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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Health
Bethesda, Maryland 20892

July 14, 1997
NOTE TO JERRY MANDE

Dr. Klausner asked me to fax to you some background information about the new Cancer
Genome Anatomy Project and its new website. When the National Cancer Institute unveils the
new CGAP website during the last week of July, scientists will have a real-time index to the
expression patterns of thousands of genes that might be involved in the development of cancer.

Over the past two decades, scientists made important strides in their understanding of
cancer. We know now that cancer is not one disease but many, and that a common thread of all
cancers is that they result from the gradual accumulation of changes in our genes. Through the
efforts of the international research community, we now know the identity of several key genes
that are involved in the development of various cancers. However, many of the important genes
in cancer development are not yet known, making it difficult to optimize strategies to prevent,
diagnose, and treat cancer.

The Cancer Genome Anatomy Project aims to place in the hands of researchers
information about all genes that might be involved in the development of cancer. This project is a
national partnership of government, academic, and industrial laboratories. Data from the project,
and relevant medical information, are being loaded into a real-time website, so that cancer
researchers will be able to look at the data and direct their creative energies toward the
development of new ways to prevent, diagnose, and treat cancer.

Attached is a recent news article from Science magazine that provides an excellent

overview of CGAP. )

J. Paul Van Nevel
Associate Director for
Cancer Communications
National Cancer Institute
301-496-6631

cc: Dr. Klausner

Attachment
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A Catalog of Cancer Genes
At the Cllck of a Mouse

. Webster Cavenee can’t wait to start doing

" cancer research on the Web. Like thoussmds

of other biclogists, Cavenee, a cancer geneti-
cist at the Ludwig Institute for Cancer Re-
starch in Sen Diepo, has already come
depend on 2 burgeoning array of online data-
bases to help search for new genes and under-
stand what they do. But somerime next
month, Cavenee and his colleagues will be
able to take their computer queries 10 a new
level, thanks to the Cancer Genome Ana-
tomy Project (OGAP)wan ambitious effort
that aims st nothing less than 2 gy
complete catalog of all the genes
expressed in cancer cells,
Starting with five big killers—
breast, colon, lung, prostate, and
ovanian cancers-——-CQGAP will clas-
stfy tumor genes by the eype of can-
cer cell they came from and the
degree of the cell’s malignancy.
“We want 1o achieve a compre-
hensive molecular charucteriza-
tiont of cancer and precancerous
cells,” says Nationsl Cancer In-
stitute (NCl) molecular biologist
Robert Strausberg, who is coordi-
nating the CGAP project. With
just & click of the mouse, research-
ers should be able o determine
how gene expression changes g5 a cancer
progresses and ultimately begin to understand
how tumors arise in the first place—all forno
charge. “CGAP will be a natonal resource
thet all can tap into via the World Wide
Web,” says NCI director Richard Klausmer.
“IPs a wonderful, farsighted thing to do,” says
Cavenee. “It will accelerate cancer research
beyond anything [else] dhey could have done.”
“The project is the latest example of how
a marriage berween computer science and
genetics—creating a brand-new field called
“senomics”—~is transforming whole areas of
biology. It's also an example of fleer-fooredness
on the part of NCI. Klausner began calking
abour the project in mid-1996, even before
some of the key technologies were in place.
Bur they made their debut before the end of
the year, and about the same time, Klausner

got the go-ahead to fund CGAP (Sence,

29 November 1996, p. 1456). NCI is purting
$20 million into the efrort this year, and
it's also being supported by concributions
from the Natonal Library of Medicine’s Na-
donal Center foe Biotechnology Information
{NCRBI), the Deparement of Energy (DOE),
and several pharmaceutical cornpanies.

www.sciencemag.org * SCIENCE « VOL 276 « 16 MAY 1997

And 21l that is just for staxters. CGAP
funds will also support the development of
technologies for rapid analysis of gene activ-
ity patterns in the thousands of tumors likely
to be seen in a hospiral pathology lab. The
hope is that, eventually, the tumor gene in-
dex and these new technologies will enable
physicians to base a patient’s diagnosis, prog-
nosis, and meamment on the status of a par.
ticular tumor’s genes and proteins rather
than on its appearance under the micro-
scope. “The notion that one can identify all

suceess of that work depended on o new
techniques: one for pulling specific cells out
of rumors, which are 3 heterogeneous mix of
nomnal cells and cells in various smges of
malignancy, and the other for aalyzng the
very tiny amounts of RNA present in the
isolated groups of cells.

The melange of cell types in a typical -
mor has long been a problem for researchers
anelyzing gene expression in cancer cells.
They can’t ger an accurate picnure by looking
ar RNAs extracred frora 2 whole tumer, be-
cause it will be 8 mix of molecules from all the
different cell types. And srandard methods for
dissecting out individual cells are not only
tedious bur also unreliable except in the most
experienced hands, says Raraom Parson, acan-
cer geneticist at Columbia University College
of Physicians and Surgeons in New York Ciry.
But last year, Liotta, Michae! Emmert-Buck,

also of NCI, and cheir colleagues de-
18 veloped a tachanicue called laser cap-
ture microdissection that enables
researchers ©o pick out fust the calls
they want 10 analyze in gbout one-
tenth the time that standard micro-
dissection requires (Science, § No-
vember 1996, p. 998),

The procedure srarts with a thin
slice of tumor tissue, placed on a glass
microseope slide and covered with a
wansparent ¢ap from a tiny viel, the
urdlerside of which is lned with a
thm layer of plastic. A researcher

Cell removal Laser-basad dissection lifts small groups of cells (right)
from a prostate tumor, leaving the rest of the tumor intact (left).

the genes altered in a given cancer is very
excirng,” comments cancer geneticist Louise
Strong st the M. D. Andersor: Cancer Cen-
ter in Houstor. *It. should [provide] really
good information [for] classifying tumors and
identifying targets for therapy.”

Despire all rhis enthusiasm, however, this
vision could take years o realize. Although
have begun developing methodsforwholesale
analysis of gene expression pattemns, the
methods have not yer been shown to work on
snything neat the large scale envisioned. And
plans to expand the tumor pene index 10 in-
clude other cancers are still vague. A similar
effort currendy getting under way in Europe
may, however, help out here (see sidebar). In
time, NC1 expects its Web site to be linked to
the ome the Europeans are planning.

Key techniques. The expectations are
bold for a program that’s still taking shape-
Bur, as Klausner reported last month at the
annual meeting of the American Associe-
tion for Cancer Research, a team led by NCI
pathologist Lance Liotta has already demon-
strated rhe feasibilicy of constructing a gene
index for one rumor: prostate cancer- The

simply scans the sample through a
ricroscope tofind a unorm group of
cellsand, whenthey are in the scope’s
cross hairs, squeezes a trigger, zapping
that spot with a weak laser. The laser heats the
plastic so it becomes sticky and adheres to the
cells just undernearh, When the cap is lifred
from the sample, it pulls off the cargeted cells
with it The rest of the sample remewns mtact,
so by moving to adifferent section, a researcher
can obtain cells in various stages of tumor
development, all from one piece of tissue.

Eromert-Buck used this rechnique w0 col-
le<t four sets of cells—normal prostate tissue,
cells just starting to transform, fully trans-
formed cells, and invasive cancer cells—
from a single frozen prostate tumor. Each set
conrained abour 5000 cells,

The investigators’ next challenge was o
show that they could use these cells to gener
ate librimies of complementary DNA—=DNA
from expressed genes—thar accurately reflect
the full complement of the celis’ acrive genes.
Making such libraries requires copying mes-
senger RNA sequences into cDINAs thar can
then be cloned separarely in bacteria, A big
problem is thar when dhere is roo lictle RN A,
the scarcest sequences can ger lost. Asa result,
sequiences of the more common messenger
RNAs are overrepresentred and others are
underrepresented m the library.

1023
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Europe’s Cancer Genome Anatomy Prolecti-":;.

Note long after the Cancer Gcname Anauomy Pto;ec: (CGAP), goes online next

month (see main rext), the plan is t have it hook up with:a similar project aow taking -
shape in Burope, Eleven European academic and clinical laboratories have teamed up
ro create theCancerGeneExpmssxoangmm, which is also intended to study gene .
expression in cancer “ina very comprehensive manner,” says Charles Auffray, a cancer,
geneticist at the National Center for Scientific-Research in Villejuif, France. Auffray: .
and colleagues from Germany, Sweden; and the Netherlands will focus ﬁrst on ptos— s

vate, colorecral, breast, lung, skin, kidney, and pediatric brain cancers. -

Once it raises the funding needed, &\eﬂmpmntamsﬁmgoalxstonmkehbmnes :
of full-length complementary DNAs (the DNA: from acrive genes)-—as opposed o -
shorter DNA fragments called expressed sequence tags, or ESTs—from these cancers.’
They will then select the subsets of sequences that appear w be specific 1o éach of the .
TUMAr Types. Eachmbsetwﬂlbeusedtoscmenhxgenmbe:soﬁhutypeofmorco-:i
verify that indeed dhose genes: are” ejther abefrantly expressed (as in: the' case of -
oncogenes) or not expressed (a5 in umor-suppressor genes) in thar cancer, Auffray. -
explains. He expects to make this information publicly available as quickly as péssible.

The project is still in the planning stages, but already Auffray has been talking with. :
the European projecr's Web site :to: -
the same-goals.. -
But both are needed, says Auffray, because dma:csomanyzmesasomanydxﬁmm- .

CGAP folks about colleborating snd kL

CGAYP's. At first glance, the projects seem to be txying to

camlogmg the cancer genes. .

cancer types, and so many stages.” He hopes even more teams wxll become involved in -

R g -TE.P,_;'_

Another method developed last vear by
Emmerc-Buck, NCI molecular biologist David
Krizrasm, and their colleagnes seems to have
solved that problem. It combines an efficient
cloning rechnique with 2 few cycles of the
polymerase chain reaction 1o increase the
number of copies of each bit of sequence.
When Krirman used this procedure on the
cells Emamert-Buck obrained by laser caprure
microdissection, he found, he says, that “the
diversity was really quite good [and] all the
genesare kept in & good balanice.” Genes con-
mon in the prostate, such as the one encoding
prostate-specific anrigen, were well repre-
sented in the library, as would be expected.

Moreoves, there sppeared o besome 360 new

genes not previcusly described.

Creating a tumor index. Emmernr-Buck,
Krizman, and their colleagues will spend the
next few months making similar cDNA 1i-
braries for normal, precancerous, and cancer-
ous cells from lung, colon, breast, and ova-
rian tumors, as well as from more prostare
cancers. Robert Waterstont’s team at Wash.
ingron University in St. Louis will then
sperd 6 mondhs sequencing several thousand
bits of cDNA. called expressed sequence tags,
or ESTs—unique sequences useful for identi-
fring active genes—from each of these 45
libraries. Afrer thar, the task will fall vo & yet-
to-be-named NCI grantee.

As fase as these EST saquences come in.
NCBI researchers will post them in GenBank
whege they can be accessed from the OGAP
Web site along with data about both the tu-
morsand the libraries. This information is not
currently available for ESTs in GenBank's

1024

database. “We want topresent the ESTs mthe
conrext of the biology,” says NCI's Strausberg,

A, program developed at NCBI will en-
able any Web visitor w look at differences in
the patterns of gene expression between any
wwo libraties. Those differences could point
researchers to genes important to the pro-
gression of cancer, or that could serve as
markers of disease. “The hope is that what
we'll find are patrerns of pene expression that
will define much betrer the subpopuladons

of cancers,” says NCI's Kenneth Karz,
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farent stages of a tumor, displaying differencas
by dot size and shading.

PAGE

e v

That information might help clinicians
identify diagnostic markers that can distin-
guish between normal and cancerous cells or
aid in determining a patieat’s prognosis. Be-
ing able to predicr a particular rumor’s mera-
static potential “would be of tremendous ben-
efit,” says molecular biologist Claire Fraser
of The Institute for Genomic Research in
Rockville, Maryland. An oncologist could
then tailor the follow-up radiarion or chemo-
therapeutic meatment according wwhow likely
the tuzaor was 1 have spread.

In addition to building EST libraries,
QOGAP investigators will start constructing
libraries with longer stretches of cDNA thar
contain more of an acdve gene’s coding region.
These will come from, several dozen different
types of cancers. Because larger amounts of
stardng marerial are needed to generare librar-
ies with longer ¢DNAs, the RNA will be ex-
tacted from bulk rather than microdissected
samples. A researcher finding an EST that ap-
pears  be unique to, say, precancerous tissue
can then lock for a march among the longer
sequences in these libraries and, upon finding
one, passibly isolare the gene fasrer.

Toward these ends, the NC{ is purring $4
million this yesr mto the oumor gene ndex.
Several companies are kicking in additional
support for the generation of ESTs. And DOE
is allocaring 31 million to help set up the
bacrerial clones in which the ESTsend longer
clones are maintained. The IMAGE consor-
durn at Lawrence Livermore National Labo-
ratory in California will make these clones
available to any researcher who wants themn.

4/4

Anocher $6 million of NCI funds is slared

1o be distributed to grantees to develop new
technologiesforanalyzing many genesat atime .

orto ktnprove upon techniques for generating
long, potentially full-length, ¢DNAs. Several :

companies are already working on either DNA

chips or microarrays, which arrange many
thousands of bits of DNA in a small space

Once these companies have automated the

process and sufficiently expanded the numbers

of birs of DNA squeezed into an array oronto &

a chip, these devices can be used for rapid
scresning of large curnbess of cDNA somplas
10 detect expressed says. Fi-

genes,
nally, NCT will spend about $10 million or &

grants for researchers o come up with ways
1o put these basic dara to use in the clinic.
All this should quickly produce a rich
Wek site. “The potenrial for data mining is
‘just great,” Emmert-Buck notes. And re-
searchers not involved in CGAP coulda’
agree more. “It will generate new directions
for investigators,” says cancer geneticist Ken-
neth Kinzler of Johns Hopkins University
School of Medicine. Al rhar porendial has
Cavenee's research team “salivaring,” he says

“We're checking che Interner daily o see if §

the [CGAP] home page has come up.”
~Elizabeth Pennisi
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Jerold R. Mande

07/14/97 10:50:49 AM

Record Type: Record

To: Ron Klain/OVP @ OVP, Donald H. Gips/OVP @ OVP, Toby Donenfeld/OVP @ OVP

cc:
Subject: Cancer Initiative

I met with Rick Klausner last week to seek his advice. He was very enthusiastic about the
possibility of the VP stepping forward on cancer and offered to help. He also raised an immediate
opportunity (week of 7/14 or 7/21) for the VP to announce the Cancer Genome Anatomy Project --
a top NCI priority. It is a natural fit for the VP -- it involves biotechnology, the internet, a
partnership for funding involving DoE and industry. It would also allow the VP to put his marker
down on cancer, pointing toward a major speech in the fall.

| also wanted to call your attention to a 7/2 request from the Friends of Cancer Research (Valenti &
Lansing} for a meeting with the President sometime in the next two weeks to discuss the
President’s position on biomedical research in general and his stand on the FY97 NIH
appropriations, which is currently being marked up in the House, in particular. Public Liaison
indicated that the President is likely to do this meeting.
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National Institutes of Health
Bethesda, Maryland 20892

Tuly 14, 1997

NOTE TO JERRY MANDE:

Earlier today 1 faxed you some background information on the Cancer Genome Anatomy
Project. Here is some additional information about the issue, and the event being planned to
launch the CGAP website. Dr. Klausner will be away for a couple of weeks beginning in early
Angust and we would like to bold the event in the last week in July. If the Vice President is able
to participate, his schedule, of course, would dictate the date and time of the event. Pleasc let us
know as soon as possible about his decision and the best possible date for mm.

ISSUE

Please see the note I faxed to you earlier today. The CGAP website will provide scientists
with the first real-time index to the expression patterns of thousands of genes that might be
involved in the development of cancer. CGARP is at the intersection of genomics and informatics,
where gene discovery and computer technology will come together to develop new ways to
combat this disease. Already, scientists know the identity of several key genes that are involved in
the deviopment of cancer, but many of the important genes involved in cancer development are
not known yet. CGAP ultimately will give scientists information about all of the genes involved in
the development of cancer. As the Project develops data about the expression genes involved in
the development of cancer, that data will be loaded onto the real-time website where scientists can
study it and begin to develop new ways to prevent, diagnose, and treat cancer.

EVENT

The National Cancer Institute plans to hold a media briefing that will feature
demonstrations of two key elements of the Cancer Genome Anatomy Project: 1) A new
technology (called laser microdissection technology) that allows a pathologist to dissect a tumor
sample mto a few cells for gene analysis; and 2) the new Cancer Genome Anatomy Project
website, where data from the project are being displayed so that scientists worldwide can examine
existing information and use that information in their research to prevent, diagnose, or treat
cancer. At the event, the Vice President could operate the Jaser that enables individual cells to be
plucked from the tumor sample to be analyzed for their genes, and operate the computer, whose
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screen will be projected, to surf through the website. DHHS Secretary Donna Shalala has also
been invited to participate. Dr. Klausner and the staff from NCI and from the National Library of
Medicine, which will operate the website, will also participate to handle the technical and

scientific aspects of the project.
ﬂu Vo 1l

J. Paul Van Nevel
Associate Director for
Cancer Communications
National Cancer Institute
- 301-496-6631

c¢: Dr. Klausner



Ron Klain @ OVP
07/02/97 09:18:21 PM

Record Type: Record

To: Jerold R. Mande/OSTP/EOP

cc:
Subject: Cancer Strategy

The VP asked me where this stands. He is anxious to start to move ahead. And one other point:

he wants to get Hodding Carter involved in this as well. He met with Carter last year, and thought
Carter had some great ideas.

Specifically, what the VP wants is: (1) a BRIEF memo from you, ASAP, outlining where we stand
and what we might do; (2) a call sheet for the VP to call Carter, solicit his advice, and then pass

him off to you; and (3) then a final meeting with you and Carter to sign off on a plan that the VP
would begin to sell internally.

Let me know how this sounds, and when you think you can be ready for step one..... Thanks.



‘é;Elizabeth Drye
# 07/21/97 06:57:12 PM

Record Type: Record

To: Jerold R. Mande/OSTP/EOP

cc:
Subject: cancer

This doesn’t transfer well from POTUS to VPOTUS, but here it is.

National Cancer Institute and National Cancer Act

President Roosevelt signed the National Cancer Institute Act in 1937, establishing the
NCI. The law mandated the new institute "to provide for, foster, and aid in coordinating
research relating to cancer.”

President Nixon signed the NCA on December 23, 1971. His statement on the bill,
attached, notes that he had called for the legislation in his January '71 State of the Union
address. In July of '71 Congress also approved his request to dramatically increase NCI's
budget by $100 million (to $337.5 million). The NCA, among other things:

- made the NCI Director a presidential appointee and expanded the Director's mandate;

- established two advisory boards appointed by the President;

- initiated the National Cancer Program, calling on NCI's Director to "plan and
develop and expanded, intensified, and coordinated cancer research program
encompassing . . . NCI research, related programs of other research institutes, and
other Federal and non-Federal programs;

- authorized the first cancer centers; and

- required NCI to submit its budget directly to the President.

Nixon noted in his statement that these provisions "place the full weight of the
Presidency behind the national cancer program . . . the President will be able to take personal
command of the Federal effort to conquer cancer."
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SPECIAL ARTICLES

PROGRESS AGAINST CANCER?

Joun C. Baiar 111 anp ELaiNe M. SmiTn

Abstract We assessed the overall progress against
cancer during the years 1950 to 1982. In the United
States, these years were associated with increases in the
number of deaths from cancer, in the crude cancer-related
mortality rate, in the age-adjusted rnortality rate, and in
both the crude and tha age-adjusted incidence rates,
whereas reported survival rates (crude and relative) for
cancer patients also increased.

In our view, the best single measure of progress against

HE primary purpose of this article is to assess the

overall progress against cancer during the years
1950 to 1982, the most recent year for which reliable
data are available. During this time there was very
rapid and extensive growth of private and governmen-
tal support of research on cancer, and toward the end
of the period there was also substantial emphasis on
the effective delivery of research results to physicians,
patients, and the public. It is time for an open debate
to take stock of past achievements and to consider
what levels of funds should be invested in what kinds
of future efforts. We offer some observations and inter-
pretations relevant to such a debate.

In 1962, cancer was the recorded cause of death for
278,562 Americans. In 1982, just 20 years later,
433,795 persons died of cancer — a 56 percent in-
crcase (Table 1). But the population was growing, and
the proportions of persons in older age categories were
changing. Crude mortality rates, which adjust for
population size, increased by 25 percent (from 151.0
to 188.8 per 100,000) in this 20-year period, and age-
adjusted mortality rates, which adjust for changes in
age distributions as well as population size, increased
by only 8.7 percent (from 170.2 to 185.0 per 100,000).

Mortality data do not tell the whole story. We might
ask, not how many Americans dic of cancer, but how
many contract the disease. From 1973 to 1981 the
crude incidence rate for all neoplasms combined rose
by 13.0 percent, and the age-adjusted incidence rate
by 8.5 percent (Table 1).

Or, we might focus on neither incidence nor mortal-
ity, but on the long-term survival of patiecnts who have
had a diagnosis of cancer. Unadjusted five-year sur-
vival rates for patients with all forms of cancer com-
bined increased by 4.2 percent from 1973 to 1978
(from 38.5 to 40.1 percent), while rates adjusted for
“expected” mortality from all other causes of death
rose by 5.1 percent (from 46.8 to 49.2 percent).

From the Harvard School of Public Health, Boston, and the University of Towa
Medical Center, lowa City. Address reprint requests to Dr. Bailar st the Depart-
ment of Biostatistics, Harvard School of Public Health, Boston, MA 02118,

Supported in part by granns from the Alfred P. Sloan Foundation, the Mobil
Corporation, and the University of lIowa Rescarch Foundstion.

cancer is change in the age-adjusted mortality rate associ-
ated with all cancers combined in the total population. Ac-
cording to this measure, we are lusing the wer aganist can-
cer, notwithstanding progress against several uncommon
forms of the disease, improvements in pailiation, and exten-
sion of the productive years of iife. A shift in rasearch em-
phasis, from research on treatment to resaarch on preven-
tion, seems necessary if substantial progress against cancer
is to be forthcoming. (N Eng! J Med 1986; 314:1226-32.)

Which of these conflicting pictures of change, il
any, captures the “truth” about recent advances in the
control of cancer? More specifically, what yardstick
should we use to measure the overall success of the
long and intense effort to control and eventually elimi-
nate these diseases? Interest in this matter is sharp-
ened by the recent announcement that the goal of the
National Cancer Institute is a 50 percent reduction in
cancer-rclated mortality (on an age-adjusted basis) by
the year 2000.> To answer these questions, we first
discuss the kinds of data that are available and the
methods used to reduce them to simple index fig-
ures.*> We then give our views on which measures are
most appropriatc and what they indicate.

