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Good afternoon, Madam Chairwoman, Mr. Chairman, Senator Frist, Senator Specter, and
distinguished mmembers of both Committees. I am Dr. Harmon Eyre, Chief Medical |
Officer and National Vice President for Research and Medical Affairs of the American
Cancer Society. I am honored to be here today, and I want to thank you on behalf of the |
more that 28 million volunteers and supporters of the Society for the opportunity to testify
before-vou-today about the strong scientific evidence supporting the value of

mammography in saving lives from breast cancer-. The American Cancer Society

commends you for conducting this very timely and important hearing.

I respectfully asked that my comments be submitted for the record.

The American Cancer Society is the largest 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. Nationwide, more than 28 million velunteers and supporters, |
L) L} : ) ; - ; L)
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fighting erganization—weWe have set ambitious goals for the year 2015 to reduce the |
number of people dying from and being diagnosed with breast and other types of cancer,
and to significantly improve the quality of life for all cancer patients, survivors, and their

families. While we believe that national achievement of these goals is possible, we know

utilization of cancer prevention and

preventioninfishtins eaneerincreased awareness and

early detection tools is critical to our success.

Madam Chairwoman and Mr. Chairman, before setting out to explain the American
Cancer Society’s view on the benefits of mammography, I would like to take a moment and
to call attention to the terrible impact that breast cancer is having on women in this |

2



country. This year, 203,500 new invasive cases of breast cancer will be diagnosed, and an
estimated 40,000 women will die of the diseasebreast-cancer-and-203.500-new-invasive
cases-will be-diagnesed. On average, a woman dying of breast cancer loses approximately
19 vears of life she might otherwise have had-ifshe had netdied-of breastcancer. The
human face on those statistics translates into families watching a loved one struggleing with
advanced, unsuccessfully treated disease, and a family and community that ultimately isare
left to mourn her loss.-and-achefor-her-dearly-=—As-a As a physician and medical oncologist,
I have treated thousands of breast cancer patients in my career and observed first hand the
heartbreak this disease visits on families and loved ones. -Over the years, I have also
witnessed the progress we have made, so that fewer women are dying from breast cancer. I
do not wish to see our country lose the ground we have gained.

To this atend, swe are hopeful that the recent announcement of the U.S. Preventive
Services Task Force’s update of their breast cancer screening guidelines and their
endorsement of mammography for women ages 40-69, will add to the weight of the wide-
scale rejection of the recent mistaken notion that mammeography is valueless.

Madam Chairwoman, Mr. Chairman, and members of both committees, the scientific
evidence supporting the value of mammography in effectively reducing deaths from breast
cancer is solid, and I appreciate having the opportunity today to share with vou teday-the
Society’s view on this important subject. the-value ef mammeosraphyv-in-effectivelysaving
hvesfromsucewnmbine to-breast eaneers

The Origins of Early Detection in Breast Cancer

Madam-Chairwoman-and Mr-—Chairman,tThe importance of detecting localized breast
cancer is elearly-well established. It was first recognized in the mid-18"™ century by a
French physician who proposed that breast cancer originated as a localized disease that
subsequently spread through -lymphatic channels to the general circulation. This key
concept established the idea that surgery, if performed early, offered the potential to cure
breast cancer. Effective means of early detection eluded us, however, until the early 20™
century when it was first demonstrated that breast disease could be detected with x-rays,
allowing for diagnosis of breast cancer even before symptoms, such as lumps, could be
detected by a woman or her physician.

Madam Chairwoman and Mr. Chairman, aAs yvou well know, the path toward turning a
promising idea into a practical solution can be rather longcan be a time consuming journey
in the scientific world, becausein light of the high standards of scientific evidence that are
required.guard this path. Promising work in breast imaging continued through the first
half of the 20™ century, eventually leading to a turning point in the early 1960s when Dr.
Philp Strax, a radiologist in one of the Health Insurance Plan of Greater New York medical
groups, proposed a large-scale study to rigorously evaluate the potential of mammography
and clinical breast examination to reduce deaths from breast cancer mortality. Professor
Sam Shapiro, Director of Research and Statistics at the Health Insurance Plan, and Dr.
Louis Venet, a surgeon with experience in clinical breast examination screening programs,
later joined him as co-investigators. This study became Tthe Health Insurance Plan of
Greater New York Project, historically known as the HIP Study. and was initiated in
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December 1963. It was the first randomized, controlled trial to evaluate the efficacy of
breast cancer screening with clinical breast examination (CBE) and mammography.
Approximately 62,000 women aged 40-64 were randomly assigned to two groups: the study
group was offered annual clinical breast examination and two-view mammography for
four vears, and the control group received usual care.

