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ABSTRACT

When specialists propose screening guidelines for primary care clinicians to
implement, differences in perspectives between the 2 groups can create con-
flicts. Two recent specialty organization guidelines illustrate this issue. The
American Urological Association guideline panel and National Comprehensive
Cancer Network recommend that average-risk men first be counseled about the
risks and benefits of prostate-specific antigen screening for prostate cancer at
age 40 rather than at the previously recommended age of 50 years. There is no
direct evidence, however, that this recommendation has any impact on prostate
cancer-specific mortality. To avoid distracting primary care clinicians from pro-
viding services with proven benefit and value for patients, professional organiza-
tions should follow appropriate standards for developing guidelines. Primary
care societies and health care systems should also be encouraged to evaluate
the evidence and decide whether implementing the recommendations are fea-
sible and appropriate.
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Ob, East is East, and West is West, and never the twain shall meet.
Rudyard Kipling, The Ballad of East and West

PRIMARY CARE VS SPECIALIST PERSPECTIVES ON CANCER
SCREENING

hould primary care clinicians adopt guidelines developed primarily

by specialists? We believe the answer should depend on the quality

of the evidence and the appropriateness and feasibility of implement-
ing the guideline. Compared with primary care clinicians, specialists care
for disproportionate numbers of patients with advanced-stage disease.
Both groups of physicians have the same goals of minimizing morbid-
ity and mortality from the diseases that they treat, but specialists are not
under the same obligation to weigh priorities across all diseases. These
different perspectives can create conflict when specialists propose screen-
ing guidelines. We illustrate this conflict with the case of prostate cancer
screening in younger men.

Rationale for Screening at an Earlier Age

Owing to inconclusive evidence, past prostate cancer screening guide-
lines from specialist physicians have differed sharply from those of gen-
eralist clinicians.'® By applying better evidence, screening recommenda-
tions have converged toward a consensus that men should be informed of
the benefits and harms of screening. Now, however, 2 prominent specialty
groups have issued guidelines that adhere to the spirit of informed deci-
sion making, but have extended the recommendations to younger men.
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These guidelines illustrate the consequences of con-
flicting perspectives.

In 2009, the American Urological Association
(AUA) released a guideline on prostate-specific anti-
gen (PSA) screening for prostate cancer.* The guide-
line, developed by a multidisciplinary panel largely
composed of specialists, departed from the previous
recommendation to begin addressing screening with
average-risk men at age 50 years, stating that “. ..
the age for obtaining a baseline PSA test [in a well-
informed patient] has been lowered to 40 years.” The
National Comprehensive Cancer Network (NCCN),
which convened a multidisciplinary panel dominated
by specialists, also recommended offering average-risk
men baseline PSA testing at age 40 years.’

The AUA and NCCN guidelines are intended for
health care professionals who counsel patients about
screening. Because most people receive preventive ser-
vices in the primary care setting, the responsibility for
implementing these guidelines will fall largely to pri-
mary care clinicians. Explaining the benefits and harms
of PSA screening entails a potentially time consuming
discussion, but often this type of discussion does not
take place.® The US Preventive Services Task Force
(USPSTF) currently recommends delivering 35 adult
preventive services, for which it found high certainty
of moderate or high net benefit.” Investigators have
estimated that it would require 7.4 hours a day for pri-
mary care physicians to provide these recommended
services.'” Given the limited time in a typically rushed
primary care visit, is there sufficient evidence that the
net benefits of starting PSA screening at age 40 years
justify additional counseling time?

Evidence for Screening at an Earlier Age

The most recent AUA and NCCN guidelines were
released after the 2009 publication of 2 large random-
ized screening trials, the US Prostate, Lung, Colorec-
tal, and Ovarian Cancer Screening Trial (PLCO)"

and the European Randomized Study of Screening

for Prostate Cancer (ERSPC).” In the PLCO, which
enrolled men aged 50 to 74 years, screening did not
reduce prostate cancer mortality, though screening was
widespread among the control group.'"" The ERSPC,
which had less contamination, reported that screening
significantly reduced prostate cancer mortality by 20%
among men aged 55 to 69 years."> The absolute mor-
tality risk reduction with screening, however, was less
than 1 per 1,000 men, implying that more than 1,400
men needed to be screened to prevent 1 prostate can-
cer death in 9 years of follow-up. The small mortality
reduction with screening must be weighed against its
potential harms, including false-positive tests, overdi-
agnosis, and treatment complications.'?

What do the epidemiology of prostate cancer and
these results say about the wisdom of extending PSA
screening to men aged 40 years? Of 29,093 US prostate
cancer deaths in 2007, nearly 96% occurred among men
aged 60 years and older; only about 100 deaths (and just
under 3% of incident cases) occurred in men aged 50
years and younger." Although we lack direct evidence
that a baseline PSA at age 40 years reduces the mortality
toll after age 60 years, the ERSPC provides hints to the
contrary. While not included in the estimate of screen-
ing efficacy, men aged between 50 and 54 years were
randomized in the ERSPC. After about 55,000 person-
years of follow-up, only 6 prostate cancer deaths had
occurred in the screening group and 4 in the control
group.” A decision model study based on ERSPC and
population data suggested that the lifetime benefit of
beginning routine screening for average-risk men at age
40 rather than age 50 years would be less than 1 fewer
prostate-cancer deaths per 1,000 men."”