MoRrTALITY DaTA

In the United Siates, nearly all national cancer-
rclated mortality data are derived from death certifi-
cates submitted through local and state channels to
the National Center for Health Statistics. The Death
Registration Area has included the entire United
States since 1933. Major changes since then include
five revisions of the standard system for coding causes
of death, as well as continual improvement in medical
procedures for antemortem diagnosis.>® However,
these changes have had less effect on the certification
of deaths from cancer than on certification of deaths
from other major causes.

Mortality records can be used in many ways, each
of which is best suited for specific purposes. Some-
times there is a need for information about changes
in mortality that are independent of demographic
changes such as shifts in the age distribution of the
population or shifts in place of residence (for geo-
graphically rclated cancers). “Adjusted” rates may be
used to remove the effects of the variable or variables
adjusted, so that other effects can be more easily de-
tected and measured.*?

One common method of adjustment for age is the
“direct” method, which is a simple weighted average
of observed age-specific rates, with weights deter-
mined by some fixed “standard” population, such as
the U.S. population of 1980. For this paper all adjust-
ments were made by the direct method with reference
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Table 1. Cancer in the United States: Selected Measures of
Recent Changes.*

Avenace %
Chanoe/Ya

Totat %
Merasune Yean CHance

1962 1982

Mortality
No. of deaths 278,562 433,795 55.7
Crude ratet 151.0 188.8 251
Age-adjusted ratet 170.2 185.1 8.7

1973 19*!

Incidence
Crude ratet 365.27 4127
Age-adjusted ratet 368.2 399.4

173

Five-year survivat (%)}
Absolute survival rate 38.5 40.1 42 +0.8
Relative survival rate$ 46.8 49.2 5.1 +1.0

Sources: McKay et al..' the National Center for Health Suatistics,? and unpublished dats
from the SEER Program, National Cancer Institute.

tRates are per 100.000 populstion. Age adjustments are to the 1980 U.S population.
Incidence data for 1981 include two areas not in the 1973 data; the base population reflects this
change.

$White population only.

#Relative to survival of the U.S. white population with the same age distribution.

to the U.S. populatios of 1980. There has been recent
discussion about whether, in view of diagnostic errors
at older ages, age-adjusted mortality rates should in-
clude the entire age span.®'® Ours do, because cancer
is a common cause of death and because (contrary to
the situation with some other causes of death) the
available data do not suggest that net errors are so
high as to make the figures unreliable for overall eval-
uation. Furthermore, changes in mortality rates for
persons in specific age categories may be useful for
understanding causes of cancer, but cannot measure
progress against cancer in all age
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plateaued, and recently began to rise again among
white females; rose rapidly and steadily among non-
white males; and declined slightly and recently pla-
teaued among nonwhite females. In all race and sex
groups combined, there was a moderatc increase in
age-adjusted mortality. (The small discontinuity in
1957 is a result of a char:ge in methods of classifying a
cause of death on death certificates; more recent
changes have had only a minor influence an ca..zer-
related mortality rates.®?)

Site-Specific Mortality Duta

Although mortality from all forms of cancer com-
bined provides the most important information, study
of specific sites (Fig. 2) can both illuminate the over-
all changes and show why the site-specific analyses
alone may be misleading. To preserve comparability
across sites, Figure 2 shows rates of each cancer (in-
cluding the sex-specific cancers) relative to the total
population. Rates of breast cancer among women only
and rates of prostatic cancer among men only arc ap-
proximately twice the rates given in this graph.

There has been no apparent change in mortality
from breast cancer among white or nonwhite women
since 1950. Rates among nonwhites {not shown) vary
about their mean more than the rates among whites,
but this appears to be due to the effect of smaller
numbers of deaths and, hence, larger random vari-
ability.

The sharp and continuing rise in deaths from lung
cancer (Fig. 2), ncarly all from cigarette smoking, is
now widely recognized as a medical, social, and po-
litical scandal. The increase was evident before 1950
among white and nonwhite men, and it has been evi-
dent among white and nonwhite women since the late

300

groups. 20

We believe that to study overall
trends in cancer-related mortality
(how they have changed in recent
years and how they could change
by the year 2000), the best single
measure of mortality is the age-
adjusted death rate associated with
all cancers combined, supplement-
ed by age-adjusted rates and some-
times age-specific rates, for specific
sex and broad racial categories.
These measures remove the effect
of changing population size and
changing distribution according to
age, sex, and race.

Figure 1 shows age-adjusted mor-
tality rates for all forms of cancer
from 1950 to 1982 in the entire pop-

W
' Whe tomate
- —a-4

Whote popuistion

ulation and according to sex and
race, with age adjusted to the 1980
population. Cancer-related mortal-
ity, measured in this way, rose stead-
ily among white males; fell slightly,

1903
YEAR

Figure 1. Mortality from All Malignant Neoplasms, 1950 through 1882, in the U.S.
White Population and According to Race (White or Nonwhite) and Sex.

Age was adjusted 1o the U.S. population of 1980.
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1960s. These changes in death rates from lung cancer
have substantially affected mortality rates {rom all
cancers combined (Fig. 1). (Later on we will discuss
the effect of excluding lung and other cancers from the
trends shown in Figure 2.) Data on nationwide mor-
tality trends with smokers and nonsmokers separated
arc not available.

Mortality from cancer of the prostate (Fig. 2) has
not changed appreciably in the entire male popula-
tion, despite continual increases among nonwhite men
since 1950.

Mortality from stomach cancer (Fig. 2) has steadily
declined in all four race and sex groups. This decline
reflects changes in incidence rather than hetter meth-
ods of treatment, earlier diagnosis, or changes in defi-
nition.%# Mortality from cervical cancer (not shown)
has also declined dramatically as a result of wide-
sprcad screening programs, improved standards of
living, and a high rate of hysterectomy.'

Mortality from colorectal cancer (Fig. 2) has been
declining slowly and steadily for reasons not fully un-
derstood but probably including better diagnostic pro-
cedures and improvements in treatment.

These data, taken alone, provide no evidence that
some 35 years of intense and growing eflorts to im-
prove the treatment of cancer have had much overall
effect on the most fundamental measure of clinical
outcome — death. Indeed, with respect to cancer as a
whole we have slowly lost ground, as shown by the rise

in age-adjusted mortality rates in the entire popula-
tion (Fig. 1). This is not to say that without these
efforts at treatment the trends would have been the
same, but overall, the effort to contro! cancer has
failed — so far — to attain its objectives.
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This generally dismal picture obscures some strik-
ing successes, however. For example, age-adjusted
mortality from all cancers combined has dropped no-
tably in patients under the age of 30, though such
deaths account for only about 1 to 2 percent of total
mortality from cancer.!2:!3 In older persons, mortality
from small-cell lung cancer and from non-seminoma
testicular cancer has also decrzased (data not shown).

Incipen- T DaTA

The possible measures for the incidence of cancer
are similar to those for mortality from the disease —
counts, crude rates, and several kinds of adjusted
rates, each of which may be limited to particular de-
mographic segments or particular forms of cancer.**
The incidence statistic that we chose for a measure
of overall progress against cancer is the direct age-
adjusted rate for all cancers combined (U.S. 1980
standard), but supplemented by rates for certain nar-
rower segments that illuminate specific problems.

Table | shows cancer incidence data from the SEER
(Surveillance, Epidemiology, and End Results) Pro-
gram, which was developed under the auspices of the
National Cancer Institute. One can compare these
statistics with the mortality data in Table 1, but keep-
ing in mind that most superficial skin cancers are ex-
cluded, that the SEER data are for a nonrandom sam-
ple of about 10 percent of the U.S. population from 10
diverse geographic arcas (4 states, 5 metropolitan
areas, and Puerto Rico), that the series begins only in
1973 for 8 of 10 areas (the others were added in 1974
and 1975), and that the incidence data arc subject to
substantial shifts in diagnosis and reporting during
that time.'* Data on cancer incidence are limited to

the white population because the
number of nonwhites in the SEER

. g
e,

population was too small to provide
reliable estimates of risks and be-
cause the distribution of nonwhites
across specific racial categories was
substantially different from that in
the United States as a whole.
Cancer incidence rates arc shown
in Figure 3. Overall trends are up-
ward among hoth white males and
white females, suggesting a failure
to prevent or control ncw or current

Coton/Rectum
causes of cancer.

Site-Specific Incldence Data

The reported incidence rates for
breast cancer show a distinct one-
year peak in 1974 and a slower
rise in more recent years (Fig. 4).
The reported incidence of cancer

1985 1970
YEAR

Figure 2. Mortality from Cancer of Selected Sites, 1950 through 1982, in the Total

U.S. Population,
Age was adjusted to the U.S. population of 1980.

of the prostate (Fig. 4) has in-
creased slightly among white men
and more sharply among nonwhite
men (data not shown). Incidence
rates for lung cancer have been ris-
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Figure 3. Incidence of All Cancers, 1973 through 1981, According
to Sex, in the White Population of the SEER Registry Area.

Age was adjusted to the U.S. population of 1980.

ing rapidly in white men and white women, largely
in response to changes in tobacco smoking in recent
decades.

Again, we see no reason for optimism about overall
progress during recent years, There is no reason to
think that, on the whole, cancer is becoming any less
common.

SurvivarL DaTa

There are many divergent measures of case surviv-
al, just as there are for mortality and incidence. One
can count a group of patients with cancer, then count
the number who are alive at some specific time after
diagnosis (e.g., 2, 5, or 10 years) and calculate the
percentage surviving at that time. However, that
mixes the lethal effects of cancer with deaths from
unrelated causes. One might instcad compute the per-
centage who are alive and appear to be frec of cancer
at five years, or exclude those who have died of causes
other than cancer during the period, or try to calculate
the lifetime probability that somcone with cancer will
eventually die of it. A common device is to avoid diffi-
cult judgments about the presence of recurrent cancer
or the cause of death and, instead, adjust for “expect-
ed"” survival estimated from rates in the general popu-
lation with the same age and sex distribution. The
ratio of observed survival (cancer patients) to expect-
ed survival (general population), called the relative
survival rate, is a commonly reported measure of case
survival.'®

Any of these survival measures can be applied to
cancer overall, to specific forms of cancer, or to specif-
ic demographic groups of patients. Again we have
many measures, with nonc of them clearly best. The
difficulty in interpreting survival rates after cancer is
illustrated by recent congressional testimony stating
that the United States is on the verge of attaining a
five-ycar survival rate of 50 percent. News stories did
not always make it clear that the computation of such
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a high rate required exclusion of the nonwhite popula-
tion and the use of relative rather than absolute sur-
vival rates.'®

ProBLEMS IN INTERPRETING RECENT INCIDENCE
AND SurvivaL DaTa

Changing standards of diagnosis and medical care
of patients with cancer may affect incidence ane sur-
vival rates substantially more :Laii they aflect mortal-
ity rates. At one time, a cancer was a cancer, and it
could be assumed that a truly malignant neoplasm
would eventually appear in hospital records (for treat-
ment) or in death records (if treatment was unsuccess-
ful or not attempted). The major exception, most
forms of superficial skin cancer, could be excluded
from the registry system by definition (the biologic
behavior of superficial skin cancer is unlike that of
other neoplasms because metastatic spread, the main
reason for death {rom cancer, is uncommon), Other
ncoplasms lacking metastatic behavior used to be con-
sidered infrequent and were not regarded as a source
of serious bias in the interpretation of trends. That
assumption can no longer be made. The implications
are substantial.

The 1974 peak in the incidence of breast cancer
(Fig. 4) corresponded to the occurrence of public dis-
closures that the wives of the U.S. President and Vice
President had breast cancer and a major public effort
to promote screening for the disease by mammog-
raphy. Although the 1974 peak was well beyond the
limits of random variation, there has been no appar-
ent corresponding change in mortality from breast
cancer (Fig. 2) or in case survival rates (Table 2). We
believe that the 1974 peak in incidence is spurious and
reflects the inclusion of a proportion of benign and
borderline lesions that in other years would not have
been detected and reported. That such shifts in diag-
nostic criteria do occur, and specifically for breast can-
cer, is well documented.”!7.18 After the 1974 peak the
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Figure 4. Incidence of All Cancers and Cancers of Selected Sites,
1973 through 1981, in the White Population of the SEER
Registry Area.

Age was adjusted to the U.S. population of 1980.
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rates plateaued at a lower level, then started to risc
slowly but steadily among both white and nonwhite
women. A recent resurgence of screening programs
may account for some of this latest increase, but pres-
ent data do not permit a definitive conclusion about
whether it is artifactual or represents a true increase in
incidence.

Cancer of the prostate is a common incidental find-
ing when unselected tissue specimens of vld men are
examined, whether at autopsy (after death from an-
other cause) or biopsy (at surgery for a benign condi-
tion). Reports of prevalence rates in the 25 percent
range are not rare.” It is less widely recognized that
such lesions, especially those found incidentally at
prostate surgery, are commonly rcported as cancer in
the incidence statistics. There appear to be no data on
what proportion of these prevalent prostatic “can-
cers” had shown evidence of malignant behavior. In-
cidence rates for this disease do not exceed 1.2 per-
cent per year even in the oldest age groups, including
some proportion of patients with incidental diag-
noses; the incidence of clinically apparent prostatic
cancer must be lower, and mortality rates are lower
still. We must conclude that the prevalence rates are
seriously inaccurate and that most of the tumors
found, which do have the microscopical appearance of
malignancy, do not have the behavior we associate
with the word “cancer.” Such an interpretation, com-
bined with an increasing frequency of incidental
tissue diagnosis, would be consistent with the rapid
changes in survival after prostatic cancer shown in
Table 2.

Lung cancer has increased rapidly in all major pop-
ulation scgments. As a result, several kinds of screen-
ing programs have been developed and tested. Find-
ings tend to be that in comparison
to a randomized control group, the
screened group has more cancers
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ing of “cancer” of the breast, prostate, and lung, nei-
ther incidence rates nor case survival rates for these
diseases can be taken as reliable indicators of change
in the overall progress against cancer. One must won-
der whether similar problems affect the data on other
forms of cancer. Mortality data do, in contrast, meas-
ure biologic behavior rather directly. That is mainly
why we believe that mortality rates, age-adjustr<i to a
current standard, are the bes. Liugie measure of over-
all progress. Specifically, we disagree with the decision
of the National Cancer Institute to emphasize survival
(and the short-range goal of a five-year overall relative
case survival rate of 50 percent), because it i3 subjec’
to substantial bias from changing standards of diag-
nosis and reporting. A reported survival rate of 50 per-
cent, if many of the patients do not have the biologic
disease in question, would only mislead and confuse the
public, the news media, governmental representatives,
and health professionals who are not sorhisticated in
biostatistical and epidemiologic analysis.

Enstrom and Austin?? have also discussed the prob-
lems of interpreting cancer survival rates. Although
this matter needs further study, the uncertainties are
great enough to make case survival an inappropriate
measure of progress.

Colleagues have argued that the overall picture of
cancer mortality is dominated by rising rates of death
from lung cancer and that this disease should therefore
be omitted from any summary measure of progress

against cancer. Reasons for such an omission have not
been clearly stated, although it conveniently reverses
the overall rise in mortality from cancer. Lung cancer
is in fact the best illustration of our primary conclu-
sion that despite great effort over many years, research
on cancer treatment has failed to deal cflectively with

Table 2. Absolute and Relative Survival Rates.*

detected, the cancers are in earlier
stages, more are considered suit-
able for curative treatment, and
case survival rates are substantially

PIVE-YEAR SURVIVAL

Yean or Diaonosn
1978 1976

percent

higher. However, overall mortality
is little affected.!®2! This again
seems to be a result of detecting
and reporting lesions that have the
microscopical appearance of cancer
but not its biologic behavior. As a
result of adding these benign condi-
tions, the pool of real “cancers” is
diluted, and we find high detection
rates, early stage, resectability, and
improved case survival, but with
little or no change in outcome as
measured by deaths.

Thus, the incidence and case sur-
vival data for three major forms of

Absolute ratet
All neoplasms
Colorectal cancer
Lung cancer
Breast cancer
Prosuate cancer
Hodgkin's discase
Non-Hodgkin's discase

Relative ratet
All neoplasms
Colorectal cancer
Lung cancer
Breast cancer
Prostate cancer
Hodgkin's discase
Non-Hodgkin's disease

3o.2

9.0
643
412
7.7
43

46.8
46.4
1.0
2.3
60.7
61.5
40.9

40.6
378

9.3
65.2
439
6.3
79

49.3
438
11.9
7.6
65.0
67.6
45.1

41.0
38.2

9.7
67.0
45.9
66.6
40.0

50.0
29.4
11.8
75.8
67.6
7.0
47.3

41.2
396
10.3
66.0
417
ne
41.0

50.3
st
12.5
74.7
70.2
76.5
48.6

50.0
51.3
13.0
5.1
6.9
74.3
46.8

40.1
38.7
11.0
65.0
414
67.3
39.0

49.1
50.3
13.4
741
69.4
72,0
47.1

cancer may not mean what they at
first suggest. Because of these un-

certainties about the current mean- Gmribution.

*Source: Unpublished data from the SEFR Program, National Cancer 1astitore.
fRates are for white males and white females only, relative 10 survival of the U.S. white populstion with the same age
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the cancer problem. We have never-
theless calculated age-adjusted mor-
tality rates excluding lung cancer;
with this exclusion the change in
overall age-adjusted mortality from
cancer since 1950 shifts from an 8
percent increase to a 13 percent de-
crease. If one also excludes cancer
of the stomach and cervix, whose
rates have also been changing for
reasons largely unrelated to treat-
ment (Fig. 5), age-adjusted mortal-
ity shifts from 130.1in 1950 t0 128.9
in 1980 — a change of less than

RATE PEA 100.00..
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1 percent. It is difficult to claim suc-
cess in the war against cancer on
the basis of these figures.

In Figure 5 the time scale is ex-
tended to the year 2000. We have
marked on the figure the National
Cancer Institute goal of a 50 per-
cent reduction in mortality by that year. It is clear that
the goal will not be attained unless the present upward
trend is reversed very soon and there is a precipitous
and unprecedented decline. We do not believe that
hopes for such a change are realistic.

CONCLUSIONS

Some measures of efforts to control cancer appear to
show substantial progress, some show substantial
losses, and some show little change. By making delib-
erate choices among these measures, one can convey
any impression from overwhelming success against
cancer to disaster,

Our choice for the single best measure of progress
against cancer is the mortality rate for all forms of
cancer combined, age-adjusted to the U.S. 1980 stand-
ard. This measure removes the effects of changes in
the size and age composition of the population, pre-
vents the selective reporting of data to support par-
ticular views, minimizes the effects of changes in diag-
nostic criteria related to recent advances in screening
and detection, and directly measures the outcome of
greatest concern — death. The National Cancer Insti-
tute has also adopted this standard for its prospective
goal of halving cancer mortality by the year 2000, but
continues to use relative case survival rates to assess
progress in years past.>!8

Age-adjusted mortality rates have shown a slow and
steady increase over several decades, and there is no
evidence of a recent downward trend. In this clinical
sense we are losing the war against cancer. Substantial
increases in our understanding of the nature and
properties of cancer have not led to a corresponding
reduction in incidence or mortality. On the basis of
the age-adjusted trends that we have presented, it is
unlikely that the National Cancer Institute will attain
its stated goal of reducing age-adjusted mortality from
cancer by 50 percent by the year 2000 — just 14 years
from now.

L 0
1980 1990 2000

YEAR

Figure 5. Mortality from Cancer of All Sites and Selected Sites, 1950 through 1982,

in the U.S. Population.

Age was adjusted to the U.S. population of 1980. Extension to the year 2000 is shown
to reflect the stated goal of the National Cancer Institute.

These comments about lack of progress are in no
way an argument against the earliest possible diagno-
sis and the best possible treatment of cancer. The
problem is the lack of any substantial recent improve-
ment in treating the most common forms.

Cairns? has also discussed the results of the effort
to develop cures for cancer. His approach is largely
clinical and biologic; ours is largely epidemiologic and
statistical, yet we come to similar conclusions about
the poor rate of success to date and the need to recon-
sider present directions in both research and applica-
tions. His paper should be read in conjunction with
ours for a more comprehensive view of the matter.

The main conclusion we draw is that some 35 years
of intense effort focused largely on improving treat-
ment must be judged a qualified failure. Results have
not been what they were intended and expected to be.
We think that there could be much current value in a
comprehensive, consolidated, objective review of the
technical reasons for this failure. What forces led to
overlapping waves of interest and program emphasis,
such as chemotherapy screening, virology, immunolo-
gy, and perhaps now molecular biology, that have ap-
peared to hold more promise than they have fulfilled?
Why were hopes so high, what went wrong, and can
future efforts be built on more realistic expectations?
Why is cancer the only major cause of death for which
age-adjusted mortality rates are still increasing??*

A full analysis of current program plans and direc-
tions would require substantial expertise, time, and
support. On the basis of past medical experience with
infectious and other nonmalignant diseases, however,
we suspect that the most promising areas are in cancer
prevention rather than treatment. Although no one
can be certain about the benefits of preventive efforts,
history suggests that savings in both lives and dollars
could be great. For example, opinions that attempts to
prevent smoking have been discouraging are wrong.
In scarcely 20 years of half-hearted effort, this country
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has reversed historic trends in smoking and altered
its casual tolerance of smokers. Socictal antismoking
norms have changed, and those who use tobacco are
now on the defensive. Research opportunities in other
areas of cancer prevention may well merit sharp in-
creases in support, even if this requires that curreat
treatment-related rescarch must be substantiall, cur-
tailed. Certainly, the background of past disappoint-
ments must be dealt with in an objective, straight-
forward, and comprehensive manrer before we go
much further in pursuit of the cure that always seems
just out of reach.?!

We are indebted to Jesse Berlin and Julia Bailey for help in
processing the data presented here, to Dr. Michael Shimkin for
encouragement, and to many colleagues for helpful comments on

carlier drafts.
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PROGRESS AGAINST CANCER?

To the Editor: The report by Bailar and Smith (May 8 issue)®
certainly provoked a great deal of discussion among American on-
cologists. | think it is clear from the data they provided that morial-
ity from lung cancer in the United States continues to be a serious
health problem. Lung cancer is increasing in incidence and appears
to be reaching cpidemic proportions. 1 disagree with the authors’

*Bailar JC 111, Smith EM. Progress agains' cancer? N Engl J Med 1986,
M40226-32.
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conclusion that wholehearted efforts to prevent lung cancer will.
substantially change the mortality figures. Incidence rates for lung
cancer have heen rising in hoth white men and white women, To
date, there is nothing 10 suggest that the halfhearted efforts of gov-
ernment and society to modify smoking behavior will change inci-
dence figures in the future. Rather, [ believe that in addition to
fruitless attempts to educate sociely about the evils of smoking, the
most expedient way of changing smoking habits is to tax cigarettes
more heavily. The revenues generated could be used to fund prima-
ry prevention studics, and there would also he a monetary incentive
to stop smoking.