The fact that this study was a randomized controlled trial is important because, with
respect to cancer screening, it is critical to know whether the actual act of screening is the
factor making the difference in saving women’s lives. The ideal study would be one in
which vou had two identical groups of people, with the only difference between them being
whether they weregot screened. Obviously, a study like that is impossible. Therefore, the
next best thing is to randomly assign a large group of individuals to either the group that is
offered screening orand the group that receives usual care. If our randomization has
succeeded, and the study is well organized to maintain the integrity of equality between the
study group and the control group, then we come very close to the theoretical ideal of two
identical groups. Randomization of the women in the study controls for the factors we
know about and the factors we don’t know about that could bias our findings. If scientists
simply looked at breast cancer death rates among women who have been screened versus
not screened, it would not account for the fact that women, mindful of their health, would
tend to seek screening and women less health conscious, might not. Therefore, without
randomization, the difference in breast cancer death rates could be attributed to factors
other than screening. That is, randomization tries to control for these and other differences
among the study participants It helps us to truly demonstrate whether or not that
screening, and not some other factor, is the factorreason that reduces death rates are
reduced.

The HIP study was a dramatic turning point. It offered hope for the first time that
through intervention was possible — we could reduce the number of women who died from
breast cancer. The randomized HIP study demonstrated that there were approximately
30% fewer breast cancer deaths in the study group compared with the control group.
Without question, the results of the HIP study ushered in a new era in breast cancer
control, one in which there would be increasing emphasis on detecting and treating breast
cancer before the onset of symptoms. However, scientists are rarely willing to recommend
wholesale change in health policy based on one study.. Before recommending screening to
the general population, we would have to not only know that it works, but that it was
possible to implement a screening program at the community level.

The Logic Behind Early Detection

Before I talk about the next series of studies, I want to quickly discuss the logic The logic
behind early detection and the relationship to the is based on the underlying biology of
breast cancer. Breast cancer is a progressive and systemic disease, in which our ability to
treat and cure a small tumor is much greater than our ability to treat and cure a larger
tumor once it becomes larger. Treatment is easier and the outcomes are better, when the
cancer is caught before there is lymph node involvement and before the cancerit has




metastasized, or spread, to distant organs. There is no more consistent and
straightforward measure of a breast cancer patient’s prognosis than the size of theherthe
tumor. A few statistics to put this in perspective: When breast cancer is still localized —
meaning that it has not spread to other organs --; 97% of patients survive for five yvears or
more. Once the disease has spread to other organs, however, prognosis is bleak, with 79%
of patients dying within five years. Our goal is survival — and scientific evidence in-its
tetality-demonstrates that screening is-a-critically-effective-teel-in-achieving this
oebjectivecan help us achieve the goal of lives saveds. Indeed, the important role screening
plays in reducing breast cancer deaths has been demonstrated repeatedly., and it is etched
in the mind of every physician that treats breast cancer patients.

Promising Concept to Promising Solution: The Importance of Routine Breast Cancer
Screening

As I mentioned, above, the HIP study was not enough on its own to recommend screening
to the general population. Before recommending screening to the general population, we
would have to not only know that screening works, but that it was possible to implement an
effective screening program in the community. The results of the landmark HIP study led
the American Cancer Society and the National Cancer Institute to collaborate on a larger
project to determine the practicality of bringing mammography screening to women at the
community level. This project, known as the Breast Cancer Detection Demonstration
Project, or BCDDP, screened over 280,000 women at 29 centers between 1973 and 1980.
Participation rates were high over the course of the study and final analysis underscored
the importance of mammography screening — nearly half of all breast cancers in this study
were found by mammography alone.

