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American Cancer Society Comments on the United States Preventive Services Task
Force Draft Prostate Cancer Screening Recommendation Statement

The American Cancer Society is a nationwide, community-based voluntary health
organization dedicated to eliminating cancer as a major health problem by preventing
cancer, saving lives, and diminishing suffering from cancer through research, education,
advocacy, and service. The Society, operating through its national office and 12
geographic divisions throughout the United States, is the largest voluntary health
organization in the United States.

The American Cancer Society appreciates the opportunity to comment on the
draft prostate cancer screening recommendation statement, and we appreciate the
United States Preventive Services Task Force’s (USPSTF) effort to solicit comments from
the public prior to finalizing a new recommendation. Our response was developed by
the American Cancer Society Prostate Cancer Advisory Committee (ACS PCAC), a group
of cancer screening and prostate cancer experts from varied disciplines. Previously, this
group reviewed the published prostate cancer screening literature and wrote the
Society’s 2010 ACS prostate cancer screening guideline." We re-assembled members of
the ACS PCAC to review and discuss the Task Force draft recommendation statement,
and to provide this response.

The Society agrees with many of the Task Force’s conclusions. In particular we
also are concerned that many men are be harmed by undergoing screening that leads to
detection and treatment of prostate cancers that would never have become clinically
apparent (overdiagnosis and overtreatment), and that routine screening in the absence
of discussion and shared decision making is inconsistent with the evidence, the current
recommendations from most organizations, and constitutes poor quality medical care.

It is our opinion, however, that the current scientific evidence supports a “C”
recommendation for prostate cancer screening. We urge the Task Force to amend the
proposed “D” recommendation to a “C” recommendation. We make this
recommendation after considering and weighing the evidence somewhat differently
than the Task Force, as outlined below.

The 2008 Task Force recommendation and the 2010 ACS recommendation for
screening average risk men aged 50 years and older are similar with respect to
uncertainty about the net benefit of screening, with neither organization recommending
routine screening, and both organizations emphasizing the importance of shared
decision making and personal preferences.z'l The Task Force currently recommends
against screening men ages 75 and older because average life expectancy is less than 10
years. The ACS recommends that clinicians make an individual assessment of expected
longevity and recommends against testing in men with an estimated longevity of less
than 10 years.

While the 2001 ACS guidelines3 and the 2008 Task Force recommendation? did
not have the benefit of evidence from the prospective randomized trials, our 2010 ACS
guidelinel was informed by the 2009 publication of the U.S. Prostate, Lung, Colorectal,
and Ovarian trial (PLCO) and the European Randomized Study of Prostate Cancer





(ERSPC) trial,* > whereas the Task Force 2010 update® not only has those data but also
more recently published results from the Géteborg trial.’”

As noted above, we believe prostate cancer screening merits a “C”
recommendation. We note that the Task Force’s definition of a “C” recommendation
reads: “The Task Force recommends against routinely providing the service. There may
be considerations that support providing the service in an individual patient. There is at
least moderate certainty that the net benefit is small.” The only other cancers that have
received a “D” screening recommendation from the Task Force are ovarian, pancreatic,
and testicular cancer. In support of these three “D” recommendations, the Task Force
concluded that there is no substantive evidence of benefit to screen for these cancers.
In support of their “D” recommendation for prostate cancer, the Task Force cites early
and, especially in the case of the PLCO, immature results from the two major cancer
screening trials, the European ERSPC and the US PLCO trials. The ACS PCAC does not
interpret these studies as negatively as the Task Force.

With respect to the PLCO trial, the Task Force draft recommendation statement
judges the PLCO results as negative, citing the non-significant increase in prostate
cancer mortality in the group invited to screening. We regard the PLCO results as non-
informative at this time due to the high rate of screening (44%) in both the invited and
control group prior to the trial, the high rate of contamination in the control group
during the trial, and the considerably lower-than-expected frequency of prostate cancer
mortality (due in part to the high rate of pre-randomization PSA screening). Each of
these factors contributed to a significant erosion of study power to observe a difference
in mortality. As with the ERSPC trial, the PLCO results are early and additional years of
follow-up are needed. The recent Cochrane review reached a similar conclusion, judging
the PLCO to have a high risk of bias in the “incomplete outcome data domain,” given
that only 67% of study subjects have been followed-up at 10 years.®