Jacon D, Birran, M.D.

Chicaga, 1L 60616 Michael Reese Hospital and Medical Center

To the Editor: "The pessimistic review of cancer-mortality statistics
from 1950 10 1982 presented by Bailar and Smith does not reflect the
lag hetween improvements in breast cancer treatment since 1975
and their effect. Since median survival after breast cancer (Stages |
and 1V} is at least seven years, the authors’ conclusion that improved
treatment must be judged a “qualified failure™ may be invalid. Ai-
thowgh adjuvant chematherapy was initiated in the mid-1970s, it
was not widely employed until the 1980s, and it is still not being
recommended even for high-risk postmenopausal patients, accord-
ing to the Septemher 1985 National Institutes of Health (NIH)
Consensus Conference.

A survey of the practice patterns of 634 oncologists by the
Chemotherapy Foundation' in the summer of 1985 indicates that
mast oncologists use only the mild convenience regimen consisting
of cyclophosphamide, methotrexate, and fuorouracil (CMF) for
premenopausal women and less than 35 percent employ the maoce
aggressive (Cooper-type) regimen consisting of cyclophasphamide,
methotrexate, fluorouracil, vincristine, and prednisone or regimens
containing doxorubicin. For postmenopausal cancer, a study begun
in 1980 hy Bonadonna et al.?2 in high-risk patients with Stage |
breast cancer has recently shown that an intensificd CMF regimen
is highly effective in prolonging long-term survival. Bailar and
Smith's data cannot indicate the effect of the potential curability of
chemaotherapy in breast cancer, even though it is now firmly estab-
lished by several 8- to 19-year-old stucies indicating increased dis-
case-free survival of 12 to 27 percent.™® Early perioperative and
aggressive curative programs are virtually ignored by the profes-
sion. The current conservative trend has even extended to chemo-
prevention, since the NIH Consensus Conference failed to encour-
age the use of tamoxilen in Stage | postmenapausal breast cuncer,
The effect of tamaoxifen for Stage 11 breast cancer, although its use
has heen established since 1979, has yet 10 be felt on American
mortality statistics. | estimate that 10,000 lives could be saved hy
the carly aggressive use of polvchemotherapy in breast cancer, as
compared with the negligible number of lives, perhaps several thou-
sand, now heing saved. At the recent meeting of the American
Society of Clinical Oncologists, DeVita estimated” that 4000 pa-
tients with lymphoma annually are not achieving 10-year disease-
free survival as a result of inadequate dosages of otherwise good
treatment regimens,

Before condemning current treatment as futile, one needs to ex-
amine the extent to which improved treatments are actually heing
employed.

‘The paper by Bailar and Smith may perhaps rouse us from our
lethargy. But, unfortunately, it is reminiscent of Bailar's study’ a
decade ago emphasizing the negaiive risk-benefit ratio involved in
mammography, which was based on the use of antiquated radio-
logic equipment. What good are improved methods not optimally
applied?

FEzra M. Greenspan, MDD,
New York, NY 10029 Mount Sinai Medical Center
1. Greenspan E, Goldsmith M, Silverman J. Patiern of care study of breast
cancer adjuvant chemotherapy. Proc Am Soc Clin Oncol 1986; 5:73.
abstract.
Bonadonna G, Zambetti M, Valagussa P, et al. Adjuvant CMF in node
ncgative breast cancer. Proc Am Soc Clin Oncol 1986; 5:74. abstract,
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To the Editor: The article “Progress against Cancer?” does not aim
at stimulating discussion uf the progress of research in the United
States. Rzther, it attempts to summarize some 33 years of the cancer-
research experience {including the most recent 15 years, since the
National Cancer Institute launched its current intensive eflort) in
an elementary manner. It refers to only a single measure of prog-
ress. On this basis the article concludes that “we are losing the war
against cancer.” This is an erroneous view.

The article contains glaring weaknesses. For example, the use of
the age-adjusted mortality rate as the sole measure of progress
addresses only onc of many dimensions of the accomplishments of
the national cancer program and deserves to be (questioned. Even if
one examines treatment results to the exclusion of all other progress
in the cancer program, the use of mortality data that measure old
events is not a good assessment of the state of the art today. The
intensive effort, referred to by Bailar and Smith as “the war against
cancer,” began with special funding in 1972. The mortality data
cited for 1982 measure events in diagnosis and treatment for many
cancers that occurred between 1972 and 1975 and sometimes earli-
er. Reports on curative therapies for some cancers and the definitive
adjuvant-treatment studies in breast cancer, for example, were not
even published at that time.

The article fails even to mention the types and magnitude of
prevention research now in progress. And although we agree that
prevention rescarch merits increasing support, so too do research on
treatment and basic research on the mechanisms that determine
normal cell division and differentiation and on the failure of these
mechanisms that leads to neoplasia. Basic research, research on
prevention, and research on treatment need not be considered com-
petitors and should not compete, given adequate levels of financial
support. We need to stimulate all these areas of scientific inquiry,
and current programming reflects those directinns.

The progress of a scientific program of the scope and dimensions
of the national cancer program cannot be assessed in a Special
Article by two authors with a unidimensional approach and a limit-
ed knowledge of the extent of the research effort supported by the
National Cancer Institute. It is a complex
program constantly open to scrutiny, criti-
cism, advice, and public debate. It is, how-

Oct. 9, 1986

to justify the negative conclusions of the paper. In the 25 years
referred to in this article there have been many changes in cancer
diagnostic techniques and in the attitudes toward cancer of physi-
cians and patients that could have altered the reported incidence of
cancer or mortality data.

Physicians who critically analyze the results of cancer treatment
do not rely on data based on death certificates. We have learned how
to assess the statistics of treatment results, such as those regularly
reported in the Journal. Specific mortality and detailed morbidity
evaluations are both important considerations in cancer treatment.

I have to reject the conclusions of Bailar and Srith: ¢! at emphasis
in cancer rescarch shnuld be swi. l.wd flom neatment to prevention.
Certainly, prevention should be an important priority in cancer
research and educational efforts. The inaccuracies of the data-
collection technique used in this article do not justify our abandon-
ing treatment-based research cfforts. Indced, “progress against
several uncommon forms o the disease, improvements in paliiation,
and extension of the productive years of life”* argue in favor of the
expansion of these eflorts.

Gary A, Ratxin, M.D.

St. Louis, MO 63108 American Socicty of Clinical Dncology

*Bailar JC 11, Smith EM. Progress against cancer? N Engl J Med 1986;
314:1226-32.

To the Editor: Bailar and Smith noted an 8 percent increase in the
age-adjusted cancer mortality rates since 1950 and concluded that
there has been no progress against cancer in patients over 30 years
of age. However, their use of summary age-adjusted rates to exam-
ine cancer mortality trends has ohscured important age-soecific dil-
ferences. When the 1980 age-specific rates are compared with the
corresponding 1950 rates’ (Table 1, columns 1 through 4), marked
decreases in cancer mortality are apparent in all five-year intervals
under age 50, although the age categories nver 50 show substantial
increases. Bailar and Smith claimed further support for their con-
clusion when, after excluding deaths from lung, stomach, and cervi-
cal cancer in order to remove the effects of cancers whose rates have
changed for reasons unrclated to treatment, they found a frivial
decrease of less than | percent. However, inspection of the deflated
age-specific rates (Table |, columns 5 through 7) reveals a material
decline in cancer mortality in all age groups under 65. Rate in-
creases persist in the age categories over 65. The comparison of the
1980 and 1950 age-specific rates reveals a classic crossover phenom-
enon, a severe type of interaction that precludes the use of age
adjustment as a valid means of summarizing data.” Changes in the
age-specific cancer mortality rates since 1950 suggest.that progress
may in fact have heen achieved in the treatment of cancer patients
under the age of 65.

Table 1. Age-Specitic Cancer Mortality Rates for 1950 and 1980.¢

ever, a program based in science, and it de-
serves a valid scientific assessment. This AGE
article does not provide such an assessment.

Vincent T. DeVira, Jr, M.D.
National Cancer
Institute

Bethesda,

MD 20892 30-34

35-39
40-44
45-49
50-54
55-59
60-64
65-69
70-74

Davip Korn, M.D.
Stanford University
School of Medicine

Palo Alto,
CA 94305

To the Editor: The suggestion that the age-
adjusted mortality rate is the appropriate
standard for evaluating success in cancer
treatment may be as erronenus as the more 75-719
positive data reported by the National Can- $0-84
cer Institute, The use of death-certificate di- >8%

ALL Cancrr Mortatity Excery

ALL Cancer Mortvatry Luna, Stomacn, ano Cravix

1950 1980 PFRCENT 1950 1980
nATES RaATPS CHANOE nates RATHS

PERCENT

CHAMNGE
-25.1
-8
-3

-3 19.9 149
-26.5 5.1 264
-17.6 0.6 4717
-6.0 9.6 349 ~14.8
157.4 148.1 -59
239.0 230.8 -34
IR ) 1367 =15
445.0 475.5 +69
631.5 646.7 +24
82319 8158 +1.4
1047.9 10%6.0 +16
11761 1326.3 +12.%

251 173

45.6 318

80.9 66.7
136.5 128.3
216.3 2289 +58
3.7 358.1 +8.9
467.4 525.8 +12.8
597.6 7227 +209
R2K.3 940.9 +13.6
1065.4 1142.6 +13
13214 13787 +4)
1431.0 1594.6 +99

agnosis as the basis for statistical studies is
pragmatic but not reliable or precise enough

*Rates sre per 100,000 penvon-years.
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Before one accepts the concomitant interpretation that treatment
efforts over the past 35 years have actually hastened rather than
retarded cancer mortality in the older age groups, two alternative
hypotheses deserve consideration. First, the apparent increase in
cancer mortality in the older age groups, even after the deletion of
deaths [rom lung, stomach, and cervical cancer, may be due to the
inclusion of deaths from other cancers attributable to tobacco use.
Epidemiologic studies have shown that cancers of the larynx,
esophagus, oral cavity, bladder, kidney, and pancreas are also asso-
ciated with cigarette smoking.® Second, the 1950 cancer mortality
rates may have been undurestimated in the older age strata, The
accuracy of the primary cause of death as stated on the death
certificate has certainly improved since 1950."* That the most dra-
matic improvement has occurred in the older age groups is suggest-
ed by reductions in the age-spzcific mortality rates for deaths due to
senility and other ill-defined conditions,’ which more than offsct the
increases in cancer mortality (data available on request). Explana-
tions for improvements in the accuracy of assigning cause of death
include the expansion of clderly people’s access 1o health care
through Medicare, as well as advances in physicians’ diagnostic
acumen. The alternative hypotheses we have proposed are not mu-
tually exclusive, and we suspect that both factors have contributed
to the peculiar age-dependent trends in cancer mortality since 1950.

Denoran J. pet Junco
Joun F. ANNEGERS
University of Texas
Houston, TX 77225 Schoot of Public Health
1. Vita! Statistics in the United States. Vol. 2. (Mortality, Parts A and B.)
Rockville, Md.: National Center for Health Statistics, 1950 and 1980,
. Fleiss JL. Statistical methods for rates and proportions. 2nd ed. New York:
John Wiley, 1981:246-7.
Wynder EL, Hoffman D. Tobacco. In: Schottenfeld D, Fraumeni JF Jr, eds.
Cancer epi gy and prevention. Philadelphia: WB Saund 1982:
277-92.
. Kircher T, Nelson J, Burdo H. The autopsy as & measure of accuracy of the
death certificate. N Engl ) Med 1985; 313:1263-9.
. Bauer FW, Robbins SL. An autopsy study of cancer patients. [. Accuracy of
the clinical diagnoses (1955 to 1965) Boston City Hospital. JAMA 1972;
221:1471.4.

To the Editor: Bailar and Smith have done a public service with
their thoughtful analysis of cancer mortality in the United States.

Many scientific advances with practical applications have been
achieved with the use of funds allocated 1o cancer research. Mono-
clonal antibodies serve well as a recent example. The total mortality
from cancer, however, has not been reduced; it has climbed slowly
but steadily. The reduction of cancer mortality among younger
patients is an important advance, but it applies to about 10 percent
of the total cancer burden of the population. The big killers —
cancers of the lung, colorectum, breast, and prostate — are more
resistant.

The Bailar-Smith analysis should not be considered a criticism of
cancer rescarch, although it questions its allocations. And its impli-
cations do militate against the promotion of cancer research
through public relations based on wishful thinking or worse.

Bailar and Smith put their confidence in the ability of physicians
and the general public to reach correct conclusions when they are
confronted with facts that are uncomfortable. Congratulations.

Micuazr B, Stumxin, M.D.

La Jolla, CA 92093 University of California, San Diego

To the Editor: The lack of progress against cancer, as described by
Bailar and Smith, is not confined to the United States alone. In
1985 the World Health Organization (WHO) reported its study of
cancer-mortality trends covering the period 1960 1o 1980 in 28 coun-
tries, including the United States, representing 75 percent of the
population of the developed world.'? The conclusions were essen-
tially the same and are summarized in Table I.

The cancer that had the steepest rise in mortality and that was
the dominant factor in the overall increase was lung cancer. It is

CORRESPONDENCE

Table 1. Age-Adjusted Increase (or Decrease) in
Cancer Mortallty in 28 Developed Countries from
1960 to 1980.°

Mates FemaLes

percens

Lung 76
Stomach

Breast —_
Cervical -
All cancers 19

*Parentheset indicate a decresse In mortality.

primarily a self-induced, preventable cancer. Sadly, i there had
been an active commitment to reduce tobacco consumption, this
increase could have been avoided.

Stomach cancer it decreasing in nearly all countries, and al-
though the specific reasons for this effect are unknown, the most
olausible explanation appears to be changes in diet and food prep-
aration and not improved therapy.

Cancer of the cervix uteri is virtually the only common tumor
in which there has been a substantial decrease in mortality due
primarily to action taken by the medical community. Reductions
in mortality from cervical cancer were seen in countries that had
clear screening policies and a well-organized cytologic screening
system.

In the WHO analysis, the important role of preventive measures
and the value of carefully designed screening programs were clear.
The influence of therapeutic treatment on overall mortality for the
common cancers was very limited, although there has been dramat-
ic progress in therapy for some less common cancers.

Contrary to common belief, there are more casex of cancer in
absolute numbens in the developing countries than in the industrial-
ized countries. Although accurate time-trend information is not
available from most developing countries, sufficient data exist to
permit the conclusion that the relative increase in cancer has or-
curred at a faster rate than in developed countries.>* The primary
reasons for this are an increase in life expectancy and a dramatic
increase in the consumption of tobacco. For example, in Shanghai
County, an arca near the city of Shanghai in China, cancer was the
sixth leading cause of death in 1960. By 1980 cancer had become the
leading cause of death.®

In accordance with these and other findings, WHO advises mem-
ber states to plan national cancer-control programs with the prima-
ry focus on prevention — especially education and legislation con-
cerning tobacco — early detection, and treatment of the disease and
on the provision of pain relief.®

The need to establish new priorities and strategies in cancer
caomes not only from analyses such as the one outlined above, but
also from cnst-cfTectiveness investigations that clearly point to the
value of preventive programs, especially regarding tobhacco con-
trol.” Experience in the Scandinavian countries (tobacco smoking)
and in India (tobacco chewing) has shown that life styles can he
changed in a positive fashion.® To win the war against cancer we
must also win the battle against tobaceo.

Jan Styrrnswirp, M.D.
KenneTH E. Stancey, Pu.D,
Haratp Hanstuwka, Pu.D.
Atan D. Lorez, Pu.D,
1211 Geneva 27, Switzerland World Health Organization
1. Cancer increases in developed countries. WHO Wkly Epidemiol Rec 1985;
17:128-9.
. Cancer in developed countries: assessing the trends. WHO Chron 1988,
39:109-11.
. Cancer as a global problem. WHO Wkly Epidemiol Rec 1984; 59:125-6.
. Parkin DM, Stjemswiird J, Muir CS. Estimates of the worldwide frequency
of twelve major cancers. Bull WHO 1984; 62:163-82.
. Gu XY, Chen ML. Health services in Shanghal County: vital statistics. Am )
Public Health 1982; 72:Suppl 9:19-23.
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Stjernswilrd J. Stanley K, Eddy DM. et al. Cancer control: strategies and
priorities. World Health Forum 1985; 6(2):160-4,
Eddy DM. Setting prionities for cancer contral programs. JNCI 1986: 76:

187.99.
Control of oral cancer in developing countries: a WHO meeting. Bull WHO

1984: 62:X17-30.

To the Editor: Although I agree with Bailar and Smith that some
success claims may he exaggerated and some future goals Lnrealistic
and 1 support increased efforts 1o prevent cancer. | believe that
their article prosents an unfaishy bleak picture of the effort against
cancer.

The inevitability of death shoukl, ose feels intuitively, create
some linkage among death rates for various diseases. From 1964 10
1979, death rates (age-adjusted o the 1970 population) for heart
disease and stroke (togethee, nearly 50 percent of il deaths) fell
25.9 and 42.2 percent, respectively, while cancer mortality in-
creased 6.9 percent.! Perhaps falling cardiovasenlar mortality has
“unmasked™ cancer mortality, and persons who formerly died with
cancer now die of cancer. In this context, a small percentage in-
crease in cancer mortality may well represent progress.

Inevitable mortality also makes it unrealistic to expect the pre-
vention of eventual death; at best. only premature death can
be prevented or reduced. From this perspective, progress has
been made against cancer: Age-speciflic cancer mortality decreased
from 1964 10 1979 for all S-year age groups below the age of 50
(Table 1)." Although such deaths represent asmall fraction of total

Table 1. 1979 Age-Specific Mortality Rates (per 100,000) for
All Cancers in the Total Population and Percentage Changes
since 1964.¢

AGE Gaour Ratg CHANGE. Adk Groue Rate Cranat.
0-4 4.5 ~47.1 45-49 129.0 -3
5-9 4.8 -4 S0-54 2312 +2.8
10-14 4.2 -3.0 55-%9 584 +58
15-19 R -2R.6 60-64 RRE R +13.0

20-24 7.0 -219 65-69 7084 +6.1
25-29 0.4 -26.2 T0-74 Y%7 +129
0-34 17.4 -29.6 18- 1227 +21.8
KhERL) o -4 RO-R4 1414.2 +16.3

40-44 668 =151 >KS 1407 -2

*Data from Vital Swatistics in the United Stres.

cancer mortality, the decrease represents an important reduction in
the number of premature deaths.

The data excluding lung cancer {Table 2)¢ suggest that, except
for nonwhite males, cancer mortality among nonsmokers decreased
or remained constant from 1962 to 1977, The cervical-cancer data
and the data on rectal as compared with nonrectal colon cancer
illustrate the henefits of treatment when early detection is possible.
The differences in changes in mortality according to race and sex for
total cancer and nonrectal colon cancer suggest that some of the
limitation of progress against cancer is due to failure to apply
knowledge. not failure to develop or discover it.

Although Bailar and Smith imply that emphasis on prevention
will yield large results, more cautious expectations are in order. If,
as the authors state, lung cancer is the best example of the failure of
treatment, it is also the best example of the failure of prevention
(especially among women). We have known for 22 vears how to
prevent this disease. Just as treatment has had limited success be-
cause of the failure to discover a “cancercillin,” so too gains in
prevention may be limited in the absence of a "tumovax.” In such
a case, prevention will require the compliance of an asympto-
matic population, always difficult 1o achieve, A halanced approach
is needed: research on prevention and on new methads of cure,
and — what is most likely to yield rapid results — improved imple-
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Table 2. 1977 Age-Adjusted Mortality Rates (per 100,000, Adjust-
ed 1o the 1970 Population) for Selected Cancers, According to
Race and Sex, and Percentage Changes since 1962.¢

WiTE FEMALE  NONWHITE FEMALF - Wiite Mane  Nonwhire. Mace
rate (% chonge®
All 11O (+0.} 148.1 (+5.00 207.8 (+13.6) 2582 (+22. 1)
Lung 1727041799 17,1 (+187.9)  67.6 (+61.4) K09 (+110.2)

All except 115.3(-R7) 1310¢-11) 140.2(-0.6) 177 1(+14.5
lung

Cervin A5(-5 9.6 (-4 — —

Colon (not 164 (-5.4) 164 1+2810) .70+ 18N IR S(rdlm
rectumi
Rectum J(-M5 0-MS $2(-Me S50+

*Datn from McKay et al *

mentation of current knowledge and research on improved early
detection. The two last-mentioned capitalize on the limited bot real
Progress in cancer treatment.

Davin A Many, MDD,

Arlington, MA 02174 10 Colonial Village Dr.

1. Vital statistics in the United States. Vol. 2 (Mortality, Part B.) Rockvitle,
Md.: National Center lor Health Statistics, 1979 and 1964,

2. McKay FW, Hanson MR, Miller RW. Cancer monality in the United States:
1950-1977. Bethesda, Md.: National Cancer Inatitute, 1982, (NI publica-
tion no. 82-2418))

To the Editor: T have the good fortune 1o belong 1o the class of
oncologists that is dealing with i subset of cancer wherein success
is real: in pediatrics cure is the norm. That claim can be demon-
strated by the measure that Bailar and Smith advocate — the de-
cline in mortality from cancer in children in the general popula-
tion.* The results achieved by pediatric oncologists represent a
major contribution 10 the deerease of all cancers in patients
under the age of 30 . as acknowledged by Bailar and Smith,
Even in pediatrics, however, the very success rnte makes the current
approach to cure through Lirge-scale climical trials less eflective,
Farthermore, the victory is often a Pvrrhic one, sinee the threat
of second malignant neoplasms is ever imcreasing, and serious
ical, developmental, and psyehosocial iatrogenic sequelae are

\

phy
inevitable,

Prevention is always better than treatment ol established disease,
though physicians can treat quite elfectively. both empirically and
symptomatically. Whatever success the war on cancer has had has
been achieved through objectively verilied empiricism. Prevention
cannot be approached as readily that way, One has to understand in
order to prevent. A great deal of research on prevention is in fact
research on causation. Much prevention can be accomplished when
cause and effect are understood, as in the case of Jung cancer and
smoking. Preventive efforts without an understanding of cancer's
causes are cither 100 broad or miss the mark entirely; as a result they

scale funding of research on therapy has not been a uni-
form failure, although the areas of success contribute only a small
percentage 1o the improvement of treatment of all cancers. How-
ever, it either has failed or has become less promising in every area
of success achieved. A rethinking of funding priorities is indeed in
order. I strongly urge the redistribution of funds to favor once again
fundamental research into the malignant process. In that way we
will be able to prevent an understandable discase.

