
Action Points  

Explain to patients that
this study suggests
that w idespread use
of  a blood test for
prostate cancer has
led to overdiagnosis
and overtreatment of
the disease.

Note that the f indings
w ere based on a
retrospective review
of a large database.
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Prostate Cancer: Overdiagnosed and Overtreated

Only one of  every 20 prostate cancer diagnoses leads to a benef it that
w ould not have been realized w ithout PSA screening, an analysis of
20-year trends suggests.

An estimated 1 million excess diagnoses have accrued since 1986, and the
incidence of  prostate cancer remains w ell above levels that existed prior to
w idespread PSA screening, according to H. Gilbert Welch, MD, of
Dartmouth Medical School in Hanover, N.H., and Peter C. Albertsen, MD, of
the University of  Connecticut in Farmington.

Particularly dramatic is the sevenfold greater incidence of  prostate cancer
in younger men compared w ith the pre-PSA era, Welch and Albertsen
reported online in the Journal of the National Cancer Institute.

"Given the considerable time that has passed since PSA screening began,
most of  this excess incidence must represent overdiagnosis," the authors
concluded.

"It is important that w e begin to explicitly communicate to men w ho are
considering screening the relative magnitude of  the number of  deaths averted to the number
overdiagnosed," they added.

"Overdiagnosed patients cannot benef it f rom treatment because their disease is not destined to
progress to cause symptoms or death."

The f indings added another chapter to a long-standing debate about the risks and benef its of
w idespread PSA screening for prostate cancer.

Little doubt has remained about the impact of  PSA screening on diagnosis of  prostate cancer, Welch
and Albertsen said. How ever, considerable uncertainty has surrounded the ef fect of  PSA screening
on prostate cancer death.

To provide another perspective to the debate, the authors queried the NCI Surveillance, Epidemiology,
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and End Results database regarding age-specif ic incidence of  prostate cancer and initial course of
therapy.

Using U.S. census data, they estimated the excess or def icit in prostate cancer diagnoses and
treatment since 1986, the year before PSA screening w as introduced.

They found that prostate cancer incidence increased steadily until 1992 and then stabilized at levels
considerably higher than those of  1986.

From 1986 to 2005 prostate cancer incidence increased by 26%, f rom 119 to 150.5 per 100,000.

The overall trend, how ever, obscured distinct age-specif ic trends, the authors noted.

Analysis by decade of  age revealed an inverse association betw een age and the change in relative
risk (RR) of  diagnosis f rom 1986 to 2005:

≥80: 1,146.5 to 637.4 per 100,000, RR 0.56
70 to 79: 819.2 to 896.8 per 100,000, RR 1.09
60 to 69: 349.4 to 666.9 per 100,000, RR 1.91
50 to 59: 58.4 to 212.7 per 100,000, RR 3.64
<50: 1.3 to 9.4 per 100,000, RR 7.23

Conf idence intervals for all of  the dif ferences fell w ithin the limits of  statistical signif icance.

Combining all age groups, Welch and Albertsen estimated that an additional 1,305,600 men have been
diagnosed w ith prostate cancer since 1986, and an additional 1,004,800 men have been def initively
treated.

"Using the most optimistic assumption about the benef it of  this additional diagnosis and treatment --
namely, that the entire decline in prostate cancer mortality observed during this period is attributable to
screening -- w e estimate that approximately 56,500 prostate cancer deaths have been averted and
that approximately 23 men had to be diagnosed and approximately 18 treated for each man
experiencing the presumed benef it," they said.

Noting that prostate cancer treatment has risks, Welch and Albertsen concluded that more than 1 million
American men have been "needlessly exposed" to the risks, the f inancial implications, and the anxiety
associated w ith being a cancer patient.

In an accompanying editorial, Otis Braw ley, MD, chief  medical of f icer of  the American Cancer Society,
said the reasons behind a 40% decline in prostate cancer mortality in the U.S. since 1993 remain
unclear.

He noted that prostate cancer mortality also has declined in some countries that do not have
w idespread PSA screening.

In a reference to the ongoing national debate over healthcare reform, Braw ley said the "irrational
tendency to adopt treatments and technologies w ithout adequate assessment is a form of  'medical
gluttony' and a major reason that U.S. per capita healthcare costs are the highest in the w orld. We do
not get w hat w e pay for; our life expectancy is 29th among developed countries."