With respect to the ERSPC, we disagree with focusing on the absolute benefit
rather than the clinically relevant relative benefit (mortality rate ratio 0.8). We also
disagree with the decision to place priority on the non-significant relative benefit for the
entire age range in the study rather than the pre-specified core group (ages 55-69) in
which the relative benefit was statistically significant. Finally, we do not share the Task
Force’s concern over the validity of the ERSPC results when the results are evaluated
without the contribution of the Goteborg data, which enrolled younger men and has
had longer follow-up (14 years) than either the PLCO or ERSPC. In fact, the rate ratio
without Goteborg is 0.84, which is very close to the effect size when the ERSPC is
analyzed with all centers (0.80). Given the similarity of the effect sizes, and the longer
follow-up in the Goteborg study, it seems that the ERSPC findings without the Géteborg
data should simply be interpreted in that context. In addition, like the PLCO, the results
of the ERSPC results are also early and will be more definitive with additional years of
follow-up.

To reiterate, the ACS PCAC believes that median follow-up in the PLCO and
ERSPC trial results is too short, especially given the Goteborg findings, and thus it is
premature to judge the current rate ratios as final. Screening trials take time to show a





10.11 Relying on the data available as of

benefit and the benefit tends to grow with time.
March 2009 may underestimate the true benefit.

The results of the Goteborg study are discounted on the basis that they also
were a study site for the ERSPC. We understand the concerns, but feel attention can and
should be given to the Goéteborg study as a stand-alone study as it was underway before
the ERSPC was conceived, and always intended to publish results independently. In our
judgment, these results add to the evidence supporting the possible benefits of prostate
cancer screening, yet do not diminish the importance and value of informed and shared
decision making related to the decision to be screened for prostate cancer.

Although not noted in the draft recommendation statement, concerns have
been expressed about the randomization process in some of the ERSPC centers,
including Goteborg. The control group men in Sweden, Finland, France, and Italy did not
know they were in a study and still do not know they were in a study. Autier and
colleagues have proposed that the lack of awareness of being in a trial could lead to
differences in the diagnosis rate, although the extent of any potential impact on
disease-specific mortality rates is unclear at this point and hopefully will be addressed in
future ERSPC publications.’

Since publication of the ERSPC, concerns have been voiced about differential
treatment in the study’s screening and control groups. However, Wolter and colleagues
reported that observed differences were mostly due to differences in treatment due to
stage at diagnosis, and that study arm played a minor role in treatment selection.” While
treatment of study subjects may have been more likely to take place in university
hospitals, only two centers have been examined, with only one showing a greater
likelihood of study subjects being treated in the university hospitals.'? To the degree
that concerns have been raised about differential treatment in the study, we hope the
ERSPC investigators will resolve them in future publications.

With respect to the duration of follow-up, estimates of the number needed to
invite, number needed to screen, and number needed to treat are premature. We
believe there is good reason to be cautious about deriving estimates of overdiagnosis
(48% - 67%) based on these early findings with limited years of follow-up, especially
since these estimates are based on data from a single center (Rotterdam). Moreover,
estimates of overdiagnosis from Europe do not easily transfer to the US. The group that
produced the estimate of 67% overdiagnosis among all screen-detected cases found
that this estimate dropped to 42% when they applied their model to US data.”? Finally,
the number needed to invite to prevent one prostate cancer death is highly dependent
on follow-up and tends to be substantially overestimated with limited years of follow-
up. Estimates based on projections under extended follow-up are less than half the
number cited (1,410) after 9 years of follow-up in the European trial. ***> Although
there are differences between the Géteborg and ERSPC trials as a whole, the influence
of longer follow-up is evident when comparing the estimate of the number needed to
invite to prevent 1 prostate cancer death in the ERSPC with 9 years of follow-up (1410)
vs. Goteborg with 14 years of follow-up (293).

With respect to additional evidence related to the benefit of screening, we
recommend that the Task Force exclude the two meta-analyses showing no benefit as a





source of supportive evidence.® *® Both meta-analyses included trials that the Task

Force judged to be poor quality, and thus can not be considered as providing credible
supporting evidence for the conclusion that the randomized trials have not shown a
mortality benefit.