Jax vas Evs, PuD., MLD.

The University of Texas

M.D. Anderson Hospital and

Houston, TX 77030 Tumor Institute at Houston

*Mitler RW, McKay FW. Decline in US chitdhood cancer monality: 1950
through 1980, JAMA |984; 251:1567-70.
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To the Editor: As a medical oncologist familiar with the barrenness
and futility of so many published studies of cancer treatment (in-
cluding some conducted by national cooperative groups), | found
much with which I could agree in Bailar and Smith's article. De-
spite the undoubted successes of chemotherapy in the treatment of
particular tumors, such as lymphomas and breast cancer, the claim
“We are winning” is hardly justified by the facts. The source of this
inappropriate emphasis on treatment seems to me to be the Ameri-
can health care community's excessively pragmatic stress on curing
discase whose pathogenesis i< still nat understood. But shifting the
emphasis to prevention, as these authors propose, reflects the same
ill-directed pragmatism. Aside from lung cancer, how many neo-
plastic discases can be considered preventabice on the basis of pres-
ent knowledge?

The authors are also in crror, 1 believe, in equating recent prog-
ress in the elucidation of the molecular genetics ol cancer {i.c.,
oncogenes) with previous fads in this field. This work has given
us the first specific data on the biochemical abnormalities of
neoplastic cells. The national approach to cancer should be redi-
rected not to yet another blind, empirical enterprise, however
popular, but to basic rescarch, which alone holds ont the hape of
real progress.

Arstrt S, Braverman, M.D.
Downstate Mecical Center—

Brooklyn, NY 11203 State University of New York

To the Fditar: Recently, Bailar and Smith! and DeVita? faced off
on the progress we have made in the war against cancer. In their
article in the Journal, Bailar and Smith stated that mortality figures
indicate we have not made progress, whereas DeVita, current direc-
tor of the National Cancer Institute (NCI), pointed 10 the success of
clinical rescarch in advancing survival.? This could be a case of
“where you sit is where you stand.”

Perhaps they both have their lacts right but not their interpreta-
tions, ‘There are several obstacles to preventive activities, to the
rapid dissemination of rescarch results, and tn the use of appropri-
ate state-of-the-art treatment. The U.S. government is a major cul-
pritin this problem, with inappropriate reimbursement policies and
the lack of a coordinated NCI program 1o communicate informa-
tion 1o primary care physicians,

Reimbursement for preventive activities is appalling. Breast
mammography, Hemoccult tests, and the Pap test are not regularly
reimhursed. Federally funded research may have proved their efli-
cacy, but no one told the reimbursers. Reimbursement by third-
party insurers and the diagnosis-related-group (DRG) payment
program are altering the patterns of treatment, pushing chemother-
apy treatment out of the hospital, for example, and establishing
serious barriers to the treatment of adult patients with leukemia,
Recently, the Prospective Payment Assessment Commission recom-
mended that the adult leukemia DRGs be recalculated and in-
creased on the basis of information provided by the Association of
Community Cancer Centers, but action has yet to be taken. New
forma of therapy are also facing an uphill battle for reimbursement,
despite their efficacy and cost electiveness. For example, VP-16 for
small-cell lung cancer has been denied by Blue Cross—-Blue Shield in
some parts of the country, since the rescarch on which its use is
based is still considered “experimental™ (e.g., not listed on the pack-
age insert).

AUNCI over the past decade, only four programs have allocated
any money for “technology transfer.” most aimed at tertiary care
community hospitals. Since a great many decisions in cancer ther-
apy are made by primary care physicians in rural areas and since
“the first decision in cancer management most often determines
whether the outcome will be successful,™* this inattention to ensur-
ing that physicians are aware of the importance of prevention and
of diagnostic and staging procedures is a serious concern,

We spend 10 percent of the gross national product on health care
bills, billions for important basic and clinical research, 25 percent of
the current NCI budget for research an prevention, and less than
2 percent of the NCI budget to get the word out to the people who

CORRESPONDENCE 967

manage 85 percent of the care. As if to emphasize this lack of
interest in the providers of care, the recent appointments to the
National Cancer Advisory Board completely ignored the need for
community-physician representation. Is it so surprising that we are
not affecting the bottom line?

WiLniav M. Ducan, Jr., M.D.
Methodist Hospital of Indiana

Ler E. MorTenson, M.S., M.P.A,
Assnciation of "o unity
Cancer Centers

Indianapalis. IN 46202

Rechville, MD 20852

1. Bailar JC U1, Smiith EM. Progress against cancer? N Engi J Med 1980;
314:1226-32.

2. Bailar NEJM article “irresponsible, purposefully misleading,” ignored facts,
DeVita tells NCAB, The Cancer Letter. May 23, 1986:1-2,

3. Rubin P. Clinical oncology: 8 multidisciplinary spprowch. 6th ed. Rochester,
N.Y.: American Cancer Society, 1981:vi.

To the Editor: Bailar and Smith concluded from total mortality
data that we are losing ground against cancer. Their method may he
diiminated by the numerous deaths at advanced ages, thereby
masking progress in terms of prolonged survival of patients or of
delayed onset or prevention of incident cases. Therefore, a comple-
mentary approach, free of these problems, might employ years of
potential life lost (YPLL) hefore age 65." This summary measure
highlights the leading causes of death among younger persons
(Wise RP, et al.: unpublished data).

Application of this YPLL measure to mortality from all causes
hetween 1979 and 1084, with use of the 10 percent current mortality
sample from the National Center for Health Statistics, revealed a
12.8 percent decrease in the rate of YPLL per 1000 persons under
the age of 65. This reduction in mortality at younger ages was
broadly hased, with decreases in the YPLL rate for 10 of the 12
leading causes during this period (Fig. 1),

The decrease in the YPLL rate for cancer was 4.1 percent. How-
ever, the YPLL. rate for cancers other than lung cancer fell faster,
decreasing 6.2 percent during this interval. Most of this progress
was due to the reduced death rate from cancer (excluding lung
cancer) in 45-t0-54-year-olds, which decreased from 126.7 (o 117.6
per 100,000 persons, In striking contrast, the lung cancer mortality
rate in the group 55 to 64 years old increased (146.5 to 156.1 per
100,000}, thus reducing the overall improvement for cancer. Bailar
and Smith's emphasis on tobaceo’s role in causing increased cancer
is clearly appropriate.

PERCENTAGE CHANGE

Figure 1. Percentage Change in the YPLL Rate for the Ranked
Leading Causes of Premature Mortality in the United States, 1979
to 1984,

The percentage change is caiculated as (1984 rate — 1979
rate) x 100/1979 rate. The YPLL rate is the number of years of
potential life lost before age 65 per 1000 persons under age 65.
Causes of mortality are defined and ranked in conformity with
data from Morbidity and Mortality Weekly Report.2 (Source, Cen-
ters for Disease Control: unpublished data.)
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These data are consistent with a general trend among Americans
to live longer that is due to progress (defined in terms of re-
duced mortality before age 65) against a wide array of diseases,
not including chronic obstructive pulmonary diccase and diabetes
mellitus. As deaths from causes that compete with cancer decrease,
mare people are at risk of death from malignant conditions, With
the reduction of mortality from cardiovascular disease, for exam-
ple,* a larger proportion of deaths at older ages may now be due o
cancer.

In addition, some increment in cancer death rates at older ages
could also be une 1o prolong=d survival of patients with cancer.
which must also be credited as “progress against cancer.” Again,
the YPLL method would be more likely v reflect such progress than
total mortality.

In summary, we suggest that the public health struggle against
cancer should also be evaluated in terms of lengthened sur-
vival.

The views expressed in this letter do not necessarily reflect
any policy or official position of the Food and Drug Administra-
tion.

R.P. Wise, M.D., M.P.H.
Center for Drugs and Biologics

Rockville, M1 20857 Food and Drug Administration

1. Changes in premature mortality — United Statcs, 1983-1984. MMWR 1986,
15:29-31.

2. FEstimated years of potential life lost before age 68 and cause-specific monal-
ity, by cause of death — United States, 1984, MMWR [9%6: 15165,
Thom TJ, Epstein FH, Feldman JJ, Leaverton PE. Trends in total monahity
and morbidity from heart disease in 26 countnes from 1950 10 197K, Int }
Epidemiol 1985; 14:510-20.

The above letters were referred 10 the authors of the article in
question, who olfer the following reply:

To the Editar: We welcome this inteeest in the accomplishments
and future course of cancer research. We can comment here on only
four points raised by these letters.

A cancer-rescarch program that does not reduce overall death
rates is not successful, whatever its other accomplishments. Thus,
mortality data are critical, despite short delays from diagnosis to
death and further short delays in publication. Cancer research was a
major activity long hefore the National Cancer Act of 1971, and
most cancer deaths accur within two to three years after diagnosis.
(The main exception, breast cancer, accounts for only 9 percent
of all cancer deaths.) Major improvements in survival hy 1981
should be clearly visible in the 1983 data now available; they are not
there.

If the evaluation of progress against cancer should not reflect our
failure to contain the rise in deaths from lung cancer, neither should
it reflect the fall in cancer of the stomach, cervix, and perhaps ather
organs for which recent trends are largely unrelated to treatment.
We know of no gond argument for any omissions at all, and certain-
ly not for lung cancer alone.

Twa letters point to percentage drops at younger ages that are
larger than percentage rises at older ages, but the patiern is reversed
for absotute risks. For the evaluation of progress, a fall from 25.1 per
100,000 to 17.3 (the 31.1 percent decrease at ages 30 through 34) is
fundamentally much smaller than a rise from 597.6 to 722.7 (the
20.9 percert increase at ages 65 through 69), even after weighting
for population size.

Should progress be measured according to years of life lost hefore
age 65? To do so0 implies that some lives are worth less than athers
and that some should not be counted at all. Evaluation should not
be based on years of life Inst without full public understanding and
acceptance of its implications,

T'he ugly fact remains that overall cancer mortality is rising; if
one omits cancer of the lung, stomach, and cervix, it has been
essentially unchanged for some 35 years. This cannot be explained
away as a statistical artifact, obscured by the clear evidence of
progress here and there, or submerged by rosy rhetoric about re-
search results still in the pipeline. And it cannat be ignored.

Oct. 9, 1986

We repeat our call for a full inquiry into the past, present, and
future course of cancer rescarch.

Jous €. Baar 111

Boston, MA 02115 Harvard School of Public Health

Frane M. Smirn

Towa City, 1A 52242 University of Towa Medical Center

MORE ON OPEN-CHEST CARDIAC MASSAGE ArTER
IARDIAC ATREST

To the Editor. "The resulis of the prospective clinical trial of open-
chest cardiopulmonary resuscitation (CPR) reported by Geehr and
his associates (May 1 issue)' are important, but predictable from
data on animals. " Previously published clinical and animal studies
have shown that open-chest CPR provides hetter hemodynamics
than closed-chest (‘nmpr(:ssinn.""‘ It remains uncertain, however,
whether improvements in hemodynamics result in improved resus-
citation and long-term survival. We approachied this question in an
animal model of cardiac arrest and found that after 15 minutes of
closed-chest massage, open-chest CIPR improved resuscitation, as
compared with continued cfforts by closed-chest techniques.? How-
ever, there was no improvement in resuscitation by open-chest CPR
after 25 minutes of closed-chest massage, in spite of improved
hemadynamics with open-chest massage.” The clinical implications
of our study are that open-chest resuscitation will improve survival
only if it is hegun within 15 10 20 minutes of the onsct of cardiac
arrest, hut will not improve survival if begun after 25 minutes.”
Geehr et al, have confirmed this latter finding in humans.' Further
clinical studies are needed to determine if the earlier application of
open-chest massage will improve survival.

We believe that open-chest CPR will have a limited but definite
role in the treatment of patients in cardiac arrest. OF all the pro-
posed alterations of the standard wechnique of CPR investigated by
our group and others, open-chest CPR results in the most dramatic
hemaodynamic improvement, Despite this, three important ques.
tions remain: Are there newer techniques of closed-chest CPR that
are more cllective than standard CPR? What feaures can tell us
whether continued efforts with closed-chest CPR will be ineffective?
Will open-chest cardiac massage, when applied early (within 15
minutes of arrest), improve resuscitation and result in improved
long-term survival without neurologic defects?

We agree with Geehr and his associates that open-chest CPR s
not appropriate as a "last-ditch™ effort in patients with arrest times
of 25 minutes or longer. Such use will only reinforce the negative
impression that many physicians now have about open-chest CPR.
The exact role of open-chest CPR needs to be determined by appro-
priate clinical wrials firmly hased on good experimental data.

Artur BB, Sanners, MDD, Kake B, Kern, MDD,
Kesseri 1 Rarssier, M. D, Ciarces Orro, MDD,
AnND Gorbon A Ewy, MDD,

University of Arizona

Tucson, AZ 85724 College of Medicine

1. Geehr EC, Lewis FR, Aucrhach PS. Failure of open-heart massage 10 im-
prove survival after prehospital nontraumatic cardiac arres. N Engl J Med
1986; 314:1189-90.

Sanders AB, Kern KB, Ewy GA, Atlas M., Daiky L. Improved resuscitation
from cardiac arrest with open-chest massage. Ann Emerg Med 1984; 13:672-
S.

Sanders AB. Kem KB, Atlaz M, Bragg S. Ewy GA. Importance of the
duration of inadequate coronary perfusion pressure on resuscitation from
cardiac arrest. J Am Coll Cardiol 198S; 6:113-8.

Del Guercio LRM, Feins NR, Cobn JD, Coomaraswamy RP, Wollman SB,
State D. Comparison of blood flow during e-ternal and internal cardiac
massage in man. Circulation 1965; 11:Suppl 1:1-171-1-180.

Bircher N, Safar P. Comparison of standard and “rew” closed-chest CPR and
open-chest CPR in dogs. Crit Care Mcd 19K1; 9:3%4.5.

To the Editor: We must be careful not 10 draw unjustified conclu-
sions from the interesting report of Dr. Gechr and his colleagues.
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afller menopause. Women whose cancer is diagnosed when they
are entering menapause at 54 have a better prognosis than cither
54.year-old women who are several years past menopause or 49-
year-old menopausal women. The prognosis of middle-aged women
with breast cancer probably depends jointly on the chronological
relation of dingnosis to menopause and the age at diagnosis.

Sipney Krawansky, M.D., Pu.D.
Whitaker College,
Cambridge, MA 02179 Massachnsetts Institute of Technology

1. Rochman H, Connilf ES, Kuk-Nagle KT. Age and incidence of estrogen
receptor positive breast tumors. Ann Clin Lab Sci 1985; 15:106-8.

2. McCanty KS Jr, Silva JS, Cox EB, Leight GS Jr, Wells SA Jr, McCarnty KS
Sr. Relationship of age and fausal status to receptor content in
primary carcinoma of the breasi. Ann Surg 1983; 197:123-7,

3. Klawan<ky S. Fox MS. A growih rate distribution murdel for the age Jepend-
ence of human cancer incidence: a proposed role for promotion in cancer of
the lung and breast. J Theor Biol 1984; 111:531-87.

4. Adami H-O. Malker B, Holmberg L. Persson 1, Stone B. The relation be-
tween survival and age at diagnosis in breast cancer. N Eng! J Med 1986:
315:559-63.

5. Mohle-Boetani ). Grossner S, Malec M, Whitiemore AS. Survival advantage
among paticnts with breast cancer diagnoscd at 45 to 49 years of age. N Eny!
1 Med 1986: 315:587.

6. MacMahon B, List ND, Eiscnberg H. Relationship of survival of breast
cancer paticnts to parity and menopausal status. In: Forrest APM, Kunkler
PB. eds. Prognostic factors in breast cancer: proceedings of the First Tenovus
Symposium, Candiff, 12th-14th April, 1967, Edinburgh: E&S Livingstonc.
1968:56-64.

7. MacMahon B, Worcester J. Age at menopause. Rockville, Md.: National
Center for Health Statistics, 1966:1-20. Vital and health statistics. Series t1:
Data from the National Health Survey, no. 49.

The above lettriy were referred to the authors of the article in
question, who offer the following reply:

To the Editor: Dr. Danicll suggests that there is a relation between
age at diagnosis and the pattern of wmor dissemination. A pre-
dominance of visceral spread in older women 1aight contribute to a
shorter survival. However, since no curative treatment is available
for patients with any type of systemic dissemination, differences in
survival time should not translate into a more favorable long-term
survival and a higher cure rate among patients with distant metas-
tases first demonstrated at nonvisceral sites. The findings of Danicll
thus do not explain the Swedish survival data,

Professor Lindegdrd has seemingly misunderstiod our methods.
Our analyses were based on patients available for ollow-up only. A
bias due to lack of follow-up in patients who emigrated after having
had a breast cancer diagnosis reported to the Cancer Registry is
unlikely. This hypothesis would require (1) that such women consti-
tuted a considerable proportion of all patienis, (2) that they were
wnesenly distiibuted wnong the age groups, and (3) that their prog.
nosis dilfered considerably from that of patients in the same age
group who were available for follow-up. Nonc of these requirements
is sufliciently met by our data. The differences in the prevalence of
breast cancer between Swedes and immigrants have no bearing on
our conclusions. They are reasonable in view of the differences in
age-specific incidence rates between Sweden and the low-risk and
intermediate-risk countries from which most immigrants came.

Gore and Pocock suggest that the “clinical profile” acts as a
confounder in the analysis of age—survival relations. Clinical covar-
iates are complex measures, dependent on the biologic features of
the tumor, the tumor=host relations, and the temporal progress of
tumor growth and dissemination. Qur primary aim was to analyze
the biologic properties in relation to age. It seems far from clear
whether adjustment for “clinical profile™ is preferable in this con-
text; it might decrease the power of the analysis without any mean-
ingful gain in internal validity,

Qur claim that age has an effect on relative survival beyond the
10th year of follow-up was hased not on cumulative rates, hut on the
persistent difference in annual hazard rates and the consequent
continued change in difference hetween age groups even later than
10 years after diagnosis. This finding probably cannot be refuted by
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data from the relatively small Western General series, which have
been grouped into only three categories.

We do not agree with Dr. Klawansky that hormone-dependent
and hormonc-independent tumors constitute two distinct popula-
tions, Receptor concentration is a continuous — not a dichotomous
— variable, and many observations indicate that its clinical corre-
lates behave accordingly. Dr. Klawansky's hypothesis that Formone
dependence is related both to age at diagnosis and to survival is
reasonahle from several points of view, but it does not account for
the relations between age and survival observed in our st*vdy, which
were more prouounced and lon- =~ taziing man the difference in
survival prospects between patients with receptor-rich and those
with receptor-poor tumors,

Our conclusion that “hiokgic mechanisms other than the hor-
mone dependence of the tumor™ may account fur the refation be-
tween age and survival has heen erroncously interpreted to mean
that the mechanisms are necessarily of a “nonhnrmonal™ nature,
For instance, hormonal regulation of the metastatic process would
be a possible explanation for the findings.

Hans-Orov Anam, M.D,
L.aws Hotmnere, M.D.

S-751 85 Uppsala, Sweden University Haspital

BirGirra Marker, B.Sc.
National Swedish Cancer Registry

Stackholm, Sweden National Board of Health and Wellare

INGEMAR Prrsson, M.D.

Uppsala, Sweden University Huspital

MORE ON PROGRESS AGAINST CANCER

To the Editor: Levers from Bitran' and Mann® (Oct. 9, 1986,
issue) in response to the article by Bailar and Sinith® (May 8, 1986,
issue) imply that prevention is unlikely to have an imporiant impact
on mortality from cancer, at least with respect to lung cancer. Much
evidence suggests the contrary. Physicians can certainly do more
with regard 1o promoting healthicr practices by their patienis,* hut
the potential rewards of prevention extend hevond the practition-
er’s office. Specifically, community health promotion studies have
demonstrated a beneficial impact on a wide range of health behav-
iors (including smoking)®; work-site health promaotion efforts have
shown beneficial effects in hyperiension control,” exercise,” and oth-
er health behaviors®; and school health education programs offer
another promising venue for promoting healthier life styles.

Prevention can work and has. Those seering progress against
cancer might well heed the example of the undisputed progress
nst cardiovascular discase, which has resulted in a decline in

ag
mortality of approximately 25 pereent in the United States from
1964 10 1679." One wnalysis wscrilina i i Walf the decine
changes in life style.™

The comment by Bitran regarding rising incidence rates of lung
cancer among both white men and women is incorrect. The inci-
dence of lung cancer among white males actually declined by 4
percent between 1982 and 1983'" — . result of the decline in the
prevalence of smoking among males, from 52 percent in 1963 to
about 33 percent in 1983,

Although biomedical research is essential o progress in both
treatment and prevention and much remains to be learned about
the cause of many cancers, present knowledge warrants a stronger
attack on the preventable cause of approximately one third of all
cancer mortality — cigiarette smoking. The failure to reduce the
prevalence of smoking further speaks Iess to the efficacy of preven.
tion than o our failure 1o fund and promote it adequately.

Doxarn T Gemsoxn, M1, MPH.
Columbia University

New York, NY 10032 School of Public Health

1. Bitran JD. Progress against cancer? N Engl ) Med 1986; 315:963.
2. Mann DA. Progress against cancer? N Engl J Med 1986; 315:966.

V.31
1987




Vol. 316 No. 12

Bailar JC 11l. Smith EM. Progress against cancer? N Engl J Med 1986;
114:1226-32.

Gemson DH. Elinson J. Prevention in primary care: vanability in phy-
sician practice patterns in New York City. Am J Prev Med 1986; 2
226-34.

Puska P, Nissincn A, Tuomilehto J, et al. The community-based strategy to
prevent coronary heart discase: conclusions from the ten years of the North
Karclia Project. Annu Rev Public Health 1985; 6:147-93.

Foute A, Erfun JC. Hypertension control at the work site: comparison of
screening and referral alone, referral and follow-up. and on-site treatment.
N Engl J Med 1983; “08.509-13.

Blair SN, Piserchia PV, Wiltur CS. Crowder JH. A public health inter-
vention model for work-site health promation: impact on exercise and phy-
sicat fitness in a health promotion plae after 24 nonths. JAMA 1986 255:
921-6.

Ficlding JE. Healtk promatic 1y and discase prevention at the worksite. Annu
Rev Public Health 1984, 5:237-65.