Braw ley concluded that some of  the confusion surrounding prostate cancer screening can be avoided
"if  w e all clearly label w hat w e know , as w hat w e know ; w hat w e do not know , as w hat w e do not
know ; and w hat w e believe, as w hat w e believe ... [and] not confuse w hat is believed w ith w hat is
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The study w as funded by the National Cancer Institute.

The authors made no disclosures regarding conf licts of  interest.

Braw ley reported that he had no relevant disclosures.

know n."

The article drew  strong reactions on both sides of  the debate.

Patrick Walsh, MD, of  Johns Hopkins, said the authors ignored the fact that prostate cancer mortality
declined by 28% from 1994 to 2009 and evidence that def initive surgery for prostate cancer has
reduced 10-year mortality by as much as 50%.

"The problem w ith the article is simple," said Walsh. "In 1986 there w as an enormous reservoir of  men
in the population w ith advanced, asymptomatic, incurable prostate cancer, so that w hen they w ere
diagnosed w ith cancer, treatment had no ef fect on their outcome.

"Then, beginning in the mid- to late-1990s, w e f inally w ere seeing men w ho w ere curable and w ho
w ere going to live long enough to be cured, but if  they had not been treated, it w ould have taken them
15 to 20 years to die of  the disease, a time that has not yet passed."

Edw ard Gelmann, MD, of  Columbia University in New  York City, said PSA testing's limitation is that it
does not help distinguish betw een men w ho have cancer that should be treated and those w ho do not.

"What is really needed are markers that distinguish betw een indolent and more active forms of  cancer,"
said Gelmann.

Mark Solow ay, MD, of  the University of  Miami, suggested that increased use of  active surveillance
could give men "the opportunity to avoid the morbidity of  treatment ... and take the small chance of
progression if  they delay or avoid treatment."

This article was developed in collaboration with ABC News. 

Prim ary source: Journal of  the National Cancer Institute
Source reference:
Welch HG, Albertsen PC "Prostate cancer diagnosis and treatment af ter the introduction of  prostate-
specif ic antigen screening: 1986-2005" J Natl Cancer Inst 2009; DOI: 10.1093/jnci/djp278.

Additional source: Journal of  the National Cancer Institute
Source reference:
Braw ley OW "Prostate cancer screening: Is this a teachable moment?" J Natl Cancer Inst 2009; DOI:
10.1093/jnci/djp310.
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ABC New s contacted a w ide array of clinical experts w ho w ere asked to put the  research
discussed in this MedPage Today report into clinical context. Here are the responses.

Patrick Walsh, MDProfessor of Urology, Johns Hopkins Medical Institution
This is a terrible paper -- unbalanced and not critically reviewed. And the editorial is written
by the arch enemy of PSA testing and prostate cancer treatment -- there seems to be no
attempt on the part of this Journal to provide balance.

The problem with the article is simple. In 1986 there was an enormous reservoir of men in
the population with advanced asymptomatic incurable prostate cancer --- so that when they
were diagnosed with cancer treatment had no effect on their outcome. Then, beginning in
the mid to late 1990s, we finally were seeing men who were curable and who were going to
live long enough to be cured, but if they had not been treated it would have taken them
15-20 years to die of the disease, a time that has not yet passed. And what about the men
diagnosed in 2005 -- how does this study account for any survival benefit they might have --
yet they still appear in the denominator.

The authors totally ignore the fact that deaths from prostate cancer have fallen in the US
from 38,000 in 1994 to 27,400 in 2009 -- why? On page 4 they attribute some decline to
early hormonal therapy and chemotherapy (which have not been shown to work) and omit
surgery which in a randomized trial published in the NEJM showed a reduction in death
from prostate cancer of 50% at 10 years. Where is the balance?

I think that it is commendable that physicians are not diagnosing 80 year old men and that
the increase in diagnosis occurs in the youngest men who are going to live the longest and

Prostate Cancer: Overdiagnosed and Overtreated http://www.printthis.c lickability.com/pt/cpt?action=cpt&...

4 of 10 09/01/2009 08:46 AM



have the most to benefit -- yet they do not comment on this. I can't believe that this article
was accepted for publication and I would not cover it -- it's not worthy of ABC News unless
you want to warn your viewers of the misinformation that it provides.