Furthermore, among study participants, breast cancers were diagnosed at more favorable,
early stages when compared with breast cancer cases among women nationwide during the
same period. Most importantly, overall long-term survival has been much better among
participants in the screening study. The bottom line is that, based on these two studies, we
now had enough scientific evidence to say that mammography was an effective tool to
detect breast cancer early, and breast cancer deaths would be reduced if we detected the
disease before it had spread. Mammography was a tool that could make a difference.could

Thanks to the groundbreaking results of the BCDDP and the HIP study, the Society
determined that there was sufficient evidence to promote routine breast cancer screening
in the U.S. as a public health initiative in 1980. As the largest national health organization
devoted to reducing cancer incidence and deaths, the American Cancer Society is well
recognized as a primary resource for cancer screening guidelines. Our screening
guidelines are setbased-enestablished through a rigorous scientific review process and are

re-evaluated at least every five vears. Based-on-the-sroundbreaking results-ofthe Breast
ance nto n Praole and h o ] h o nelo dotorminod




a-public health-initiative in 19°X—We have reviewed the scientific evidence relating to
mammography repeatedly since 1980, and we have continuously concluded that while
improvements in technology are certainly welcome, mammography remainsis the best tool
we currently have to detect breast cancer in-its-early. In fact, as the Institute of Medicine
recently concluded, mammography presently is the gold standard by which breast cancer is
detected early. -stages. To-becertainilt

As I mentioned, evaluation of mammography has continued. Between 1976 and 1982, six
additional randomized controlled trials were initiated in the-Edinburgh, Sweden, and in
Canada. While there are seme-differences in the results-results.— all of these studiess (with
the exception of the Canadian studies)— show a faverable benefit from breast cancer
screening with mammography, both with and without clinical breast examination. In fact,
the trials show a statistically significant reduction in breast cancer death by about 25-30%
for women aged forty-40 and older and similar benefits for women in their forties
compared with women aged 50£iftv-50 and older.

The accumulation of evidence from randomized trials over the vears has strengthened the
science behind breast cancer screening. In fact, one remarkable observation from the
trials is that in the group offered screening, the observed reductions in the mortality rate in
each trial are unifermly-consistent with the reducedrate-ofreductions in the rate of
advanced breast cancer when compared with the control group. Put simply, the studies
unequivoecally showed that detecting breast cancers early increases the chances of survival.

It is important to note that trial results derive from controlled environmentss. It is also
necessary to demonstrate- and-new-that they-are behind-us-we-mustitis-impertantte
demonstrate if the-effe of 3 cenine procram-are-to-be-truly understood.-whether true
benefits are being achieved under real-life circumstances. In Sweden where screening is a
national health priority, those women receiving regular screening have been shown to
reduce their risk of dying from breast cancer by over 40% compared with women who do
not get regular screening --; a fact that should not be ignored.

Revisiting Complex Questions: Reports from Cornell University and Cochrane

Madam Chairwoman and Mr. Chairman, as you know, in spite of the overwhelming
evidence, mammography has not been without its detractors. Recently, two of these
detractors have been able to gain widespread media attention and cause great —in-much-of
thescientific community’s-view—unnecessary-and-regrettable-confusion among the general
popwlationpublic about the value of mammography. I am speaking of course about the
Cochrane Review on Screening for Breast Cancer as published in the Lancet-in2000. In
my view, this current confusion is a regrettable development that is harmful to women.
Given the weight of evidence from the trials and the reductions in breast cancer death rates
observed in real life instances, howevers-the conclusions of the Cochrane Review on




Sereeningfor Breast Cancersas-published-inthe Lancetin2000s-are quite startling
frustrating to many in the scientific community. Indeed, the Cochrane conclusions are at
odds with the most fundamental understanding of breast cancer as a progressive disease.
Moreover, these conclusions run contrary to decades of supporting scientific evidence from
the individual trials, meta-analyses, observational studies and case series, national trends,
and confirmatory, independent expert reviews conducted by medical and scientific groups
in North American and Europe.