Vital and heulth statistics in the United States. Vol. 2. (Moruality, Pant B.)
Rockville, Md.: National Center for Health Statistics, 1979 and 1964,
Guldman L., Cook EF. The decline in ischemic heart discase mortality rates:
an analysis of the comparative effects of medical interventions and changes
in lifestyle. Ann lntern Med [984; [01:X25-36.

Horm JW, Kessler LG, Falling rates of ling cancer in men in the United
States. Lancet 1986 1:425-6.

To the Editor: Although Bailar and Smith minimize the impor-
tance of incidence rates, an examination reveals that increases in
cancer rates cannot be ascribed exclusively 1o tobacco use, Overall
cancer incidence has increased sharply, at the rate of | pereent
annually since 1970 and at similar rates as that for lung cancer
alone.! Tncidence rates have also risen sharply for cancers unrelated
to smoking, including breast and colon cancer and acute adult non-
lymphatic leukemia; only about one third of the overall increase is
due to respiratory cancer. For some cancers, the rising incidence
rates contrast with constiant mortality, as increases appear to have
been oflset by small improvements in treatment. Moreover, sub-
stantial recent increments i mortality rates of cancers not related
to smoking have been masked by focusing on overall mortality data
alone” For example, from 1979 to 1983 there were marked increases
in mortality rates among blacks for cancers of the prostate,
lymphatic-henatopoictic system, and breast: lung cancer accounts
for, at most, hall the recent inerease in cancer mortality among
black males. Similarly, for the entire US. population from 1979
o 198, there were major increases in cancer-associated mortal-
ity rates for cancer of the lvmphatic-hemitopoietic system and
in the category of “all other causes,”™ including malignant diseases
such as soft-tissue sarcoma: there weee also increases for melanoma
and for cancers of major sites such as the colon from 1969 10
1976." although new site categorization by the National Center
for Health Statisties makes it difficult to obtiin recent compar-
ative it

Furthermere, there is substuntial evidence that aceupational and

community exposures 1o carcinogens are major Lictors in increasing
lung cancer rates that cannot be attributed exclusively to smoking.

Lung cancer rates are higher among blacks than whites, although a
smaller proportion of blacks have ever smoked and black smokers
ke less than white smokers.' Increasing proportions of lung
cancers are adenocarcinomas, which are either weakly related or
unrelated 1o smoking. ' Rates for cancers other than lung cancer that
are associated with high relative risks among smokers, such as can-
cer of the buceal cavity, are declining.* Geographic patterns of lung
cancer closely follow those of perrochemical and other industries
and have recently shified to reflect their migration to the south-
central United States, and studies have also incriminated communi-
ty expusure to atmospheric emissions from industries manufactur-
ing or using industrial carcinogens.* High lang cancer rates that are
largely insensitive to smoking levels have been identified among
various accupational groups.” Also, case-control studies have dem-
onstrated an occupational cause in 30 to 40 percent of lung cancers
in Norway and haly,’
There is ample support for the growing perception that we have
lost the war against cancer and that national policies and priorities,
including those of the major concerned institutions — the National
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Cancer Institute and the American Cancer Society — must be re-
directed from currently imbalanced and overly optimistic emphasis
on chemaotherapy and treatment into more promising areas of pre-
vention and control.

Samuel S. Epstein, M.D.

Chicago, 11, 60680 University of [llinois Medicr! Ceenter
Montreal, PQ H3C 3P8, JorL SwarTtz, Pu.D.
Canada Unisersity of Quehec at Montreal

Pullack ES. Horm JW. Trends in cane 2. Lovadence and mortality in the United
States, 1969-76. INCI 19%0; 64:1091-103.

Age adjusted death rutes for 72 selected causes by color and sex, 1979-1983.
Washington, D.C.: National Cer.er for Health Statistics.

Davis DL.. Bridbord K. Schneiderman M. Cancer prvention: assessing
causes, exposures, and recent trends in mortatity for U.S. males. 19681978,
Teratogenesis Carcinog Mutagen 1982: 2:1058-35.

Wagoner JK, Infante PF. Bayliss DL Beryllium: an ctiologic agent in
the induction of lung cancer. nonncoplastic respiratory disease, and heart
discase among industrially exposed workers. Environ Res 1980. 21:15-
34,

Epstein SS. Swartz JB. Fallacies of lifestyle cancer theories. Nature 1981,

289:127-30.

Axelson O, Sundell L. Mining, lung cancer and smoking. Scand J Work
Environ Health 1978; 4:46-52.

Kjuus H, Langird S, Skizrven R. A casc-referent study of lung cancer,
occupational exposures and smoking. (1. Etiologic fraction of occupational
caposure Scand ) Work Environ Health 19%86: 12:210.5.

The above letters were referred 10 the authors of the article in
question. who offer the following reply:

To the Editar: We heartily agree with Gemson that prevention
works. We also note, however, that the recently reported small de-
creases in the incidence of lung cancer are not vet reflected in age-
adjusted death rates.' Although a drop in mortalivy from lung can-
cer will surely follow the fall in incidence, increased efforts to curtail
smoking will se it to come sooner. This triumph of preven-
tiom, when it occurs, will far outweigh all the advances in treatment
since 1950,

Epstein and Swartz state that cancer incidence rates have been
rising sharply, atan annual rate of | percent since 1970. We said in
ourarticle why we have reservations about the meaning of trends in

“incidence rates. and more recent data from the National Cancer
Institute indicate a smaller increase — about 5 pereent for the nine
years from 1975 through 1984." Also, there may be a problem in
using the 1970 data because they refer to a population base that is
different from that of the 1975-1984 rates. Of course, there would
be no basis for complacency even if the incidence rate had been
declining, and Epstein and Swartz correctly note that the trend (if
any) for all cancers combined may mask contrary trends for some
specific kinds of cancers,

The 1975-1984 data' show welcome and statistically significant
decreases in the reported age-adjusted incidence of cancer of the
stomach, cervix, and uterine corpus (and unspecified uterine can-
cer), and of leukemia (all types), as well as significant increases in
cancer of the colon—rectum, liver, lung=bronchus, breast. prostate,
testis, urinary bladder, and kidoey, and in non-Hodgkin's lvmpho-
maand melanoma of the skin.

Epstein and Swartz comment only on the apparent increases in
the incidence of some cancers, as well as the clear increases in
cancer-associated mortality in black males and in some kinds of
cancer in the whole population. This is the converse of the tendency
of the National Cancer Institute and others to emphasize the posi-
tive.* Weare glad of the support of Epstein and Swartz in promot-
ing a shift ol emphasis toward cancer prevention, but we helieve
that arguments for such a shift must include a strictly evenhanded
and objective reading of the situation as a whole. The rate of prog-
ress against cancer is discouiaging enough even when all the suc-
cesses are included. The overall rate of death from cancer is rising.
and il lung cancer is excluded, the rate has been essentially un-
changed for a decade. We see no evidence of any recent change in
these patterns. The need for a comprehensive external review of the
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entire UK. national cancer program is more acute now than it was
at the time our paper was published.

Jonun € Banaag, 11

Boston, MA 02115 Harvard School of Public Health

Erame M. Ssirn

University of Towa
Towa City, TA 52242 Colleg of Medicine
Sondik EJ, Y-ung JL. Horm W, Gloeckler LA, eds. Annual cancer statistics
review. Washington, D.C.: National Cancer Institute. December 1980,
National Cancer Institute. Update. December 8, 1986,
Greenwald P, Sondik EJ. eds. Cancer control objectives for the nation:
1985 -2000. National Crncer [nstitute Monograph no. 2, 1986,

“T ACCUSE” THE JOURNAL OF UNFAIR JOURNALISM
To the Editor: On January 13, 1898, in an open leter to President

Félix Faure on the Dreyfus case. Emile Zola started cach paragraph

with the words “Faccuse”™ (1 accuse). In this letter | continue this

practice.
1 accuse the New England Journal of Medicine of not providing an
equal forum for the debate of issues. Fair journalism calls for equal

coverage.

Faccuse the fournal of publishing, without a balancing view, the
article by Ba and Smith that concluded “we are losing the war
against cancer.

I accuse the Journal not merely of publishing such controversial
views but of issuing press releases 1o help publicize them. The
resultant flood of secondary articles reached the deserts of Arizona,

1 accuse the Journal of burving halancing views such as those of
DeVita (from the Natonal Cancer Institute) and Korn (from Stan-
ford University) {Oct. 9, 1986, issue)® among a welter of letters to
the Fditor. Neither their views nor any other halancing views have
permeited these lay hinterlands.

Faccuse the fowrnal of thoughtless weighting of views, Concurrent
opposing views should be sought for simultancous publication.
Press releases should be balanced from the start,

I accuse the Journal of potentially jeopardizing health care and
research in the United States by such practices. | ook forward w

vour rebuttal.

Freprsick Heenr, ML,

Southwest Biomedical

Scottsdale, AZ 85251 Research Institute

*DeVita VT Jr. Korn D, Progress against cancer? N Engl J Med 19R6;
115964,

Lditor s reply: 1 0ve fournat ravely pubiishes countervadling opinions
oncomtroversial articles in the same issae with the onginal article,
Our usual practice is o rely on our Corvespondence section for
expressions of opposing views, and thatis what we did in the case of
the Bailar and Smith article.

Because we received so many letters, both proand con, we pub-
lished more than the usual number and devoted five pages in our
October 9 assue to that purpose. Far from “burving balancing
views,™ as Dr. Heeht claims, we included among the 12 published
letters no less than 6 that were eritical of the Bailar and Smith
article, including the letter from DeVita and Korn,

In view of their strong criticisms of the Bailar and Smith article,
DeVita and his colleagues were invited 1 submit a full-tength arti-
cle presenting their view of the subject, but they declined.

As for the “balanced™ press releases Dr. Hecht demands from us,
he needs to know that the Jonrmal issues no press releases of any
kind. We don’t believe that is our job, We let the media decide
whether any of our articles are newsworthy and haw they are to he
interpreted to the public,

On this subject (progress against cancer). as on any other contro-
versial health topic, we remain open 1o responsible views from all
sides. The Bailar and Smith article was unsolicited. We do not set

THE NEW ENGLAND JOURNAL OF MEDICINE

March 19, 1987

the agenda, nor do we influence what our contributors choose to
say. I Dr. Heeht can think of a better way for us 10 deal with
scientific debate, we would welcome his suggestions,

ARNOLD S, Retman, M.D,

HERPES SIMPLEN VIRUS INFECTIONS

To the Editor: 1o their excellent review of the elinic! <pectrum of
herpes simplex virus (HSVY infections. Cors pear (March 13,
1986, issue) ' neglected o discuss the less commonly acknowledged
HSV infectioas involving just the skin. Althcugh cutanecous involve-
ment by HSV s associated with concomitant lesions of the mucous
membranes or a disseminated HSV infection, it may also occur
one as an initial manifestation of an HSV infection. We recently
eviluated a patient with cutaneous involvement by HSV that oc-
curred without known exposure 1o the virus or other identifiable risk
Lactors usually associated with HSV infections,

A 23-vear-old womin had i vesicular eruption on the left knee
that was associted with generalized malaise, fever, paresthesias,
and inguinal adenopathy. Five weeks carlier she had had a second-
degree burn on the same site and had intermintently *picked ofT™ the
eschar, The vesicular lesions resolved without therapy in about 10
days. Six months Later a similar eruption developed on the same
siter the patient sought medical care and was ireated with oral
cephadosporins for a presumed cellulitis. The Jesions resolved in
ahout seven davs, Atter athird outhreak, the patient was seen at the
University of Connecticut Health Center and was found to have
clusters of vesicles on an ervthematons base (Fig. 1), with associat-
cd tenderness and localized ervthema. A Tzanck smear revealed

Figure 1. Cutaneous Herpes Simplex Virus Type 2 Infection of the
Left Knee.
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implications for educating con-
sumers. The error rate for this test
1s approximately 4 percent when
using large families for linkage
analysis, but it is still unknown
when smaller families are used.
This error rate means that there
will be a certain percentage of false
positive and false negative tests.
Until closer markers are discov-
ered, or until the gene for Hunting-
ton’s Disease is found, we have no
way of knowing which persons will
be incorrectly advised of their
marker status until either they be-
gin to show signs of this disease or
have outlived their period of risk.
Thus. individuals need to under-
stand not only the genetic aspects
of these tests, but the concepts of
risk and probability, and how to
interpret their personal risk to
make decisions about their futures.
These latter topics are notoriously
dithcult to understand, and they
present a major educational chal-
lenge.

A second concern 1s the possible
misuse of information available
through genetic testing. Previous
experience with insurance compa-
nies denying coverage to those test-
ing positive for exposure to the
AIDS virus and with employment
discrimination based on screening
for the sickle-cell trait has shown
that concern for privacy and con-
fidenuality is justified. One fear 1s
that when these tests become clini-
cally available, only those wealthy
enough to pay for them outright,
thus avoiding third-party involve-
ment, will be able to keep private
their genetic status. In the absence
of any clear sense of how insurance
companies and emplovers are go-
ing to handle this information. n-
dividuals desiring genctic testing

are well advised to be cautious
about disclosing either their par-
ticipation in testing or the results.

On a positive note, those who
present themselves for voluntary
testing are likely to be those who
have decided that the advantages of
knowing what is in store for them
outweigh the disadvantages.
Knowing that one is likely to de-
velop a disease can give one time to
prepare for it and thus reduce its
impact. In fact, much of the fear
that accompanies diagnoses such
as Huntington’s Disease or Alz-
heimer’s Disease has to do with our
present inability to deal adequately
with disorders requiring long-term
care. Those who know their fate in
advance may be motivated to work
for changes in the health care sys-
tem.

This new technology by its very
nature will undoubtedly stir con-
troversy in a country such as ours,
with its pluralism of values. At this
stage of its introduction, it would
be tragic to interfere with the abil-
ity of many individuals to benefit
because of the mishandling of a
few.

KIMBERLY A. QUAID
Department of Psychology
Johns Hopkins Hospital

The war on cancer:
views from the front

Dr. John Bailar’s article, “Rethink-
ing the War on Cancer” (Issues,
Fall 1987), 1s a challenge to current
cancer research policy. Bailar be-
lieves that a major shift in priorities
toward prevention of cancer is nec-
essary. He is partially correct. Pre-
vention of disease 1s probably the

only way to substantially reduce
morbidity and mortality.

Only cigarette smoking, radia-
tion, alcohol consumption, sun-
light, and a few occupational risks
have been clearly identified as im-
portant risk factors potentially
amenable to intervention, at least
within the United States. Bailar is
wrong in believing that there are a
large number of preventive strate-
gies sitting on the shelf waiting to
be implemented.

Bailar is also correct in suggest-
ing that the “magic bullet” ap-
proach to cancer research may be
good publicity but not good policy.
The belief that a cure for cancer is
only an oncogene away results in a
false promise for the future and
failure to implement what we al-
ready know today.

For example, more than 10 years
after the National Cancer Institute
(NCI) sponsored important clinical
trials and demonstration projects
of early detection of breast cancer,
only a very small number of
women at risk are being screened.
It is hard to compare NCI’s efforts
in promoting breast cancer detec-
tion with the tremendous efforts of
the National High Blood Pressure
Education Program and the re-
markable decrease in stroke mor-
tality. The failure ts not with NCI
but rather with the organization of
medical care in the United States.
In order to develop effective com-
munity-based, high-quality cancer
care, the efforts of NCI and those
that pay the bills for medical care
of cancer patients must be coordi-
nated.

Bailar urges a reorganization of
personnel and projects. He may be
correct. Certainly, there must be
new approaches to cancer epide-
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miology and etiological research.
Clinical trials and community in-
tervention programs in primary
and secondary prevention need to
be implemented much more ag-
gressively and effectively. And
Bailar’s initial premise that preven-
tion is the cornerstone of cancer
control is correct. Unfortunately,
we need better science, even more
than a change in policy, to give us
the tools necessary for major suc-
cesses.

LEWIS H. KULLER

Professor and Chairperson
Department of Epidemiology
Graduate School of Public Health
University of Pitisburgh

John Bailar’s basic premise ignores
both the mandate given to the Na-
tional Cancer Institute by the Can-
cer Act of 1971 and the structure of
the National Cancer Program.

The Cancer Act mandated sup-
port for basic research as its first
priority. It also identified specific
programs to apply the results of ba-
sic research, but qualified the sup-
port for these programs by the
words “insofar as feasible,” an in-
dication of the uncertainty that ex-
isted in 1971 as to how much
research could be applied effec-
tively. We have adhered to these
priorities and directed over two-
thirds of our budget to support for
basic research.

Only 15 percent of our budget
now supports the maintenance and
continued development of a net-
work of programs to make it “feasi-
ble” to apply the results of basic
research in prevention, diagnosis,
and treatment. Part of this network
is the Surveillance, Epidemiology
and End-Results program (SEER)

WINTER 1988

established in 1973 to monitor
progress against cancer as well as
the process of technology transfer.
The other essential elements of this
network—the Cancer Prevention
and Control Program, some 58
Cancer Research Centers, over 50
Community Clinical Oncology
Programs, the Cancer Information
Service (1-800-4-CANCER), the
PDQ Computer-Based Cancer In-
formation System, and the net-
work of organizations that conduct
cooperative clinical trials in pre-
vention, diagnosis, and treat-
ment—were completed in 1984, It
was then that the Institute articu-
lated goals we thought could be
achieved based on the full applica-
tion of knowledge then at hand.
The support for basic research
has been an extraordinary success.
Many of the advances in molecular
genetics we herald today can be
traced to the infusion of resources
from NClI-supported research pro-
grams that Dr. Bailar deprecates di-
rectly or by implication. If the “‘war
on cancer” is defined in terms of
the advances in our understanding
of the cascade of molecular and ge-
netic events that lead the normal
cell to become malignant—knowl-
edge whose main value will be felt
most in cancer prevention pro-
grams—or in our knowledge of
events that allow the cell to migrate
and kill the host, we have come
further in this battle than even the
most optimistic scientist would
have imagined a mere 16 years ago,
when the metaphoric “war” actu-
ally began. Any poll of the scien-
tific community will bear out this
observation, which is why so few
bother to respond to Dr. Bailar’s
unidimensional assessment of sci-
entific progress using age-adjusted

death rates. We make no apologies
to anyone for this investment and
point proudly to these achieve-
ments in fundamental science.
This is the main battlefront of the
war on cancer and all other dis-
€ases.

Dr. Bailar chooses to ignore the
large investment we have made in
prevention since the beginning of
the National Cancer Program, and,
moreover, the continuing success
of this program as evidenced by the
reduction in the percentage of the
public who smoke; the develop-
ment of a network of federally
sponsored programs that now deal
with applied studies in chemopre-
vention and in workplace and
environmental safety; the develop-
ment of knowledge about the links
between diet and cancer (such as
the potential for reducing risks by
lowering dictary fat and calories
and by increasing dietary fiber);
and the identification of causal
relationships between asbestos and
lung cancer, between sun exposure
and melanoma, and between chlo-
rinated water and bladder cancer,
to cite just a few. He also fails to
mention the advances in early de-
tection of breast cancer, which, if
fully applied, could reduce the
mortality from this disease by
more than 30 percent, and the re-
search under way to validate meth-
ods for the early detection of colon
and rectal cancer.

We are quite optimistic that 1n-
tervention programs in prevention
will work. Half of the reduction in
mortality we see for the year 2000
can be achieved by effective pre-
vention.

Dr. Bailar sees a failure in the
long continuing rise in the inci-
dence of lung cancer ‘‘stemming
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from our limited success in reduc-
ing tobacco smoking.” In fact, this
view is too pessimistic. Since the
Surgeon General’s Report 22 years
ago. over 40 million Americans
have stopped smoking. But be-
cause the damage done by smoking
takes some 10 to 15 years to repair,
only now do we see significant im-
pact as a result of smoking cessa-
tion programs. Lung cancer
incidence in white males 1s headed
downward for the first time in 50
vears and, in addition, the increas-
ing incidence trend in black males
has leveled off. Both of these
changes are due to major reduc-
tions in the percentage of men who
smoke. Progress in reducing smok-
ing among women, however, has
been slower and retlects, no doubt,
the tremendous amounts spent on
advertising by the cigarette compa-
nies targeted for the female share of
the market.

National clinical trials groups al-
ready existed in 1971, when the
Cancer Act was passed, to develop
and apply the results of treatment
rescarch. Their effort was devoted
primanly to treatment research in
children with cancer and young
adult patients with hematologic
malignancies. These studies have
reduced cancer death rates, show-
ing that, when tracked over an ade-
quate period of time, treatment
advances do influence national sta-
tistics. The clinical tnals groups re-
quired expansion so that
investigators could be added who
would study the more common
visceral tumors. As a result of this
expansion, new treatments have
been developed that reduce mor-
tality as well as morbidity within
the study populations in breast, co-
ton. rectal. lung. bladder. and ovar-
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1an cancers and sarcomas of soft
tissue—tumors that make up the
vast majority of cancers.

The first positive clinical trials
(in breast cancer) were reported in
1975: the most recent in colon and
bladder cancer this year. These
clinical advances are not a wish list,
as they were in 1971, but programs
that exist, have been published,
and represent new leads that can be
applied while they are being im-
proved. They should have an im-
pact when widely used, just as past
advances did.

Our SEER program tells us and
Dr. Bailar that the impact of many
of these advances has not yet been
felt nationwide. However, a sub-
stantial part of the age-specific de-
cline in mortality, especially that
seen in the 45-54 age group, has
appeared since 1980 and is due to
the application of some of those
treatments. In most cases. the ad-
vances are too recent to be felt be-
vond the population captured in
the clinical trials, which, for com-
mon cancers, is often less than one
percent of the total. In other cases
(breast cancer and diffuse large cell
lymphomas) we would have ex-
pected to see a greater national im-
pact from this research by now. In
those two tumors, our data indicate
problems in technology transfer,
which gives us the opportunity to
solve these problems.

VINCENT T. DEVITA, Jr.
Director
National Cancer Institute

EDWARD J. SONDIK

Chief. Surveillance & Operations
Research Branch

Division of Cancer Prevention
and Control

National Cancer Institute
Bethesda. Marviand

The author replies:

Most of what Drs. DeVita and
Sondik say is quite true—and quite
irrelevant.

The point at issue is not what we
have learned, but what we have ac-
complished. Our cancer death rate
is still going up (as a rate per
100,000 population, age-adjusted),
our cancer incidence rate is going
up (also age-adjusted), and our
cancer case survival rate (adjusted
for *normal” expected mortality)
has been essentially unchanged for
some years.

Drs. DeVita and Sondik refer to
“extraordinary success’ in basic re-
search (and I agree), but they go on
to define the “war on cancer” in
terms of basic research findings. |
do not.