As noted above, we share the Task Force’s concern that there are significant
harms associated with prostate cancer screening. Further, too often shared decision
making does not occur, and inappropriate screening and treatment is occurring in men
with limited longevity who have very little likelihood of benefit due to their age or
illness. However, the opportunity to prevent a cancer death in a healthy man under age
75 is highly valued by many individuals and clinicians. These individuals, even when
informed of the risks of screening, often opt to pursue screening with sequential
decision making at every step.

A “D” recommendation from the Task Force indicates that physicians should not
offer the test. It represents a conclusion that harms outweigh benefits, or that there is
fair evidence that screening is ineffective. In effect, a “D” rating states that the decision
to offer or not offer screening has been made at the societal level and need not involve
individuals. It is imperative that this rating be based on a realistic accounting of the
harms and the benefits.

The Society believes that the Task Force may not have given sufficient
consideration to the perceived societal value of avoiding a prostate cancer death —an
outcome highly valued by many individuals, and an opportunity that some men and
families will choose even in the face of substantial risk of harm. For this reason, the
Society’s 2010 guideline recommends that physicians be armed with effective
communication tools and engage appropriately selected, healthy men in a shared and
informed decision to screen or not screen for prostate cancer.’

The Society recognizes that many primary care clinicians are continuing to order
this test without informing their patient of the risks and potential harms and without
soliciting their preference.!” '8 This practice constitutes poor quality medical care and is
not recommended. But we also support the right of men to participate in this important
decision. It is incumbent on organizations such as the ACS and others to help develop
and disseminate effective and practical shared decision making tools to facilitate high
guality decision making.

In summary, we are in general agreement with the Task Force that there are
significant limitations and risks associated with prostate cancer screening, but we
disagree with three core conclusions in the draft recommendation statement related to
the current evidence. In our opinion:

= We believe the evidence from the European trials is more supportive of a possible
benefit than has been interpreted by the Task Force.

= The overdiagnosis associated with screening is significant but not as high as the
estimate in the Task Force’s statement.

= The estimate of the number needed to invite to prevent one prostate cancer death
is overstated.





We agree that important questions remain to be answered from these studies, and that
continued follow-up is imperative. However, based on our interpretation of the current
evidence related to benefits and harms, we recommend that the Task Force reconsider
their interpretation of the data and upgrade prostate cancer screening to a “C”
recommendation. Issuing a “C” recommendation would provide men with the
opportunity to integrate their personal values into the screening decision.

Respectfully,

The American Cancer Society Prostate Cancer Advisory Committee

Andrew M. D. Wolf, MD (Chair), Associate Professor of Medicine, University of Virginia School of
Medicine, Charlottesville, VA;

Claudia R. Baquet, MD, MPH, Associate Dean for Policy and Planning and Director, Center for
Health Disparities, University of Maryland School of Medicine, Baltimore, MD; Gerald Chodak,
MD, Chicago, IL;

Jennie Cook, American Cancer Society National Assembly Life Member, Larkspur, CA; Anthony V.
D’Amico, MD, PhD, Chair, Division of Genitourinary Radiation Oncology, Dana-Farber Cancer
Institute and Professor of Radiation Oncology, Harvard Medical School, Boston, MA;

Ruth B. Etzioni, PhD, Full Member, Program in Biostatistics and Biomathematics, Fred
Hutchinson Cancer Research Center, Seattle, WA;

Thomas D. Fogel, MD, Cabrillo Radiation Oncology Medical Center and Coastal Radiation
Oncology Medical Group, Ventura, CA;

Paul A. Godley, MD, PhD, MPP, Professor, Hematology/Oncology, University of North Carolina
School of Medicine and Member, Lineberger Comprehensive Cancer Center, Chapel Hill, NC;
Viraj Master, MD, PhD, Assistant Professor of Urology, Emory University School of Medicine,
Atlanta, GA;

Andrew L. Salner, MD, Director, Department of Radiation Oncology and Director, Cancer
Program, Hartford Hospital, Hartford, CT;