As vou are probably aware, the Cochrane report view-rejected 5-five of Z-the seven major
mammography trials as tee-flawed-te-provide-credible-evidenceleaving. The researchers
then -enly2-twe-trials;claimeding that these two remaining trials each-efwhich-showed
that mammography was not beneficial. ne-benefitformammegraphyv—Inexplicably, one of
the reports they selected; was an early report of the Malmo study. The early report was
made before there had been sufficient time for follow up and therefore did not show a
difference in -was-an-earlyrepertthatshowed-no-benefitand-ne-differencein-breast
cancer deaths between the study group and control group when all deaths in each group
were compared. For some unknown reason, the Cochrane review completely-ignored that
there-was-a second later report of this study that had allowed sufficient time for follow up.
This later report did indeed show that mammographv was beneficial. In fact, it showed
that there were 5 er-period-6 ed-19%
fewer deaths in the group offered screening.

Because most breast cancer deaths do not occur rapidly after diagnosis, experts in the
evaluation of screening have known for years that a lengthy period of follow up in a
screening study is necessary to observe a lower mortality rate if indeed-there is one. In
fact, this very point was strongly made in a reecentreport in the Lancet only a few weeks
ago bv investigators from Cornell Universitv Twhich-demenstrated-that the Cochrane
wasavheﬂy—misgmded—l“—h&he Cornell }nvest}gatefsmvestlgators demonstrated that once
a sufficient amount of follow up was allowed, even the first Malmo studv-dees-indeed

shows a ele%beneﬁ%e#mmnmeg%aﬁh%therewas—wclear reductlon in breast cancer
deaths. eon g : od-ef folow—t

WIH other words, ene—eilthe—veHLsﬂidies—that—the—GeehFane—aiMsis

fellewed—leng—eneuehthe Cochrane analvsns used 1ncomplete t—he—vﬂcene—data, maklng -and
therefore-their conclusions-are-unsubstantiated-and-highly suspect. -

Knowing that the results of a scientific study can have a great impact on many aspects of
health care and health policy, standards for conducting these types of studies are set high
and are adhered to by most of the scientific community. Unfortunately, on close
examination, it is evident that the -Cochrane review does not adhere to some of these
standards and is deeply flawed. Indeed, it appears that the review’s investigators failed to
perform a careful examination of the published literature — for example, missing the
second Malmo report — and made arbitrary and 1nc0ns1stent mdgments about study
quality. od ac an hlo me




Moreover, —and-this-was perhaps-the mostesregious problem— the Cochrane analysis

concluded that the only reliable endpoint for comparison was not death from breast
cancer, but death from all causes.

Using death from all causes as the means for evaluating mammography effectiveness is far-
fetched in the extreme. The trials were designed to demonstrate a difference in breast

cancer deaths — not deaths from all causes. To demonstrate a difference in deaths from all
causes, an enormous number of people would need to be enrolled in anyin-the trial. These |
trials were too small to individually demonstrate a difference in all cause mortality and

were never intended to do so. Moreover, breast cancer screening cannot logically be
expected to reduce deaths from hip fractures, diabetes, trauma, or other causes of death.

Furthermore, the Cochrane analysis alleges that some of the trials should be ignored
because of possibletheyfeel-thatthere-was bias and error in determining the cause of

death. Thls assertion is simply wrong, desree-of bias-and-error-that oceurs-in-the
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since the level of error, due to dishonestv or incompetence on the part of blinded and non-
blinded expert panels, would have had to be entirely habitual to bias-change the results so
completely. All told, the claims made by the Cochrane review of the data from the 1™
Malme-study-are based more on conjecture -than an actual demonstration of errors.

The authors of the Cochrane analysis felt-thatall-cause meortality-is-important because they

are part of a group in the scientific community who hold that studies should look only at

all-cause mortalltv, not on mortalltv from breast cancer alone because-breasteaneer

breas&eaneemmamme&anmpefm%paﬁaﬂpmeﬂm&healﬂ%eafe—Thls es&mate
train of thought eenelusionis quite misleading, because the goal of any preventive health |
program is not to prevent death, which will occur eventually-ne-matter-what-we-de, but to
reduce our chances of dying prematurely —Thus-a-wemanBreast cancer screening makes
sense for women between the ages of 40 and 70 has-the potential-te-significantly reduce-her
risk-of dvingearly-because breast cancer is a leading cause of death in that age group — it
offers women the chance to save those 19 vears of life that I mentioned at the beginning of

my remarks.