[ know of no knowledgeable per-
son who thinks that any of the
three most basic broad measures of
cancer—death rate, incidence rate,
case survival rate—will be mark-
edly different in two years, or five,
and few who would bet very much
on even the year 2000, now just 12
years away, when the National
Cancer Institute’s goal of cutting
the cancer death rate by 50 percent
1s supposed to have been realized.

[ fervently hope, like Dr. DeVita,
Dr. Sondik, and everyone else in-
volved in the effort to conquer can-
cer, that success will come at least
as soon, and at least as abundantly,
as NCI'’s goal projects. But hope,
already often disappointed in this
matter, can make only a crumbling
base for public policy.

JOHN C. BAILAR III
Department of
Epidemiology

and Biostatistics
McGill University
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Public Law 92-.218
92nd Congress, S, 1828
December 23,'([9_?}‘_;,

aAn Art

To amend the Public Health SBervice Act go as to strengthen the National Cancer
Institute apd the National Institutes of Health {n order more effectively to
carry out the national effort against cancer.

Be it enacted by the Senate and House of Representatives of the
United States of America in Congress assembled,

L. SHORT TITLB

Section 1. This Act may be cited as “The National Cancer Act of
19717,
FINDINGS AND DECLARATION OF PURPOfE

Sec. 2. (a&T he Congress finds and declares— .
(1) that the incidence of cancer is increasing and cancer is the
disease which is the major health concern of Americans today;

93015946777:# 2/ 9

The National
Cancer Act of
1971,

85 STAT, 778

32) that new scientific leads, if comprehensively and energet:-

cally exploited, may significantly advance the tiine when more
adequate preventive and therapcutic capabilities are available to
cope with cancer;

(3) that cancer is a leading cause of death in the United States;

(4) that the present state of our understanding of cancer is a
consequence of broad advances across the full scope of the bio-
medical sciences; .

(5) that a grecat opportunity is offered as a result of recent
advances in the knowledge of ti:is dread disease to conduct ener-
getically a national program against cancer ; !

(6) that in order to provide for the most effective attack on
cancer it is important to use all of the biomedical resources of the
National Institutes of Health; and

(7) that the programs of the research institutes which com-

rise the National Institutes of Health have made it possible to
r,i-:f into being the most productive scientific community cen-
tered upon health and disease that the world has ever known.
(b) It is the purpose of this Act to enlarge the authorities of the
National Cancer Institute and the National Institutes of Health in
order to advance the national effurt against cancer.

NATIONAL CANCER PROGRAM

Skec. 3. (a) Part A of title IV of the Public Health Service Act is
amended by adding after section 406 the following new sections:

“NATIONAL CANCER FROGRAM

“Skc. 407. (a) The Director of the National Cancer Institute shall
coordinate 2]l of the activities of the National Institutes of Health
relating to cancer with the National Cancer Program.

“(b) In carrying out the National Cancer Program, the Director of
the National Cancer Institute shall:

“(1) With the advice of the Nutional Cancer Advisory Board,

‘plan and develop an expanded, intensified, and coordinated cancer

research program encompassing the programs of the National

. Cancer Institute, related programs of the other research institutes,
snd other Federal and non-Federal programs.

“(2\) Expeditiously utilize existing reseurch facilities and per-

sonnel of the National Institutes of Health for accelerated explo-

ration of opportunities in arcas of special promise.

85 SThte 779

58 Stat. 7073
62 Stat, 464,
42 UsC 28l.

National Can-
oer Institute
Uireotor,
duties,
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“(3) Encournge wnd coordinate eancer research by industrial
concerns where such concerns evidence a particular capability for
such research. '

" (4) Collcct, analyze, and disseminate all data useful in the
prevention, diagnosis, and treatroent of cancer, including the
establishment of an internationnl cancer research data bank to
collect, catalog. store, and disseminate insofar as feasible the
results of cancer resenrch undertaken in any country for the use

BS STAT, 779 of any person involved in cancer research in apy country.

85 STATa 780 *(d) Establish or support the large-scale production or distri-
bution of speciulized biological materials and other therapeutic
substances for research and set standards of safety and care for
persons using such materials.

“(6) Support research in the cancer field outside the United
States by highly qualified forcign nationals which research can
Le expected to inure to the benefit of the American people; support
collaborative research involving .American and foreign partici-
pauts; and support the training of American scientists abroad
and foreign scientists in the United States,

“(7) Support appropriate manpower programs of training in
fundamental sciences and clinical disciplines to provide an
expanded and continulng manpower base from which to select
investigators, physicians, and allied health professions personnel,

" for participation in clinical and basic research and treatment pro-
grams relating to cancer, including where appropriate the use of
training stipends, fellowships, and career awards.

“(8) Call special meetings of the National Cancer Advisory
Board at such tumes and in such places as the Director deems
necessary in order to consult with, obtain advice from, or to
secure the upproval of projects, programs, or other actions to be
undertaken without delay in order to gain maximum benefit from
anew scientific or technical inding.

“(9) (A) Prepare and submit, directly to the President for
review wid transmittal to Congress, an annyal budget estimate
for the Nationn! Cancer Program. after reasonable opportunity
for comment (but without change) by the Secretary, the Direc-
tor of the National Institutes of Health, and the National Cancer
Advisory Board: and (B) receive {from the President and the
Office of Manngement and Budget directly all funds appropriated
by Congress for obligation and expenditure by the National
Cancer Institute.

Presidaent's “(¢) (1) There 1s established the President’s Cancer Panel (herein-
Cenoer Panel.  afterin thisscction referred to as the ‘Panel’) which shall be composed
Membersnip, of three persous appointed by the President, who by virtue of their
truaning, experience, and background are exceptionally quulified to
appraise the Nutional Cancer Program. At least two of the members
of the Panel shall be distinguished scientists or physicians.
Term, #(2) (\) Members of the Panel shall be appointed for three-year
terms, except that (1) in the case of two of the members first appointed,
one shall be appointed for a term of one yeur and one shall he appointed
for a term of two years, as desipnated by the President at the time of
appointment, and (1i) any mcmber appointed to fill a vacuney occur-
ring prior to the expiration of the term for which his predccessor was
appointed shall be appointed only for the remainder of such term.
“(B) The President shall designate one of the membors to serve as
Chairman for a term of one year,
Compensation. “(C) Members of the Panel shall each be entitled to receive the
dnily equivalent of the annual rate of basic pay in effect for grade
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(GS-18 of the General Schedule for each day (including traveltime) 5 usc 5332
during which they are engaged in the actual performance of duties note.
vc-st.mrin the Panel, and shall be allowed travel expenges (including

& per diem allowance) under section 5703 (b) of title 5, United States s Stat. 4991
Cade. at.
“(32 The Panel shall meet at the call of the Chairman, but not 83 Stat. 130.

| . Meetings.
less often than twelve times a year. A transcript shall be kept ofhthln; T‘:m:ﬁpt.’
proceedings of ench meeting of the Pancl, and the Chairman shall o\, 0040,

muke such transeript available to the public. ‘
“(4) 'The Punel shall monitor the development and execution of the Reports to

National Cancer Program under this section, and shall report directly President.

, to the Prosident. Any delays or blockages in rapid execution of the

! Program shall immedintely be brought to the attention of the Presi-

| dent. The Panel shall submit to the President periodic progresas reports

: on the Program and annually an evaluation of the eficacy of the

Program and suggestions for improvements, and shall submit such

other reports as the President J:all direct. At the réquest of the

President, it shall submit for his consideration a list of names of

persons for consideration for appointment as Director of the National

Cancer Institute.

“NATIONAL CANCER RESFEARCEL AND DEMONSTRATION CENTERS

“Sec. 408. (n) The Director of the National Cancer Institute is
nuthorized to provide for the establishment of tifteen new centers for
clinical research, truining, and demonstration of advanced diagnostic
and treatment methods relating to cancer. Such centers may be sup-
]ufnitcd under subsection (b) or under any other applicable provision
of law.

“{b) The Director of the National Cancer Institute, under policies
established by the Director of the National Institutes of Health and
after consultation with the National Cancer Advisory Board, is
nuthorized to enter into cooperative agreements with public ot private
nonprofit agencies or institutions to pay all or part of the cost of
planning, establishing, or strengthening, and providing basic oper-
nting support for existing or new centers (including, but not limited
to, centers established under subsection (a)) for clinical research.
training, und demonstration of advanced diagnostic and treatment
methods relating to cancer. Federr| payments under this subsection in
support of such cooperative agreements may be used for (1) construc-
tion (notwithstanding any limitation under section 405), (2) staffing 58 Stat. 708,
and other basic operating costs, including such patient care costa as 42 'SC 285,
are required for research, (3% training (including training for allied
health professions personnel), and (4) demonstration purposes; but
support under this subsection (other than support for construction)
shall not. exceed $5,000,000 per yonr per center. Support of a center
under this section may be for n period of not to nxcne.rll three years and
niny be oxtended by the Diroctor of the Nutionnl Cancer Institute for
additional periods of not more than three yoars ench, after review of
the operations of such center by an appropriate scientific review group
established by the Dircctor of the National Cancer Inatitute.

“CANCER CONTROL PROGRAMS v

“Srr. 400, (a) The Director of the Nationnl Cancer Institute shall
establish programs as necessary for cooperation with State and other
health ngencies in the diagnosis, prevection, and treatment of cancer.
*(b) There are nuthorized to be approprinted to carry out this  Appropriation,
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80 Stat, 416.

19 Stat. 370,

Ragulations,

section $20,000,000 for the fiscal year ending Junc 30, 1972, $30,000,000
for the fiscal year ending June 30, 1973, and $40,000,000 for the fiscal
year ending June 30, 1974. .

“AUTIIORITY OF DIRECTOR

“Skc. 410. The Director of the National Cancer Institute (after con-
sultation with the National Cancer Advisory Board), in carrying out
his functions in administering the National Cancer Program and

without regard to any other provision of this Act, is authorized— .

“(1) if authorized by the National Cancer Advisory Board, to
obtain (in accordance with scction 3109 of title 5, United States
Code, but without regard to the limitation in such section on the
number of days or the period of such service) the services of not
more than fifty experts or consultants who have scientific or pro-
fessional qualifications;

“(2) to acquire, construct, improve, repair, operate, and main-
tain cancer centers, laboratories, research, and other necessary
facilities and equipment, and related accommodations as may be
necessary, and such other real or personal property (inclading
patents) as the Director deems necessary; to acquire, without
regard to the Act of March 3, 1877 (40 U.S.C. 34), by lease or
otherwise through the Administrator of General Services, build-
ings or parts of buildings in the District of Columbia or communi-
ties Jocated adjacent to *he District of Columbia for the use of
the National Cancer Institute for a period not to exceed ten years;

“(3) to uppoint one or more advisory committees composed of
such private citizens and officials of Federal, State, and local gov-
ernments as he deems desirable to advise him with respect to his
functions;

“(4) to utilize, with their consent, the services, equipment, per-
sonnel, information, and facilitics of other Federal, State, or local
public agencies, with or without reimbursement therefor;

“(5) toaccept vo.untary and uncompensated services;

“(6) to accept unconditional gifts, or donations of services,
money, or property, real, personaf, or mixed, tangible or
intangible; .

“(7) to enter into such contracts, leases, cooperative agreements,
or other transactions, without regard to sections 3648 and 3709 of
the Revised Statutes of the United States (31 U.S.C. 529, 41
US.C. 5), as may be necessary in the conduct of his functions,
with any public agency, or with any person, firm, associution,
corporation, or educational institution ; and

“(8) to take necessary action to insure that all channels for the
dissemination and exchange of scientific knowledge and informa-
tion are maintained between the National Cancer Institute and
the other scientific, medical, and biomedical disciplines and
organizations nationally and internationally.

“SCIENTIFIC REVIEW ; REPORTR

“Sec. 410A. (a) The Director of the National Cancer Institute
shall, by regulation, provide for proper scientific rovicw of ull rescarch
grants and programs over which he hus authority (1) by utilizing, to
the maximum extent possible, appropriate peer review groups estab-
lished within the National Institutes of Hgnlt,h und composed prin-
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cipally of non-Federal scientists and other experts in the scientific and
discase fields, and (2) when appropriate, by est‘,a.bliahinq_3 with the
approval of the National Cancer Advisory Board and the Director of
the National Institutes of Health, other formal peer review groups as
may be required.

“(b) The Director of the National Cancer Institute shall, as soon
as practicable after the end of each calendar year, propare in consulta-
tion with the National Cancer Advisory Board and submit to the
President for transmittal to the Congress a report on the activities,
progress, and accomplishments under the National Cancer Program
during the preceding calendar year and a plan for the Program during
the next five years.

“NATIONAL CANCER ADVISORY BOARD

“Sec. 410B. (a) There is established in the National Cancer Insti-
tute a National Cancer Advisory Board (hereinafter in this section
referred to as the ‘Board’) to be composed of twenty-three members
as follows:

“(1) The Secretary, the Director of the Office of Science and
'Technology, the Director of the National Institutes of Health, the
chief megxcal officer of the Veterans’ Administration (or ius
designee), and o medical officer designated by the Secretury of
Defense shall be ex officio members of the Board.

“(2) Eightecn members appointed by the President.

Not more than twelve of the appointed members of the Board shall
be scientists or physicians and not more than eight of the appointed
members shall be representatives from the geneml public. The scien-
tists and physicians appointed to the Board shall be appointed from
persons who are among the leading scientific or medical authorities
outstanding in the study, diagnosis, or treatment of cancer or in fields
related thereto. Each appointed member of the Board shall be
appointed from among persons who by virtue of their training,
experience, and background are especially qualified to appraise the
rograms of the National Cancer Institute. '

“(b) (1) Appointed members shull be appointed for six-year terms,
except that of the members first appointed six shall be appointed for a
term of two years, and six shall be appointed for a term of four years,
a8 designated by the President at the time of appointment.

“(2) Any member afpointed to fill & vacancy occurring prior to
expiration of the term for which his predecessor wag appointed shall
serve only for the remainder of such term. Appointed members shall
be eligible for reappointment and mav serve after the expiration of
their terms until their successors have takon office.

“(3) A vacancy in the Board shall not affect its activities, and
twelve members thereof shall constitute a quorum.

“(4) The Board shall supersede the existinﬁ National Advisory
Cancer Council, and the appointed members of the Council serving on
the effective date of this section shall serve as additional members of
the Board for the duration of their terms then existing, or for such
shorter time as the Pregident may prescribe. )

%(c) The President shall designate one of the appointed members to
gerve as Chairman for a term of two years.

“(d) 'The Board shall meet at the call of the Director of the National
Cancer Institute or the Chairman. but not less often than four times &

ear and shall advise and assist the Director of the National Cancer

nstitute with respect to the National Cancer Program.

Report to Con-
gress.

Membership.

Term,

National Advi-~
sory Cancer
Counsc1l, super
sedure,
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5 USC 5332
note.

- 80 Stat., 499;

© 7'B3 Stat. 190,

A

me, p. 781,

58 Stat. 707;
Infra,
42 USC 282.

®a2 usc 783,
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ra.

58 Stat, 707;
62 Stat, 404,
42 USC 281,

“(e) The Director of the National Ctancer Institute shall designuto
o member of the staff of the Institute to act as ¥xecutive Secretnry of
the Board.

- () Tho Board miny hold such hearings, take such testimony, and
sit and nct at such times and places us the Board deems advisable to
investigato programs and activities of the Natiordal Cancer Program.

. gi) The Board shall submit a report to the President for trans-
mittal to the Congress not. Inter than Jannary 31 of each yenr on the
progress of the National Cancer Program toward the accomplishment.
of its objectiver. '

“(h) Members of the Board who are not officers or employees of the
United States shall receive for each day they are engnged in the per-
formance of the duties of tho Board compensation at rates not to
exceed the daily cquivalent of the annual rate in effect for GS-1Rof the
Genaral Schedule, including traveltime; and all members, while so
serving away from their homes or regular places of business, mny be
allowed travel exponses, including per diem in lieu of subsistence, in
the same manner as such expenses are nuthovized by section 5703,
title 5, Unitad States Code, for person in the Government sorvice
o.mploye(l intermittently.

- %(1) The Diroctor of the National Cancer Institute shall make
available to the Board such staff, information, and other assistance
nsg it may require to carry out its activities.

“AUTHORIZATION OF APTROIRIATIONS

~“Src. 410C. For the purpose of carrying out this pmit (other than
section 409), there are authorized to be appropriated $400,000,000 for
the fiscal year ending June 30, 1972; $500,000,000 for the fiscal year
ending June 30, 1973; and $600,000,000 for the fiscal year ending
June 30, 1974.” '

(b) (1) Section 402 of the Public Health Service Act is amended
by adding at the end thereof the following:

““(b) Under procedures approved by the Director of the National
Institutes of Health, the Director of the National Cancer Institute
may approve grants under this Act for cancer resenrch or training—

“(1) in amounts not to cxceed $35,000 after appropriate review
for scientific merit bnt without the review and recommendation
by the National Cancer Advisory Board prescribed by section
403(c), and
~ %“(2) in amounts exceeding $35,000 after approprinte review
for scientific merit and recommendation for approval by such
Bonard as prescribed by section 403 (c).”

(2) Section 402 of such Act 18 further amended—
(Ag by inserting “(a) " immediately after “Sec. 402.”; and
(B) by redesignating paragraphs (a), (b), (¢), (d), (e), (f),
and (g) s paragraphs (1), (2), (3), (4), (5), (6), and (T),
respectively.
(8) Section 103(c) of such Aet is amended by striking out “In
carrving out™ and inserting in lieu thercof “Except as provided in
section 402(b), in carrying out”.

REPORT TO CONGREAR

' Sm 4. (a) The President shall carry out a review of all admin-
istrative processes under which the National Cancer Program, estab-
lished under part A of title 1V of the Public Health Service Act, will

33015946777:% 7/ 9
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operate, including the processes of advisory council and peer group
reviews, in order to assure the most expeditious accomplishment of
the objectives of the Program. Within one year of the date of enact-
ment of this Act the President shall submit & report to Congress of the
findings of such review and the actions taken to facilitate the conduct
of the Program, together with recommendations for any needed
legislative changes.

(b) The President shall request of the Congress without delay such
additional appropriations éincluding increased authorizations) as are
required to pursue immediately any development in the National
Cancer Program requiring prompt and expeditious support and for
which regularly appropriated funds are not available.

PRESIDENTIAL APPOINTMENTS

Skc. 5. Title IV of the Public Health Service Act is amended by
addingafter part F the following new part:

“Partr G—ADMINISTRATIVE PROVISIONS

“DIRRECTORS OF INSTITUTES

. “Skc. 454. The Director of the National Institutes of Health and the
. Director of the National Cancer Institute shall be appointed by the

President. Exccpt as provided in section 407(b) (9), the Director of
the National Cancer Institute shall report directly to the Director of
the National Institutes of Health.”

CONFORMING AMENDMENTS

Sec. 6. (a) (1) Section 217 of the Public Health Service Act is
amended (A) by striking out “National Advisory Cancer Council,”
each place it occurs in su
cer,” In subeections %n) and (b;

(2) Sections 301(d), 301(i
amended by striking
inserting in lieu thereof “National Cancer Advisory Board”.

(3) Section 403 (b) of such Act is amended by striking out “National
Cancer Advisory Council” and inserting in lieu thereof “National
Cancer Advisory Board”.

(4) Section 404 of such Act is amended—

(A) by striking out “council” in the matter preceding para-
graph (2) and inserting in lieu thereof “National Cancer dei-
sory Board”, and

_ {B) by striking out “COUNCIL” in the section hcading and
inserting in lieu thereof “BOARD”.

of such section.
, 402, and 403(c) of such Act are each

EFFECTIVE, DATE

. SEc. 7. (a) This Act and the amendments made by this Act shall
take effect sixty days after the date of enactment of this Act or on
such prior date after the date of enactment of this Act as the President
shall prescribe and publish in the Federal Register.

(b) The first sentence of section 454 of the Public Health Service
Act (added by section 5 of this Act) shall apply only with respect to

appointments made after the effective date of this Act (as prescribed
by subsection (a)). '

ction (a), and (B) by striking out “can- .

out “National Advisory Cancer,Council” and .

Report to Con-
gress,

Additional
Appropriations.

58 sStat, 707;
82 Stat. 771.
42 USC 261.

Ante, p. 780.

64 Stat, 446,
42 USC 218.

42 USC 241,
282,

Ante, p. 784,
58 Stat. 707,
42 USC 283.

42 USC 284,

Publicetion
in Fedeml
Register,
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" (o) Notwithstanding the provisions of subsectmn 8), ‘members of
the National Cancer A %vxsory Board (suthorizéd-unde W
Amte, ps 783,  of the Pubhc Health Service Act, as added by this may be
appointed, in the manner provided for in such section, at ariy time after
t e date of enactment of this Act. Such officers shall be compensated
from the date they first take oﬂice, at the rates provxded for m such
section 410B.

Appcoved December 23, 1971.

BS STAT, 786, -
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CANCER UNDEFEATED
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CANCER UNDEFEATED

Joun C. BaiLar ll, M.D., Pu.D., aND HeATHER L. GorniK, MLH.S.

ABSTRACT

Background Despite decades of basic and clinical
research and trials of promising new therapies, can-
cer remains a major cause of morbidity and mortal-
ity. We assessed overall progress against cancer in
the United States from 1970 through 1994 by analyz-
ing changes in age-adjusted mortality rates.

Methods We obtained from the National Center for
Health Statistics data on all deaths from cancer and
from cancer at specific sites, as well as on deaths due
to cancer according to age, race, and sex, for the years
1970 through 1994. We computed age-specific mor-
tality rates and adjusted them to the age distribution
of the U.S. population in 1990.

Results Age-adjusted mortality due to cancer in
1994 (200.9 per 100,000 population) was 6.0 percent
higher than the rate in 1970 (189.6 per 100,000). After
decades of steady increases, the age-adjusted mor-
tality due to all malignant neoplasms plateaued, then
decreased by 1.0 percent from 1991 to 1994. The de-
cline in mortality due to cancer was greatest among
black males and among persons under 55 years of
age. Mortality among white males 55 or older has
also declined recently. These trends reflect a combi-
nation of changes in death rates from specific types
of cancer, with important declines due to reduced
cigarette smoking and improved screening and a
mixture of increases and decreases in the incidence
of types of cancer not closely related to tobacco use.

Conclusions The war against cancer is far from
over. Observed changes in mortality due to cancer
primarily reflect changing incidence or early detec-
tion. The effect of new treatments for cancer on mor-
tality has been largely disappointing. The most prom-
ising approach to the control of cancer is a national
commitment to prevention, with a concomitant rebal-
ancing of the focus and funding of research. (N Engl
J Med 1997;336:1569-74.)
©1997. Massachusetts Medical Society.

