhem and col-
leagues describe these issues in detail.?

When it comes to PSA screening, the pendulum has
swung. Not only has our understanding of the benefits
and harms shifted, as reflected by a continual change in
guidelines away from testing, but the burden to justify
screening has also swung. For decades, critics of PSA
testing have shown the many unintended repercussions
of the test, cautioning that our initial widespread adop-
tion was not justified. Moving forward, it must be the
proponents of screening who shoulder the burden of
proof. Their task will be to show in a future randomized
study whether any PSA screening algorithm can improve
survival or quality of life compared with what is now the
standard of care—no routine screening. Before primary
care physicians consider reintroducing the PSA test, they
must have proof that it improves outcomes.
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A busy primary care physician seeing a 40-, 50-,
or 60-year-old man for a brief visit has one of the
most challenging tasks in medicine. The physician
must prioritize interventions and advice that reduce
mortality, while simultaneously addressing the
patient’s concerns and questions, which are often
related to different topics. In this context, a clinician
may discuss with patients the uncertain benefits
and known risks of PSA screening, as well as the
U.S. Preventive Services Task Force recommenda-
tion against PSA screening.!’ Screening campaigns
must be based on proven benefits, and routine PSA
screening currently does not meet this standard.!!
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