Peter Scardino, MDChair, Department of Surgery, Memorial Sloan-Kettering Cancer
Center
There is no question that prostate cancer is being over detected and over treated today. It is
however a serious mistake to suggest that PSA cannot detect many potentially lethal
cancers at a time when they can be cured with surgery and radiation. While there is some
argument about the benefits of PSA screening, prostate cancer mortality rates have
declined by 50% over the last 15 years.

Every serious analysis of the improved mortality rates accepts that half or more of the
benefits come from PSA screening. I disagree with Dr. Brawley’s comment that we are
unable to distinguish potentially lethal prostate cancer from those that pose no immediate
threat to life or health and can be followed in a watchful waiting program.

If a biopsy shows cancer, a thorough evaluation can show how serious it is. A low risk,
favorable cancer does not need to be treated immediately. The cancer can be monitored
periodically with PSA, exams and biopsy every few years and treated only if there are signs
that it is becoming more aggressive. A third to a half of all cancers detected today do not
need to be treated immediately, and many of these men could live out their whole lives and
never need treatment. Thoughtful physicians have recommended watchful waiting to
thousands of patients with low risk cancers avoiding or delaying surgery or radiation unless
there is clear evidence that their cancer is progressing.

I urge men over 50 to have their PSA checked and a digital rectal exam on a regular basis to
find out if they are developing a potentially lethal form of prostate cancer. If a biopsy and
thorough medical evaluation show that they have a cancer that does not pose harm of
progressing I will not recommend surgery. I would tell them to carefully watch their PSA
levels to ensure that the cancer does not progress over time. This is a more valid approach.

Edward P. Gelmann, MDClyde Wu Professor and Chief, Division of Hematology/Oncology,
Deputy Director, Herbert Irving Comprehensive Cancer Center, Columbia University
This work is complementary to the work published recently by Draisma JNCI 101 374 2009.
The latter study estimated a higher rate of over-diagnosis. Regardless of the approach,
there is no argument that some men diagnosed with prostate cancer do not need to be
treated. The question is how to identify those men with a reasonable degree of surety. The
editorial is a balanced view based on the realities of clinical practice.

PSA is a sensitive test for prostate cancer with specificity that is suboptimal. However, PSA
helps identify men with cancer, but not men with cancer that needs to be treated. What is
really needed are markers that distinguish between indolent and more active forms of the
disease. Those markers, clearly identifiable based on other tumors, do not exist for
prostate cancer.
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Scott Fields, MDProfessor, Vice Chair, Oregon Health & Sciences University
Like any screening test, the results have to be interpreted. In this case, it is very problematic
because prostate cancer often is present but causing no problems. And we really have little
way of differentiating people who will be affected.

The good news is that prostate cancer is generally very slow moving, which means that it is
possible to evaluate over a period of time with either following the PSA or additional testing.
Another key is to work with a urologist who really understands the risks and benefits of
treatment and is able to help in communicating that to the patient.

David Crawford, MDHead, Section of Urologic Oncology, Professor of Surgery, University
of Colorado Health Sciences Center at Denver
I agree, and I presented the results of the PLCO trial at our National AUA meeting. My
opinion, we need to separate diagnosis from treatment as the first step. This next
statement is confidential and I don't want it associated with my name -- organizations like
the American Urological Association should not be making guidelines, it is the fox watching
the hen house-see below, the day after I presented the results the AUA said all men age 40
get screened -- not good. You can go to the AUA website look up meeting in Chicago
plenary presentations on Sunday.

J. Jacques Carter, MD, MPHBeth Israel Deaconess Medical Center; Assistant Professor
of Medicine, Harvard Medical School & University; Medical Director of the Prostate Cancer
Screening and Education Program, Dana-Farber Cancer Institute
Welch and Albertsen's examination of the NCI's SEER prostate cancer data again serves to
highlight a point frequently raised in the cancer screening community. Namely, that PSA
screening will lead to the diagnosis of many prostate cancers that would never become
clinically apparent. Once the diagnosis is made, many of these men will undergo
unnecessary treatments, with the associated costs, fears, anxieties, and potential side
effects. It should be noted, however, that screening for prostate cancer using the PSA has
also lead to the diagnosis of some high-grade cancers that, if left undetected, would likely
lead to death. This study looks at the population of all men diagnosed with prostate cancer,
making no delineation between those at low risk of dying from the disease versus those at
high risk (e.g., African Americans or men with a strong family history of prostate cancer).
This has been a significant point of contention for those of us involved with prostate cancer
screening. The PLCO Team study, released this spring and concluding that there is no
significant benefit to screening for prostate cancer, is often cited by those who are against
such screening efforts. However, the study was underpopulated with African Americans and
men with strong family histories. That study also had significant flaw in that many of the
men in the controlled group eventually had the same interventions as the experimental
group.