N 1986, when one ot us reported on trends in
the incidence of cancer in the United States
trom 1950 through 1982 it was clear that
some 40 vears of cancer research, centered pri-
marilv on trearment, had failed to reverse a long,
slow increase in mortality. Here we update that
analysis through 1994, Our evaluation begins with
1970, both to provide some overtap with the previ-
ous article and because passage ot the National Can-

cer Act ot 1971 marked a critical increase in the
magnitude and vigor of the nation’s cfforts in cancer
rescarch.?

The 1986 report and follow-up articles'*5 were
criticized,** primarily on the grounds that rescarch
alrcady completed had not yet been incorporated
into practice and that new rescarch findings were on
the way. Critics also argued that data for all cancers
combined are not meaningtul and that the study of
age-adjusted mortality rates is not appropriate when
the rates in different age groups exhibit different
trends, as they do for cancer.

The Senate asked the National Cancer Institute to
convene a committee to consider how to measure
progress against cancer, and it published its report in
1990 The committee recommended that progress
be assessed in three general areas: direct measures
(mortality, incidence, and survival, including  the
quality ot lite), portents of change (such as reducrions
in tobacco use), and advances in knowledge that may
have an cftect in the future.” Direct measures were
taken to be central to the assessment of progress.

The most basic measure of progress against cancer
is age-adjusted mortality. The use of rates removes
the ctfect of changes in the overall size of the pop-
ulation. Adjustment for age turther removes the cf-
tect of changes in the age distribution of the popu-
lation, and with it the cttect of changing mortality
from causes other than cancer. The use of mortality
as the chiet measure of progress against cancer, rath-
er than incidence or survival, focuses attention on
the outcome that is most rehiably reporred and is of
greatest concern to the public: death. The use ot
rates for all tvpes of cancer combined, though ditti-
cult to interpret in biologic terms, usctully supple-
ments site-specific rares because it prevents sclective
reporting of data to support particular views and nin-
imizes the eftects of changes in the diagnosis and re-
porting of specitic tvpes of cancer.

Brictly summarized, the reason for not tocusing
on the reported incidence ot cancer is that the scope
and precision of diagnostic intormation, practices in
screening and early detection, and criteria tor re-

From the Department of Health Stadies, University of Chicago, 5841
S Marvlind Ave., MC 2007, Chicago, 11, 60637-1470, where reprint re-
quests should be addressed 1o D Railar.
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porting cancer have changed so much over time that
trends in incidence are not reliable! For example,
the development and vigorous commercial promo-
tion of the test for prostate-specific antigen occurred
at the same time as a doubling ot the reported inci-
dence of cancer of the prostate berween 1974 and
1990 (from 65.6 per 100,000 population to 131.8
per 100,000),' without visibly affecting mortality.
Few knowledgeable observers believe that cither
the true frequency or the lethality of the disease has
changed much. A similar but smaller trend has af-
fected rates of breast cancer, and there are reasons
tor concern about the incidence of other cancers.!
Trends in survival rates are also suspect, because
they are based on the same series of patients as inci-
dence rates, and any inflation of incidence due to the
inclusion of less malignant or nonmalignant discases
creates a spurious increase in case survival rates.

METHODS

Sources of Data

Numbers of deaths according to vear, age, race, sex, and cancer
site were obtamed from the Narional Center tor Health Statis-
tics.!! Population data came from the Burean ot the Census and
the National Center for Health Staristics'2* (and Rosenberg H,
Mortaliry Statistics Branch: personal communicarion). Other data
were obrained trom the Natuonal Cancer Institure V¢

Age-specitic mortality rates, the building, blocks of age-adjusted
rates, are simple ratios of numbers of deaths 1o the size of the pop-
tation. The numerators are the numbers of deaths from a specific
cancer or group ol cancers among people in specific age ranges
and, often, with speaitic demographic characteristics. The denom-
inator is the corresponding, US. population, as estimated by the
Burcau ot the Census. Data adjusted for age by the “dircct™ meth-
od (which we use throughout) are weighted sums of these age-
specitic rates, with the weights derermined by reference o some
lixed population, such as the wtal U.S. population in the 1990
census ! For example, age adjustment of rates tor each of the years
irom 1984 through 1994 to the 1990 standard entails the estima-
tion of mortality as if the acrual population in cach of those years
had the same age distribution as the 1990 U.S. population.

I we want to examine recent changes in overall mortality due
to cancer, the most appropriate reference population tor adjust-
ment is one that falls within, or very close to, the period of study.
Because we are focusing, largely on events in recent years, we have
used the U.S. population as reflected in the 1990 census.

When trends in difterent age groups diverge, the choice of'a
reterence population can make a substantial difference in estimat-
ed trends. For example, the population of the United States was
much younger in 1940 than in 1990, and hence the use of the
1940 population as the reterence group gives greater weight o
mortality rates among vounger persons, which have been declin-
g, whereas rates in older persons have been increasing, There-
tore, the 1940 standard gives an unduly favorable picture of re-
cent trends in mortality due to cancer; rates adjusted to the 1970
standard lic between those adjusted 1o 1940 and rhose adjusted to
1990, Data presented at a recent press conference by the Depart-
ment of Health and Human Services and the American Cancer
Society, and in a related publication, reported rates that were ad-
justed 1o the 1970 and 1940 populations.!ste

RESULTS

Table 1 shows age-adjusted death rates for all ma-
lignant neoplasms, vear by vear, since 1986. For the

-~
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U.S. population as a whole, the long-sustained annu-
al increase in morrality due to cancer ceased in about
1991. Berween 1991, when the highest rate was re-
ported, and 1994, the most recent year for which
data are available, mortality decreased by 1.0 percent
(from 203.0 to 200.9 per 100,000 population). This
drop may well portend larger improvements to come.
Even if rates turn upward again, the decline will sure-
ly resume within the next few years as a result of re-
ductions in smoking over recent decades. '

For historical perspective, U.S. cancer mortality
rates, age adjusted to 1970 by the National Cancer
Institute, increased by an estimated 0.3 percent an-
nually from 1975 through 1993, as compared with
an increase of 0.1 percent per year from 1950 through
197519 This accelerated increase in mortality due to
cancer occurred despite the enlarged scope of cancer,
research since 1971

Figure 1 presents trends in mortality from all ma-
lignant ncoplasms since 1970, according to race and
sex. After decades of rather steady increases in cach
demographic group, mortality rates platcaued or de-
clined slightly in the 1990s, most notably in the
black male population, among whom the recent
downward trend follows years of rapidly increasing
mortality.

Figure 2 shows trends since 1970 for males and
females in two broad age groups. The population
under 55 years of age is much larger than the older
population, whereas rates of mortality due to cancer
arc much higher among older people than in the
younger age group. As a result, the smaller percent-
age increase in mortality observed in the smaller,
older group represents more deaths than the larger
percentage decrease in the younger group. The in-
terplay of these factors determines the population-
wide rate, which has changed much more slowly than
rates within these two broad age groups.

Among older persons, both men and women,
mortality due to cancer increased by 15 to 20 per-
cent berween 1970 and 1994, with a recent decline
among older men. During the same period, mortal-
ity due to cancer among people younger than 55 de-
creased by about 25 percent for both sexes. The
close parallels between the rates for males and te-
males in cach age category scem coincidental, since
the rates tor the two sexes retlect distinet patterns of
cancer sites.

We turn now to some specific forms of cancer.
Mortality due to breast cancer has increased by ap-
proximately 10 percent since 1970 among women
55 vears of age or older, with a recent plateau, but
has decreased by almost 25 percent among younger
women (Fig. 3). The recent and substantial increase
in the use of mammography among women over 50,
for whom annual examination is known to be cftec-
tive, has not prevented this increase. These data sug-
gest that a true increase in incidence may have been
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TaBLE 1. RECENT TRENDS IN MORTALFTY
DUE T CANCER IN THE UNITED STATES

YEAR TotaL Mates FEMALES
deaths/100,000
1986 199.0 2564 161.3
1987 1992 256.7 161.3
JU88 199 R 256.8 162.3
1989 201.0 25K 4 1641
1990 202 .4 259.6 164.6
1991 203.0 2593 165.7
1992 201.8 256.7 165.3
1993 202.1 2560.5 165.7
1994 2009 2683.2 165.7

“The rates shown are numbers of deaths from all
malignant neoplasms per 100,000 population Rates
have been adjusted for age, with standardization to
the age distribution o the US. resident population
in 1990,

only partially offset by the eftectiveness of screening.
Although mammography betore the age ot 50 is
controversial, these data suggest that declines in
mortality were well established before mammogra-
phy became widely used. Overall, the decrease among
vounger women and the increase among older wom-
en have left population-wide mortality almost un-
changed.

For lung cancer, death rates tor women 55 or old-
er have increased to almaost four times the 1970 rate,
whereas rates among, males younger than 55 have
decreased slightly (Fig. 4). Rates for older men and
younger women have risen since 1970, but with
some recent downturn. These trends retlect delayed
cttects of changes in smoking habits that occurred
decades ago.

Figure 5 shows trends in mortality for addition-
al tvpes of cancer from 1970 through 1993, Age-
adjusted rates tor several important types of cancer
declined steadily. The decrease in cancer of the stom-
ach, obscerved worldwide over many decades, is not
well understood, but it is largely or entirely a result
of decreasing incidence rather than carlier detection
or improved therapy. The sharp decline for cancer of
the cervix is also not fully explained but reflects a
combination of reduced incidence and improvements
in the detection of premalignant lesions by means of
the Papanicolaou smear and their subsequent remov-
al; carlier detection of invasive cervical neoplasms
may also be important. Deaths trom cancer of the
uterus (including uterine neoplasms not specitied as
of the cervix) are primarily due to endometrial can-
cers, but they include a small proportion of deaths
from cervical cancer reported as nonspecific cancer
ot the uterus and a fow malignant myomerrial nco-
plasms. Here, too, there has been a sustained de-
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Figure 1. Mortality from All Malignant Neoplasms, 1970
through 1994, in the Total U.S. Population and According to
Race and Sex.

The rates4ave been age-adjusted to the U.S. resident popula-
tion of 1990.
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Figure 2. Mortality from All Malignant Neoplasms, 1970 through
1994, in the Total U.S. Population as a Percentage of the Rate
in 1970, According to Age and Sex.

The rates have been age-adjusted to the U.S. resident popula-
tion of 1990.
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Figure 3. Mortality from Breast Cancer, 1970 through 1993, in
the Total U.S. Female Population as a Percentage of the Rate in
1970, According to Age.

The rates have been age-adjusted to the U.S. female resident
population of 1990.

Volume 336 Number 22 - 1571




The New England

Journal ot Medicinge

4004 Females =55 yr
3004 4

200

Males =55 yr

TEaTe ey

Percentage of 1970
Mortality Rate

1004 ~E2 z _ Femates 0-54 yr
Males 0-54 yr

1970 1975 1980 1985 1990

Figure 4. Mortality from Cancer of the Trachea, Bronchus, or
Lung, 1970 through 1993, in the Total U.S. Population as a Per-
centage of the Rate in 1970, According to Age and Sex.

The rates have been age-adjusted to the U.S. resident popula-
tion of 1990.
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chine, though not as great as for cervical caneer, and
at least a part of this improvement is due to carlier
detection,

Mortality from leukemia (all rypes and in all age
groups) has also decrcased. Deaths trom colorectal
cancer (including anal cancer) decreased substan-
tially tor reasons that are not entirely clear, but they
may include earlier derection as well as a reduction
in incidence.’ ITmproved treatment has contributed
little.

Small increases have been reported for malignant
brain tumors and malignant melanoma, shown here
since 1979, when the National Center for Health
Statistics introduced a new format for reporting mor-
tality data'' Mortality trom lymphomas and other
lymphoid ncoplasms (including Hodgkins discase,
non-Hodgkins lvmphoma, and multiple mycloma)
mcreased by 17.3 percent from 1970 to 1993, de-
spite reductions in mortality from Hodgkin’s discase
alone.'?

"Trends in mortality due to cancer among children
require special comment. Death rates for cach major
category of childhood cancer have declined by about
50 percent since the 1970s (data not shown). The
decline is continuing, and the percentage drop in
the most recent 10-year period is slightly greater
than that for the previous 10 years. To put this find-
g in perspective, however, cancer accounted for
only 1699 deaths among children under 15 years of
age in the Unired Srates in 1993, among a total of
529,904 deaths due to cancer in all age groups.!!
Even the complete elimination of deaths due to child-
hood cancer would have little effect on the national
death wll.

DISCUSSION

It is worth reviewing probable reasons tor these
changes in moreality due o cancer. Some declines
are clearly a result of reduced incidence or carlier de-
tection (cancer of the cervix, other cancers of the
uterus, and cancers of the colon, rectum, and stom-
ach). Similarly, recent changes in mortality from lung
cancer are certainly due to changes in smoking pat-
terns over the past few decades. The smaller increas-
¢s in mortality from melanoma and cancer of the
brain, the prostate, and perhaps the breast (in older
women) can hardly be due to a decline in the eftective-
ness of treatment; they must retlect rising incidence.
Thus, the observed trends largely retlect changing in-
adence or carlier detection, rather than improved
therapy.

Despite numerous past claims that success was just
around the corner, mortality due to cancer contin-
ued to increase, until quite recently. The death rate
in 1994 was 2.7 percent higher than in 1982, the last
vear covered in the 1986 paper,! but it is likely that
the recent downturn will be confirmed and substan-
tially exrended as a result of improved prevention
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and carlier detection and, especially, past reductions
in tobacco use,

In 1986, we concluded that “some 35 vears of in-
tense effort focused largely on improving trearment
must be judged a qualitied failure.™ Now, with 12
more vears ot data and experience, we see little rea-
son to change that conclusion, though this assess-
ment must be rempered by the recognition of some
arcas of important progress. These include the much-
improved outlook tor children and voung adults
with cancer, which is entirely the result of improved
trearmient; better treatment tor Hodgkin’s discase;
tar better palliation of many kinds of advanced can-
cer; a better understanding of cancer, which as a by-
product has improved the medical management of
nonmalignant immunologic, metabolic, and viral
discases, including the acquired immunodeticiency
syndrome; and great improvements in imaging, tech-
nology. Though these benefits must not be dis-
counted, their cftects on overall mortality due to
cancer have been largely disappointing,.

The argument that rising incidence has just bal-
anced rising case survival rates, so that mortality 1s
roughly constant, scems unlikely to be true but is ir-
refevant anvway. However one analvzes and inter-
prets the present dara, the salient fact remains that
age-adjusted rates of death due to cancer are now
barelv declining. Hopes for a substantial reduction
in mortality by the vear 2000 were clearlv mis-
placed.)” The effect of primary prevention (.., re-
ductions in the prevalence ot smoking) and second-
ary prevention {c.g., the Papanicolaou smear) on
mortality due to cancer indicates a pressing need tor
reevaluation of the dominant research straregies ot
the past 40 vears, particularly the emphasis on im-
proving trearments, and a redirection ot ctfort to-
ward prevention.

Untortunately, the means to prevent most cancers
have not ver been elucidared, adequartely rested, and
shown to be effective and teasible. For example, we
need to know more about how to help the smoker
who wants to quit, and much ot the evidence thar
dicr is related to one third or more of cancers!™ must
be reduced to findings about specitic dictary com-
ponents. The needed research on prevention may
demand as much in time, cftort, and resources as has
alrcady been invested in studies of trearment. We em-
phatically do not propose that rescarch on treatment
be stopped; there should, however, be a substantial
realignment of the balance between trearment and
prevention, and in an age ot limited resources this
mav well mean curtailing ettorts focused on therapy.

Prevention is much broader than the climination
of carcinogens. For example, recent progress in un-
derstanding the roles of dictary modification, chemo-
prophvlaxis (¢.g., with retinoic acid and amositen).
and genetic predispositions to cancer (in order o
reduce exposure to carcinogens and o increase sur-

-

veillance with the goal of carlier detection) holds in-
triguing promise tor substantial reductions in mor-
taliry due to cancer, although much critical research
remains to be done. Also part of “prevention” re-
scarch is the investigation of risk factors for cancer
in order ro determine which factors can be modified
and investigations in the behavioral sciences aimed
at improving the application of findings relevant to
prevention. The role of basic research is unclear,
partly because what is called “basic” 1s highly sub-
jective and can be rapidly redefined in response to
threatened budger cuts. However, we support the
expansion of basic-science rescarch that is not so
basic as o have no clear, direct, and specific link to
prevention.

Will we at some future time do better in the war
against cacer? The present optimism about new
therapeutic approaches rooted in molecular medi-
cine may turn out to be justitied, but the arguments
are similar in tone and rhetoric to those of decades
past about chemotherapy, tumor virology, immu-
nology, and other approaches. In our view, prudence
requires a skeptical view of the tacit assumption that
marvelous new rreatments for cancer are just waiting
to be discovered.

We, like others, earnestly hope that such discover-
ies can and will be made, but it is now cvident that
the worldwide cancer rescarch effort should un-
dergo a substantial shift toward cfforts to improve
prevention. Will this shift mean that prevention re-
scarch will uleimately succeed in the wav that treat-
ment research was expected to succeed? There is no
guarantee that it will. The ultimate results may be as
disappointing as those to date from treatment cf-
forts, but it 1s time to find ourt.

There are also questions of implementation. Pre-
vention is likely to be more ditticult and costly than
treatment, which can be rather narrowly focused on
persons in need during a limired tdme and can be
provided withour major changes in the ambient en-
vironment, workplace, dict, or consumer products.
Treatment, if it could be made to work, would ob-
viously be much simpler.

The public seems to understand the need for the
shitt in artitude and emphasis toward prevention. The
evidencee includes the large and continuing reduction
i smoking, widespread individual etforts to change
dict 1o prevent cancer, and the use of sunscreens to
reduce exposure to sunlight. The government has had
little role in these changes. However, to leave this
matter entirely to the public is to risk taddism, on
the one hand, and a turning awav from orthodox ther-
apv, on the other.

Aside from overstatement of the decline in mor-
rality due to cancer in the United States in recent
vears, the recent joint press conference!s held by the
Department of Healrth and Human Services and the
American Caneer Sociery was notable for its public
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recognition of the importance of prevention in the
cttort to control cancer. According to Secretary of
Health and Human Services Donna Shalala,

We must continue to work for the dav when our children
must turn to the history books to learn about a discase
called cancer. It will take betrer rescarch, better
treatments, better detection, and most important, it will
take better education. From tobacco to poor diet to
fack of reproductive screenings, we must give the Ameri-
can people the information they need to prevent cancer
and make the best choices with their livests

We hope that this statement, as well as the recent in-
crease in support of prevention activities in the Na-
tional Cancer Institute budget,” represents an carly
step in the commitment to prevention, rather than
lip service obscuring blind faith in treatment-based
approaches.

The best of modern medicine has much to otfer
to virtually every patient with cancer, for palliation
it not always tor cure, and cvery patient should have
access to the carliest possible diagnosis and the
best possible treatment. The problem is the lack of
substantial improvement over what treatment could
alrcady accomplish some decades ago. A national
commitment to the prevention of cancer, largely re-
placing reliance on hopes tor universal cures, is now
the way to go.

Presented in part as the Ramazzini Lecture, wiven by Dr. Bailar

on October 26, 1996, in Carpi, Iraly, as part of the annual Ra-
mazzini Davs of the Collegium Ramazzini.

We are indebeed 1o the Navionn! Center for Health Statistics for
supplving wost of the data wsed in this study; wo the National Cancer
Iustienee and the Burean of the Census for the remainder; and to
Dr: Sawanel Broder for kindfy sugaesting the 1ile.
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REMARKS BY THE PRESIDENT
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The East Room

4:15 P.M. EDT

THE PRESIDENT: Thank you very much. I'm delighted to
be here with this distinguished panel of people, and I hope I can
communicate a little bit of what we've tried to do in this area in
just a few moments. As all of you know I think, I have been spending
most of the last week in the Middle East peace talks at Wye
Plantation on the Eastern Shore. And when I conclude my remarks, I
have to go take a call from Secretary Albright and see if I'm going
back. So I hope you'll forgive me for leaving.

Let me say I'm delighted to be here with all of you. I
thank all of you for your work. I am glad to see Senator Jeffords
here. I used to refer to Senator Jeffords as my favorite Republican,
and then I was informed that I had endangered his committee
chairmanship and his physical well-being. (Laughter.) So I never do
that anymore, but I'm honored to have you back in the White House,
Senator. And Mayor Beverly O'Neill, from Long Beach, California,
thank you for coming. And to all the rest of you.

Twenty-five years ago, America declared war on cancer.
Twenty-five years from now, we have a good chance to havé won the
war. I hope the war on cancer 25 years from now will have about as
much meaning to children in school as the War of 1812. I hope school
children don't even know what chemotherapy means.

For nearly six years, we have worked hard to bring us
closer to that day. We've helped cancer patients to keep their
health coverage when they change jobs, accelerated the approval of
cancer drugs while maintaining high standards of safety; continually

1of 5 10/22/98 1:23 PM



Yesterday's Press Release http://library.whitehouse.gov/PressReleases.cgi?date=1 &briefing=6

[ 4

20f5

increased funding for cancer research.

Recently, I named Dr. Jane Henney the first woman, and
the first oncologist, to be the Commissioner of the Food and Drug
Administration. And I am pleased to report that about two hours ago
she was actually confirmed by the United States Senate. (Applause.)

Thanks to the work of a lot of you in this room, we have

made genuine process. We're closing in on the genetic causes of
breast cancer, colon cancer, prostate cancer, and now testing
medicines to actually prevent those cancers. New tools for screening

and diagnosis are returning to many patients the promise of a long
and healthy life. From 1991 to 1995, cancer death rates actually
dropped for the first time in history.

I'm especially proud of the five years of progress we've
made in prevention, detection and treatment of breast cancer. Not
one day goes by that I don't think about my mother and, through her,
all the other women in this country who have had that dreaded
disease. It requires more than courage to deal with it. We all owe
it to ourselves and our future to make the sustained commitment to
research that once and for all can win this war.

Without research there would be no mammography. Without
research there would be no genetic testing for vulnerability to
breast cancer. Without research there would be no -- how do you
pronounce that -- tamoxifin. I practiced this twice this morning
--(laughter.) But since then, my chain of thought has been
interrupted. (Laughter.) Anyway, we wouldn't have it without
research. (Laughter.)

This afternoon, before I came over here, I signed the
balanced budget that we fought so hard in the last days of this
Congress. It has, among other things, breakthrough funding for
cancer research and a general, large increase in research funding for
our country's future -- a part of the commitment that Hillary and I
made when we ask Americans to honor the millennium by honoring our
past and envisioning our future.