Virgil H. Simons, Founder and President, The Prostate Net, Secaucus, NJ;

lan M. Thompson, Jr., MD, Chairman and Professor, Department of Urology, The University of
Texas Health Science Center, San Antonio, TX;

Richard C. Wender, MD, Chair and Alumni Professor, Department of Family and Community
Medicine, Thomas Jefferson University Medical College, Philadelphia, PA
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Otis W. Brawley, MD, Chief Medical & Scientific Officer, American Cancer Society, Atlanta, GA
Durado Brooks, MD, MPH, Director of Prostate and Colorectal Cancer Screening, American
Cancer Society, Atlanta, GA

J. Leonard Lichtenfeld, MD, MACP, Deputy Chief Medical Officer, American Cancer Society,
Atlanta, GA
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Otis W. Brawley, MD, FACP
Chief Medical and Scientific Officer
EVP, Research and Cancer Control Science

4 November 2011

An open letter to the US Preventive Services Task Force:

First, | must say that | have tremendous respect the Task Force and its process. | thank you for
making available the opportunity to comment on the proposed 2011 prostate cancer screening
recommendation.

Attached to this letter is a very academic synopsis and the opinion of the American Cancer
Society Prostate Cancer Advisory Committee (PCAC). The PCAC is a group of experts brought
together by the Society in 2010 to review the literature on prostate cancer screening and
formulate the ACS 2010 Prostate Cancer Screening Guideline. This group was reconvened in
October 2011 to review and comment on the proposed USPSTF guideline.

In short, the Committee agrees with much of the Task Force conclusions, but recommends that
the “D” recommendation against all screening be changed to a “C” recommendation for
insufficient evidence.

If I might comment personally as someone who has worked in this area for nearly 25 years, |
agree with the PCAC recommendation. As | look at the data, | see known harms in large scale
or mass screening and possible benefits in selective screening. | believe, we in medicine need
to work to define the appropriate candidates for screening.

| have often quoted a statement published by the American Urologic Association's 2009
publication titled "PSA Screening Best Practice.” It reads: "Given the uncertainty that PSA
testing results in more benefit than harm, a thoughtful and broad approach to PSA is critical.
Patients need to be informed of the risks and benefits of testing before it is undertaken. The
risks of overdetection and overtreatment should be included in this discussion.”

| truly believe, those screened must clearly understand the known harms and possible benefits.
The shame is, many American medical professionals and prostate cancer advocates have
misstated and exaggerated the benefits of screening while failing to recognize the importance of
providing truthful information regarding the harms of screening. There has been over-
promotion, over-promise and over-use of prostate cancer screening. This has caused
tremendous overdiagnosis and overtreatment over the past two decades.
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| welcome the attention the Task Force has brought to this tragedy. A real problem in American
medicine is the lack of respect for true informed consent and informed decision making. This,
even as many espouse informed decision making. The healthcare system, including the
reimbursement system, does not adequately support informed decision making. | can tell you
that the ACS is committed to true informed decision making and supports the dissemination of
truthful information about prostate cancer screening and treatment.

| encourage the “C” recommendation because | believe a move against all use of the PSA
screening would be unfortunate. We need to prevent the pendulum from swinging too far
against the use of PSA in screening and diagnostics. We should not let past misuse prevent
advocacy for future appropriate use. | do believe it is important that the final USPSTF statement
say that there has been misuse of PSA screening, but there is also an appropriate use of PSA.

| ask you reconsider the recommendation against prostate cancer screening and change to a
statement that there is sufficient evidence to recommend against widespread or mass
screening. | ask you further consider a statement that screening within the doctor patient
relationship is only appropriate if the patient understands that it is not known if the benefits
outweigh the harms, but it may help some men. You should also challenge the medical
research community to develop:

1) A profile of those who might most benefit from screening and,
2) Better tests to determine the cancers that put lives at risk and need treatment versus the
cancers of minimal risk that need observation.

Many thanks for this opportunity to comment on your proposed recommendation and for
bringing this difficult issue to public discussion.

Respectfully,

Otis W. Brawley, MD, FACS

Chief Medical and Scientific Officer
American Cancer Society

Professor of Hematology, Medical Oncology, Medicine and Epidemiology
Emory University