More than a million men have prostate biopsies each year because of elevated PSA's. The
overwhelming majority of these men are not shown to have any cancer cells on their biopsy
specimens. From this group, we diagnose approximately 200,000 cases of cancer. Many of
these men will receive unnecessary treatment. What we need first is an inexpensive test
that has better sensitivity and specificity for making a diagnosis of prostate cancer. Next, we
need a better method of determining, to the highest degree possible, which prostate
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cancers are likely to remain dormant and which will be aggressive killers of men in their
40's, 50's, and 60's.

As for Dr. Brawley's editorial, I agree with his sense of desperation about our current
inability to separate the indolent tumors from the aggressive one. However, I firmly believe
that screening for prostate cancer saves lives and that PSA testing is the best tool that we
have at this time. As a frontline provider of health services, I would always want to be able to
make a diagnosis of a malignancy if my patient had one. The greater task with the
diagnosis of prostate cancer is convincing a man with a low- grade tumor that he does not
need to have some aggressive treatment. Perhaps that is where the emphasis for this
particular cancer needs to be directed. I take exception to Dr. Brawley's characterization of
community health screening and education programs as being misguided and profit
driven. I would also like to reassure him that most of the clinicians that I know still believe in
and respect science and the scientific process. However, we treat real men with real
cancers, regardless of how indolent they might be. Let's work to develop better tools for
dealing with this killer.

This screening controversy is the major topic of discussion at our Annual Prostate Cancer
Disparity Summit on Capitol Hill.

Thomas Schwenk, MDProfessor, Department of Family Medicine, Professor, Department
of Depression Center, University of Michigan
These data are consistent with other studies documenting this problem in prostate cancer
screening, and are not surprising to physicians who follow the screening literature closely.
The fact that it is a surprise to so many physicians and to so many patients is a symptom of
the debate taking place now regarding health care reform. The American approach to
medical care is to always do more, irrespective of whether it has any value, and even in the
face of data showing that doing more (screening, diagnosis, treatment) causes harm. The
fact that many advocacy groups have actually opposed comparative effectiveness research
because they "don't want the government telling them what medical care they can have",
rather than seeing this approach as leading to higher quality and better outcomes tells us
that the entire health care debate has become quite irrational.

Robert Reiter, MDProfessor of Urology, Director of Research, Department of Urology,
University of California, Los Angeles Medical Center
Methodology is straightforward. It states the case of overdiagnosis in a different way. It does
not, in my mind, add much new to our knowledge. And, like so much in this area, complex
issues may be oversimplified to the lay (and even medical) audience, thereby adding more
confusion to the average person's decisions. The editorial is nicely written and I like some
of the lessons he draws. My personal opinion is that although prostate cancer screening
has drawn a huge amount of scrutiny, "overdiganosis and overtreatment" is true of virtually
all diseases we humans face. Only a small subset of people benefit from cholesterol
reduction, management of high blood pressure, screening for breast cancer etc etc. Until
medical science can predict accurately which individuals are at risk from a given condition,
we necessarily have to overtreat. Yet we doctors can do a better job in the realm of prostate
cancer in trying our best to reduce overtreatment to those more likely to benefit. However,
even careful doctors will be necessity of incomplete information treat many men to save
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one life, or to reduce complications in additional men.

So in the end, this article does NOT add anything to the issue. Personally we should focus
more attention on solving the dilemma of who needs and does not need treatment,
improved markers, better disease prediction, less morbid therapies etc. Would be money
better spent than continuing to state the obvious.

Martin Sanda, MDDirector, Prostate Care Center, Associate Professor of Urology and
Oncology, Beth Israel Deaconess Medical Center
Yes this journal and the editorialist do have a reputation as being champions of the
"anti-PSA" camp...but it is true that the overdiagnosis problem of PSA should lead us and
our culture to rethink the paradigm that any cancer needs to be treated...we have been
dealing with this in prostate cancer for some time, and now similar issues are surfacing
with other cancers as early detection becomes more effective. Success in early detection of
cancer will mean that cancers need to be rethougth as chronic diseases rather than
imminent threats to longevity.