The remaining arguments for discussing earlier
screening rely on weak indirect evidence. The NCCN
made a category 2B recommendation (nonuniform con-
sensus based on "lower-level evidence”) based on the
rationale that first offering PSA testing at the age of
40 years could prevent “tragic, untimely early deaths.”
The AUA guideline speculated that being diagnosed
in their 40s might cure some additional men destined
to die at age 55 to 64 years.* They reasoned that these
younger men might have more “curable” cancer than
older men based on observational data showing more
favorable tumor characteristics and lower risk for PSA
progression after radical prostatectomy.'®'® This con-
tention cannot be proved without controlled trials doc-
umenting greater survival with aggressive treatment.
Another justification is that the higher specificity of
PSA in younger men might reduce the number of pros-
tate biopsies.!” Unfortunately, the common practice of
lowering the PSA biopsy threshold for men in their 40s
to increase test sensitivity inevitably reduces specific-
ity.2° Finally, the AUA authors assert that obtaining
a PSA level at 40 years can establish a baseline for
calculating PSA velocity and determining subsequent
screening intervals. Analyses of the ERSPC?' and the
Prostate Cancer Prevention Trial?? data, however, show
that measuring PSA velocity does not appreciably
improve the predictive value of total PSA.

These arguments supporting prostate screening
at 40 years seem weak in the face of epidemiologic
reality, decision modeling, and the evidence from the
ERSPC. Tellingly, the American Cancer Society, which
has often recommended cancer screening when more
conservative guidelines have not, recommends in its
most recent screening guidelines holding screening
discussions before 50 years only with men in high-risk
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populations (African Americans, positive family history
in first-degree relatives)."”” In May 2012, the USPSTF
issued recommendations against screening any healthy
man, regardless of age, race, or family history.??

DEVELOPING GUIDELINES FOR SCREENING
AND PREVENTION RELEVANT TO PRIMARY
CARE

Viewed narrowly, the 2 specialty guidelines appear

to be well-meaning efforts that, although based on
untested hypotheses rather than direct evidence, might
marginally reduce prostate cancer morbidity and mor-
tality. More broadly, however, to propose screening
strategies without any direct evidence of benefit takes
us in the wrong direction—away from what has been

a generally rising standard of evidence—and toward
accepting expert opinion as adequate grounds for rec-
ommending procedures that expose many to the risk of
harms for the benefit of very few.

A direct consequence of following the AUA and
NCCN recommendations would be to enlarge the
population being counseled about screening. This out-
come would reduce the time available for implementing
proven screening and preventive services in primary
care. Furthermore, when the legal system argues that
such guidelines represent the community standard of
care, primary care clinicians who fail to follow them
may be exposed to unjustified medical-legal action.*

Notably, the AUA has been

evidence, and not based solely on expert opinion.
Widespread use of the Grading of Recommendations,
Assessment, Development, and Evaluation (GRADE)
system for categorizing the quality of evidence
and the strength of recommendations would be an
important step in the right direction.?® The Institute
of Medicine recently issued performance standards
for practice guideline developers (Table 1),>” and the
American Cancer Society has committed to following
these principles.?®

Most primary care clinicians lack the time to study
guidelines and form independent opinions about
them. In an important trend, primary care professional
societies have begun to vet specialty guidelines. The
American College of Physicians is developing Clinical
Guidance Statements®” and the American Academy of
Family Physicians®® has implemented evidence-based
processes for evaluating guidelines developed by other
organizations. The publication of rigorous GRADE
and Institute of Medicine standards for developing and
assessing the credibility of guidelines along with pri-
mary care professional society efforts to filter specialty
guidelines are encouraging signs. This support will
empower clinicians to choose which guidelines belong
in primary care practice, enabling them to focus on
providing services with proven effectiveness and value
to their patients.

To read or post commentaries in response to this article, see it
online at http://lwww.annfammed.orgl/content/10/6/568.

aggressively targeting the
media, lawmakers, and patients
with proscreening messages

Table 1. Institute of Medicine. Standards for Developing Trustworthy
Clinical Practice Guidelines?”

after the release of the USP- standard

Criteria

STF recommendation.?*
Ideally, groups that
develop guidelines will even-

Establishing transparency

interest
tually achieve consensus on
methodological issues, such

. . composition
as the optimal composition of

Management of conflict of

Guideline development group

Explicit and publically accessible process

Guideline members should disclose all potential conflicts and
divest when necessary

The group should limit the number of members with conflicts
The group should be multidisciplinary and balanced
Patient and public involvement should be facilitated

expert panels, deciding what
scientific evidence is strong
enough to be admissible, and
how to avoid going beyond
the evidence when making
practice recommendations.
To strengthen the guideline
development process, general-
ist clinicians and experts in
evidence synthesis should be
included on guideline panels
and on external review panels.
Guidelines should be based

on systematic review of the

Clinical practice guidelines-
systematic review intersection

Establishing evidence founda-
tions for and rating strength
of recommendations

Articulation of
recommendations

External review

Updating

Use or commission high-quality systematic reviews

Explain reasoning for recommendations

Rate the level of confidence and strength of the recommendation

Explicitly detail the recommended action and circumstances for
performing a recommended action

Strong recommendations should be worded to facilitate compli-
ance evaluations

External reviewers should comprise a full spectrum of relevant
stakeholders

Reviewers' identities should be kept confidential

Responses to reviewer comments should be recorded

Draft guidelines should be available for public comment
Regularly monitoring literature

Plan periodic updates

Modify recommendations when important new evidence emerges
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