This raises another point. Screening is an undertaking in which we test the many to find
the few. No screening test is 100 percent accurate. In some cases, cancer will be missed
during screening. In other cases, women will be told they need additional tests for
abnormalities that ultimately turn out not be cancer. Providers must handle each step of
the screening process with great sensitivity. Likewise, more education can be done to
assure women that “false positives” are part of the pathway to a normal interpretation. A
group of investigators at Dartmouth found that women are highly accepting of false




positives as part of the process of saving lives from breast cancer. This does not mean we
should not devote more attention to reducing the avoidable false positive rate, but it is
important to note that many women understand the inevitability of false positives and
accept them as part of the process of early detection.

Another criticism of mammography is that it detects ductal carcinoma in situ, or DCIS, a
non-invasive cancer. In the course of screening for invasive breast cancer, we will detect
DCIS. Since not all DCIS will progress to invasive disease, screening has been criticized for
over treating DCIS.

Madam Chairwoman and Mr. Chairman, approximately a third of DCIS may progress to
invasive disease and we do not know which will or will not progress. The notion that
detection of DCIS should be avoided, or that screening should be postponed until DCIS
progresses to invasive disease betrays a fundamental misunderstanding about the biology
of breast cancer and the interplay between disease progression and early detection. The
intent of breast cancer screening is the detection of small invasive cancers in order to give
women an advantage in fighting their disease. The challenge today and in the future is
tailoring the treatment of DCIS to ensure that it is treated appropriately and that a woman
is not put through a greater treatment ordeal than is necessary — but that’s a treatment
issue not a screening issue. The only option for avoiding the diagnosis of DCIS is not being
screened for breast cancer, which would make no sense at all since the incidence rate of
invasive breast cancer is many times greater than the chance of a diagnosis of DCIS.

All told, in addition to numerous critiques of the Cochrane Review in published literature
by well-known experts in-the-evaluation-ofon screening-studies, no national or professional |

body has eoncluded-found that this review’s conclusions are evenremetely-convincing. As
additional reviews are published, and as additional national groups reject the review’s
deeply-flawed interpretation of the data, it is our hope that policymakers and others will
devote the-more attention toward setting the record straight. Mammography, while not a
perfect tool, is-the currently the best tool we have to catch breast cancer early and to ‘
reduce deaths from the disease. cornerstone-ofourcurrentpubichealth strategy tocontrel
breast-caneer:

Next Steps

Madam Chairwoman, Mr. Chairman, and mMmembers of the Ceommittee, we have made |
incredible progress towards reducing deaths from breast cancer in North America and
Europe. Here in the U.S., after nearly two decades of a public-private partnership in

health promotion, a majority of women aged 40 and older are receiving mammograms.

The efforts to improve the quality of mammography, and in particular the importance of

the landmark Mammography Quality Standards Act of 1992, which the Chairwoman
authored, have assured every woman in this country of a-higher quality breast imaging.
These efforts have produced results. The death rate from breast cancer has declined by

over 20% in the last decade. According to the American Cancer Society, progress in the

U.S. in breast cancer screening, improved therapy, and increased awareness means that




there will be many thousands fewer women who will be expected to die this vear from
breast cancer than would have died if mortality rates were the same today as they were in
1989. Furthermore, new technology, such as digital mammeography, computer-aided
detection, and potentially MRI hold the promise for even more successful breast imaging
technology — but at this time, mammography is the best tool we have.

1 . . f the Coel Review.. [ thinl hi »

The American Cancer Society will continue to provide information designed to inform
women of the benefits and limitations of mammography screening. We are confident that, |
armed with information, women and their health care providers will continue to see
mammography as the best current strategy to reduce death from this disease, and that

those whose confidence was shaken by the recent media attention will regain their

confidence as the authoritative and credible interpretation of the scientific data on
mammography prevails. To this end, we urge women 40 and older to continue to follow |
the advice of their physician and be screened for breast cancer annually.

Madam Chairwoman, Mr. Chairman, and members of the Ceommittee, thank you again |
for the opportunity to speak to you today.
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