The study focused on incidence and treatment of prostate cancer, but did not provide data
about mortality. Other studies using the similar datasets published previously in JNCI have
found that prostate cancer mortality has dropped by about 10,000 fewer prostate cancer
deaths per year since the advent of PSA testing. Over a period of 20 years that amounts to
about 200,000 lives saved due to screening. This means 5 cancers diagnosed for every life
saved, which is not as dire as the picture painted by the authors.

The editorial appropriately points out that PSA screening detects many cancers that may not
need to be treated, eg that there is an “overdiagnosis” problem. However, the editorial fails
to mention multiple randomized trials that have shown survival benefit after either surgery or
radiotherapy for early stage prostate cancer.

PSA is a double-edged sword: Using the test to screen for prostate cancer has greatly
reduced prostate cancer deaths, but this has come at the cost of also diagnosing and
treating some prostate cancers that may not require treatment.

Instead of throwing the baby out with the bathwater by dismissing PSA testing altogether,
the dilemma of prostate cancer overdiagnosis could be reconciled by more broadly
publicizing and accepting the option of ‘watchful waiting’ or ‘active surveillance’, e.g.
monitoring the lowest risk cancers, as described in Sanda et al J Clin Oncology
epublicaiton 8/31/09. By better integrating treatment ‘deferral’ or wachful waiting into the
standard care pattern for prostate cancer, the problem of overdiagnosis can be solved by
separating it from overtreatment.

Jay Brooks, MDChairman of Department of Hematology/Oncology, Ochsner Clinic
Foundation and Hospital
Clearly many physical findings are NOT CANCER. However, it is difficult to tell someone
that when they feel something different in there breast not to do anything about it.
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Jerome Richie, MDChief of Urology, Professor of Surgery, Brigham and Women's
Hospital
Interesting that JNCI almost always seems to publish studies critical of prostate cancer
screening. This study has methodological flaws just like the large screening studies from
U.S. and Europe recently published in New England Journal of Medicine.

There is no question that screening results in overdiagnosis. In the NEJM article from
Europe, they point out that the number needed to screen in their study is similar to studies
of mammographic screening for breast cancer or occult blood screening for colorectal
cancer.

The death rate from prostate cancer has decreased from 42,000 per year to 27,000 per year
since screening was introduced. This reduction is not related to better use of hormonal or
chemotherapy -- hormonal therapy has been utilized since the 1950's. Patients who have
advanced disease or metastatic disease still live only an average of 3 years.

The younger patients who have been identified and treated are most likely cured and will
not have to suffer the ravages of hormonal therapy. In the watchful waiting vs. radical
prostatectomy study (Scandinavian) in NEJM, patients younger than 65 were the ones who
benefited most from early treatment.

I concur that information should be given to all men about the pros and cons of treatment,
but this article is too biased against detection.

Mark Soloway, MDChairman, Department of Urology, University of Miami
I have repeatedly stated that I am in favor of men having a PSA since we have no better
means to detect PC at an early stage. The key is to obtain a diagnosis in a timely fashion in
men who are candidates for curative therapy but all men do not need treatment. We have a
method which is pretty reliable in separating those men who have potentially lethal cancers
from those who have indolent cancers that may never need treatment. The latter group
should have the opportunity to avoid the morbidity of treatment (ED and incontinence) and
take the small chance of progression if they delay or avoid treatment.

Thus I have been following over 200 men on an active surveillance program. They all must
have small volume Gleason 6 PC (based on the biopsy info) with a normal exam (the rectal
exam of the P) and a PSA 10. To date only 12% of the men have had any treatment, none
has a PC that has spread, and none has died of PC. All men see me every 4 months for an
exam and a PSA. They have a biopsy every year to ensue no change in the GS or tumor
volume.

These men fill out a quality of life questionnaire at every visit.

Thus I agree there is overtreatment and financial issues may have a part in this. Clearly pts
want a less invasive treatment and are often not offered no initial treatment as part of the
initial discussion with their MD. We recently completed a survey of our AS pts and less than
half were offered AS by their first urologist.
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