I'm pleased that the new budget includes a record
increase of $400 million in new support for the National Cancer
Institute. With nearly $3 billion in funding, NCI now will be able
to fund critical new research, including a trial to expand the use of
Herceptin to treat breast cancer earlier, and 10 more new clinical
trials for breast cancer treatment. This is an important victory for
women's health. It reflects a balanced budget that honors our
values. And this, as in so many other things, I also would like to
thank the Vice President, who spearheaded our drive to get the
research funding into the budget.

If you will, I'd like to mention just a couple of other
ways that this budget strengthens our nation. First, it honors our
duty of fiscal responsibility. It is a budget surplus that we now
enjoy for the first time in nearly three decades, the largest in our
history. And despite the temptations here just before an election to
spend it on tax cuts and new spending programs, the budget actually
meets my challenge to set aside the surplus until we safe Social
Security for the 21st century.

It also provides funding within the balanced budget to
begin to hire 100,000 new teachers to reduce class size in the early
grades; thousands of tutors to help children read; up to 100,000
mentors to help poor children prepare for college; after~school
programs to give a quarter of a million children someplace to learn
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instead of the streets; a half a million summer jobs to teach young
people the discipline and joy of work.

The budget strengthens our nation in other ways as well.
It will bolster our own prosperity and help us to meet our
responsibilities to deal with the global economy turmoil by meeting
our obligations to the International Monetary Fund. It actually
strengthens the protection of the environment. It guarantees safer
water, cleaner air, more pristine public lands. It will help
struggling farmers who face natural disasters and dramatically
declining markets as a result of the trouble in Asia.

We had to fight for each of these priorities, and the
budget is not perfect. You know, I lost the line item veto in our
court case, and there's a lot of little things tucked away there that
I wish weren't in that budget. But, on balance, it honors our values
and strengthens our country and looks to the future.

Now, I believe that it's important to point out, too,
that if we had the right sort of spirit throughout the year we
wouldn't have had to cram a year's worth of work into a 4,000-page,
40-pound document passed several days after the budget year had run
out. There are still some elements of partisanship that I would like
to note in the hope that they can be removed.

In the past few days the Congress persisted in tying our
United Nations' dues to unrelated and controversial social
provisions, which endanger the health of women and deny them even
basic information about family planning, even though studies show
that countries where women have access to strong family planning
actually have fewer abortions.

.I've made it clear many times that I will veto such
provisions. Congress sent me the bill to fund our arrears to the
United Nations, knowing full well I would do so. So today I did. I
regret that. I regret, too, that the 105th Congress leaves town with
unfinished business, challenges that must be met in the coming months
and years to strengthen our families and our nations.

The next Congress must pass the patients' bill of

rights. (Applause.) I might say there is bipartisan support for
this, just not enough to get it by. Our plan says to cancer patients
and all Americans: You should have the right to a specialist, such

as an oncologist. You should not have to worry that you will have to
change doctors in the middle of a cancer treatment if your employer
changes health care providers. You should have a right to an
independent appeals process if critical treatment is delayed or
denied. Managed care or traditional care, every Bmerican should have
quality care.

The next Congress should act in other ways to strengthen
the health of women. This year I asked Congress to cover clinical
trials for Medicare beneficiaries so they, too, can get cutting edge

treatment. (Applause.) And I asked Congress to outlaw
discrimination based on the results of genetic screening.
(Applause.) Both these measures failed to pass; the next Congress

should pass them. The next Congress should also meet our obligations
to our children by modernizing our schools. And above all, the next
Congress must be the Congress that acts to save Social Security.

This year we had a series of bipartisan forums around
the country on how to reform Social Security to meet the burdens that
will be there when the baby boomers retire and we'll only have about
two people working for every one person drawing Social Security.
We're going to have a national conference in December. We were
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successful in saving the surplus until we could consider the cost in
future years of reforming Social Security.

Social Security lifted a generation of elderly Americans
from poverty. Today, even though most Americans have other sources
of income who draw Social Security, fully one half of our seniors
would be in poverty without it. So here at the White House on Friday
we will talk about the vital importance of Social Security,
especially to women, who have fewer pensions and smaller savings.

If we want to keep this commitment as strong for our
children as it was for our parents, and if we want to see the baby
boomers retire in dignity without imposing unfair burdens on our
children and their ability to raise our grandchildren, we must act
now.

I must say, I was disappointed a couple of days ago that
the Senate Majority Leader said he may not now want to join me in
reforming Social Security next year. If we don't, then there will be
more pressure to squander this money on tax cuts or spending
programs. I think that is unhelpful. We know that we can make
modest changes now that have a huge impact down the road, in much the
way that modest investments in research now have a huge impact down
the road on health care. And I believe this is an issue which really
binds the American people not only across generations, but across
political parties. None of us -- none of us -- wants to leave a
legacy of burdening our children to support our retirement or risking
that those of us who -- unlike me, won't have a good pension -- will
face an undignified and impoverished old age just because the
demographics are changing in America. So we need progress, not
partisanship, on Soclal Security.

Now, there are 436 days left in this millennium. It can
-- it should -- be a time when we redouble our efforts to honor our
parents, to strengthen our nation, to prepare for our children's
future, and to honor the tenacity and courage that those of you here
have shown every day in dealing with this great challenge.

Again, let me say, I am very proud of what this budget
did for cancer research. I'm very proud of what we are doing
together to deal with the challenge of breast cancer. I want you to
know that I believe that we are within reach of genuine cures and
genuine prevention strategies of stunning impact. And we have to
remember that on the things that really count, whether it's cancer
research, or saving Social Security, or educating our children, this
country needs to be united. This country needs to be reconciled to
one another -- all of us -- across all the lines that divide us.

There are plenty of things to fight about. But on the
fundamental things, we need to be one. That is, parenthetically, the
argument I1've been making for a week out at the Middle East peace
talks.

The only way that life ever really works is when we
understand that the only victories that have lasting impacts are not
victories over other people, but victories for our common humanity.
And that's what I'm going to work for now. To me, that's what every
day your struggle against breast cancer symbolizes. And I'm very
grateful to all of you.

Thank you, and God bless you. (Applause.)

END 4:27 P.M. EDT

http://library. whitehouse.gov/PressReleases.cgi?date=1&brieting=6

10/22/98 1:23 PM



THE CLINTON/GORE ADMINISTRATION:
LEADING THE FIGHT AGAINST BREAST CANCER

October 21, 1998

“If we do what we must, if we act together and press our advances against the scourge of
cancer, then the dawn of a new century can be a dawn of a new era of human health.”
President Bill Clinton
October 21, 1998

Today, President Clinton joins First Lady Hillary Rodham Clinton at a White House event in
honor of Breast Cancer Awareness Month. During the event, the President will announce
the passage by Congress of the budget agreement and discuss the increased investments
made in cancer research and new clinical trials of drugs to reduce the risk of breast cancer.
The First Lady will unveil an expanded mammography outreach campaign and release a
five-year report from the Federal Coordinating Committee on Breast Cancer that outlines
the progress made in breast cancer research, prevention, and treatment.

Standing With America’s Families. Today, the Congress passed a fiscally responsible
budget that reflects the President’'s commitment to invest in our people and strengthen our
economy as we move into the 21st Century. This budget honors our duty of fiscal
responsibility and meets the President’s challenge to save the surplus until Social Security
is reformed. This budget will also expand opportunity by: beginning to hire 100,000 new
teachers, reducing class sizes in grades 1-3, and providing thousands of tutors to help
children read. The budget also recognizes our commitment to environmental protection,
our obligations to the International Monetary Fund, and helps struggling farmers who face
natural disasters and declining export markets.

Providing Critical Resources For Cancer Research. As part of the budget agreement,
Congress granted a significant down-payment on the President’s 21st Century Research
Fund. The National Cancer Institute (NCI) will receive a total budget of $2.9 billion this
fiscal year. This funding will enable NCI to fund critical new research activities, including
one to expand the use of Herceptin to treat breast cancer earlier. The First Lady will also
announce a new clinical trial to examine tamoxifen, a drug that has been show to reduce
the risk of breast cancer, and raloxifene, which researchers believe may also reduce the
risk of breast cancer. The unique STAR trial will involve 22,000 women at increased risk
of breast cancer and is scheduled to open at approximately 400 sites around the country
and Canada next vyear.

Progress In The Fight Against Breast Cancer. The First Lady will release a report from the
Federal Coordinating Committee on Breast Cancer that underscores the critical progress
that has been made since the Administration took office:

. A significant investment in research that has led to historic advances in breast
cancer research, including the identification of new breast cancer genes, and
promising new treatments;

U Improved quality and availability of prevention tools, including mammograms;

. Enhanced access to treatment and quality of care for women with breast cancer by
increasing access to cancer trial clinics, and new projects to improve detection and




~ Page 2

care among low-income and minority women;

. Innovative interagency and public-private partnerships to apply the latest in defense
and space technology to better detect cancerous tissues and develop less intrusive
surgery methods for patients.

Encouraging Older Women To Get Mammograms. The First Lady will unveil an expanded
outreach and education campaign to encourage women ages 65 and over to get regularly
scheduled mammograms. This year’s campaign will emphasize the new mammography
Medicare benefit that the President fought for and signed into law that covers annual
mammograms and makes them more affordable.

Family Planning -- We Must Put Progress Ahead Of Partisanship. Although the President
fought for and won victories in the budget negotiations, Congress has persisted on the
path of partisanship. A Congressional bill to reauthorize the State Department contains
unacceptable restrictions on international family planning -- even though women in
countries with strong family planning have fewer abortions. Congress has even attempted
to tie meeting our United Nations obligations to this unrelated and controversial provision.
Today, the President vetoed this bill for a second time. -
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Are Cases Going Up? -
Are Death Rates Going Down?

BY RICK WEISS

ancer news seems destined to confuse.

One week breast cancer has reached epidemic pro-

portions; the next week all is explained away as a sta-

tistical fluke, attributable to improved mammography

ne study shows that cancer deaths are steadily rising; anoth-

 chalks it- up to.an:aging. population and shows. that age-ad
have dro|

psp rbecs
veredmmost

ha glu
ds: How goes the war’ 3

ends in' the .United _tates Pamstakmgly collected and <0
led from doctors and hospitals all actoss- the. couritry, the fig
es offer a cold tallying of the numbers of white men and
orren of different ages who were diagnosed with or died from
rrious cancers during a recent five-year period, with compari-
n to a five-year period 20 years ago.

Yet clear as the figures are, there is still wide disagreement
out what they really mean.

On one side are those who are heartened by the news that
ath rates have declined for several of the most common and
-adliest cancers. “We are at the turning point,” asserted Phil-
Cole and Warren Sateren, University of Alabama epidemiol-
rists, in an editorial accompanying the data in the Feb. 1 Jour-
il of the National Cancer Institute. “Early in the new century,
incer’s primacy will fade.”

On the other side are those who detect in the figures a wor-
some trend of increased cancer incidence or death rates for
wveral kinds of tumors, including those of the kidney, brain
d testicles. To them the latest numbers suggest an escalat-
g public health crisis that may be due to some as yet unrec-
mized environmental or occupational hazards. These scien-
sts say victory against cancer is by no means assured, and

“"tal'activists seeking atténtio

| BY CRISTINE RUSSELL

they point to a recent spate of disturbing studics to >upp0rt
their downbeat convictions.

“We are going to see increases,” said Brenda K. Edwards,
associate director of the NCI's cancer surveiliance program.
“Cancer is going to take a growing share of our health con-
cerns, and L.don’t wan s over that.”

_ay everyone has a stake in’
oW cancer: statlsucs plﬂy rehers in need of funding,
politicians :espons]ble for, fed af expenditures, environmen-.
“tHeir causée, campanies not
wanting to spend fortunes on pollution controls, physicians
who don’t want to discourage their patients unduly.

But most fundamentally, the confusion over cancer statis-
tics is rooted in cancer’s multiplicity as a disease: Cancer 15
not a single ailment and cannot be counted as such.

To bé sure, all cancers have a lot in common, notably their
obsession with cell division and growth, said Aaron Blair,
chief of NCI's occupational safety section. But they also dif-
fer widely in their causes, their growth patterns and their
susceptibility to various treatment strategies. “In reality,” he
said, “we’re dealing with a huge collection of diseases.”

This variability was the motivation that drove NCI epide-
miologist Susan S. Devesa and her colleagues to analyze the
incidence and mortality data for 30 different cancers and de-
lineate their respective trends over a 12-vear period. The
team parsed data from a national cancer registration pro-
gram according to type of cancer, paticnt gender and patient
age, to reveal the specific dynamics underlying the more
widely reported—and dlsputed—nancu statistics.

Sec CANCER, Page 16

round much of the industrialized world, the leading
cause of death is steadily shifting from heart dis-
ease to cancer, according to an extensive new anal-
ysis of international statistics released this month

y U.S. federal health officials.
The 191-page report by the National Center for Health
tatistics shows that cancer now “rivals or at times clearly

urpasses” heart disease in several European natlons and

arts of Asia and Latin America.

“There is a clear trend in many industrialized countnes
vith the exception of Eastern Europe, that a continued de-
line in heart disease coupled with no major improvements in
ancer mortality results in cancer becoming the leading
ause of death,” said Alvan O. Zarate, an analyst at the Na-
ional Center for Health Statistics.

“That trend is correct,” said Thomas Thom, a statistician
vith the National Heart, Lung and Blood Institute who has
tudied heart and cancer mortality patterns. “Cancer is or is
lose to being the number one cause of death” in many coun-

tries, he said, largely because of the drop in heart disenze
deaths and increases in lung cancer.

The report also provides a compelling view of other health
conditions in the JUnited States. It shows that the United
States has the lewest death rate from stroke in the industri-
alized world for males‘and among the lowest for females and
has significantly lowered mortality from heart disease and
car crashed in the past two decades. But the United St:tes
rates poorly against other top killers: Smoking-related lung
cancer rates for women and murder rates arc among the
highest of the developed countries.

“We've made a lot of progress in circulatory discases, like
heart disease and stroke. We're looking better than we used
to compared to other countries. But there has not been much
progress overall regarding cancer. It hasn't moved much,”
said Zarate.

Zarate said the new report is the most mmpnh(nxn\c
look at nternational death rates ever done by his ageney. It

See DEATH, Page 15
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A Cancer Survivor Discusses Her Experiences

llen Stovall, 48, is executive director of the National

Coalition for Cancer Survivors, a group that pro-

motes the interests of those who are living with the

illness. In 1971, she was diagnosed with Hodgkin's
disease, a cancer of the lymph nodes. Stovall was 24 then and
had given birth to her first child just three weeks hefore.

Stovall was successfully treated but experienced a recur-
rence in 1984. Since then, she has remained symptom-free.
She worked for years as a volunteer for various cancer or-
ganizations, then became executive director of the national
coalition in 1992. She spoke with Washington Post staff
writer Sally Squires about her experiences.

How has being a cancer survivor changed over 10 years?

First of all, you cannot pick up the New York Times, The
Washington Post or the Wall Street Journal and not find an arti-
cle or some attention made to a new advance made in cancer.
Women with breast cancer have really raised the consciousness
by bringing attention to this as a public-policy issue. There have
been a lot of high-profile people who have come out with cancer:
Happy Rockefeller. Betty Ford. Gilda Radner. Jill Ireland. People
can identify with these people. They went public about their can-
cer, and that helps. Every little bit helps.

What do you tell someone who has recently been diagnosed
with cancer?

The first thing that | like to say to them is “I have had can-
cer too.” Then | tell them that there is always something that
they can do. Not that this is a walk in the park, but [l tell
them that] everything is not as bad as it seems right now,
and there is always something that you can do to make things
better, It is hard to convince someone who is living in a pro-
ject, or has no insurance, or has a festering stage 1V breast
cancer, that there is always something to do, but there is,

I don't want people to mistake that for, “We can cure you.” 1
think that the word is preposterous. Life is a death sentence.

What were your thoughts when you were first diagnosed?

My first thought was, you know, cancer? | am 24 years
old. This is a disease of old people. Disbelief. Absolute, abject
terror that I wouldn't be here to be with my family, to raise
my son—and absolute determination that | had to be here.
There were no answers, only questions.

For four years, | had symptoms that we now know are re-
lated to Hodgkin's. 1 would itch. I had itching all over my
body. I was treated for allergies. 1 had three miscarriages. 1
was very anemic. There was a friend of my husband's family
who was a physician. He took my husband: aside and said,
“She is really crazy. There is nothing wrong with her.” He
put me on Valium, patted me on the head and said, “Go
home, little girl.” Neurotic I was and am, but crazy | wasn't.
So when [ did get the diagnosts, [ was relieved on one level.

What was your prognosis?

Uncertain. 1 asked one doctor, “When will you know if |
will be okay, whether I will be cured?” The American Cancer
Society said five vears, The doctor said if it hadn’t recurred
in two years, which he didn’t believe, because the tumor was
so big, he would give me a 50 percent chance of being alive
in five years. So | held on to those statistics. Another doctor
said to me: “Why do you want statistics? It's either 100 per-

BY JAMES M THRESHER—THE WASHINGTON POST

ELLEN STOVALL

cent dor nothing for you.” I made a bargain. 1 have a tremen-
dous sense of spirituality. | promised myself that if | was still
alive in two years that | would devote whatever was left of
the rest of my life to helping people with cancer. And so, 23
years later, I am doing that.

Looking back, what has it been like to be a cancer survivor?

The first time was a shock. | lost my innocence, | last my na-
ivete about cancer. All the stigmas and myths that | had heard
about cancer no longer applied. It wasn't a death sentence. |
didn't lose all my hair and not get it back [from radiation treat-
ments). [ wasn't rejected by a lot of people that 1 knew, although
[ did have a family member who used to give me a kiss when she
saw me [before the cancerj and then stopped doing that. Because
it happened to me before AIDS, 1 have this perception of being a
cancer survivor at a titne when it was the plague.

What does it meun—cancer survivor?

Survivorship became what 1 did. I lived with the cancer, |
lived through the cancer, and I lived beyond the cancer. Sur-
vivorship became a way that [ lived my life after the cancer. |
live with the fact that | had cancer and that knowledge has

been empowering for me, which is really what this organiza-
tion 1s about.

Patient support was almost anathema in 1971, Really, if
people have just been diagnosed with cancer, they should
have a mirror of what their life might look like in a few years.
Something to hold on to—that yes, you may be bald today, or
yes, you may feel dreadful today, but somewhere two years
from now, there is a person who survived, 1 always felt like a
survivor. I never felt like a patient.

From the moment of diagnosis and for the . est of life, that
person is a cancer survivor. The idea that you can survive
two weeks, 22 days or 22 years, we are talking about quality
of life. Society is just beginning to recognize that survivor-
ship is a very important concept.

Fitzhugh Mullan [chairman of the board of the coalition
and director of the Bureau of Health, Public Health Service]
identified stages that people go through with cancer survival:
acute stage, extended stage and permanent stage of survival.
It's really a continuum. Somewhere along there, people Live
and people die. It is also important to define the quality of
life.

How s having cancer different from having other kinds of
life-threatening, chronic illnesses?

There is a fear and the stigma. | also think that cancer is
so commonplace, we all know someone who has.had cancer.
It makes it a universal metaphor for chronic illness. )

The fear, the fear of recurrence is just an overwhelming
fear, even if they have been told that there is just this very
good chance that they will be here for a long time. You never
lose it. There isn’t a day that I don't wake up and be very
grateful just to be alive,

Have you ever encountered discrimination?

My husband decided to go out on his own in January 1992
to start his own architectural practice. We had [insurance
coverage]| for 18 months [from his old job). [Looking for new
insurance] was the only time that I experienced direct dis-
crimination. I applied to nine different companies and got
turned down by nine different companies.

One insurance company was even stupid enough to tell me
that they were not denying me because I had cancer, they want-
ed me to know that, but because I had sought mental heaith cov-
erage. I sought therapy for the first time in my life when I had
cancer the second time, in 1984. I thuik that psychosocial servic-
es are s0, so important for people with cancer.

[ finally got insurance for huge, huge premiums.

How has cancer affected your view of life?

| am very impatient. And | also don't plan. I used to joke about
the fact that | didn't take out magazine subscriptions, 1 would
cross out one year and put in six months. I wouldn't plar a trip a
year in advance. On the other hand, I have thrown caution to the
wind. If somebody had said to me before I had cancer, “Do you
want to go white-water rafting or bungee junping?' 1 would have
said forget it. Now | would tike to try it. | have iore of a spirit of
adventure. ] am not as cautious.

I could walk out on the street and get hit by the Number
52 bus. I am probably going to die of cancer, but maybe not.
So why not try some things? [ ]

DEATH, From Page 12

compares age-adjusted death rates from 41 industrialized
countries for the years from 1955 through 1991 using U.S.
and World Health Organization statistics.
Among the report’s findings:

= The United States ranks somewhere in the middle of all in-
dustrialized countries n life expectancy and overall mortality
or death rate, the annuzl number of deaths for each 100,000
people. But the statistics show some dramatic differences
when sex and race are taken into account.

m The overall death rate for white American men and wom-
en is better than in two thirds of 36 industrialized countries
studied. Among black American males and females the death
rate, however, ranks among the highest, as it does in most
Eastern European countrics. Across the world, male death

rates from various causes tend to be far higher than wom-
en’s.

m Homicide deaths among U.S. men have increased dramati-
cally since the mid-1950s compared with the rates in other
developed countries, with black American men in 1991 hav-
ing by far the highest death rate. The rate for American
women is also among the highest in the industrialized world.
w Cancer deaths are particularly high among American
blacks: The death rate for prostate cancer is the highest for
any industrialized nation studied, and the death rate for
breast cancer is also high.

o U.S. blacks have the highest rates of death from diabetes,
® The death rate for lung cancer is "extremely high,” smd
Zarate, among both U.S. white and black women.

The shift from heart disease to cancer was found in hoth
total deaths and the age-adjusted mortality rate, which takes
into account differences in the size and composition of the to-
tal population, including aging, and makcs 1t easier to make
comparisons, said Zarate and Thom.

Cancer is the leading cause of death among mien it France, lialy,

Portugal, Spain, Belgium, Japan, Hong Kong and Uruguay. and
death rates from heart disease and cancer are virtually tied i the
Netherlands and Chile. Among women, cancer is the top-ranked
killer in France, Beigium, the Netherlands, Denmark, Japan, Hong
Kong, and Chile, and it is roughly equal to or slightly behind heart
disease deaths in Canada, the United Kmgdom, Switzerland, Portu-
gal, haly, Norway, Uruguay and Costa Rica, according to the re-
port.

In the United States, heart disease death rates have long
been far higher than in other countries. particularly among
men, and heart disease is still the top killer here. But Ameri-
can experts predict that a continuing decline in heart discase
will move cancer into the number one cause of death by the
end of this decade.

In other Enghsh-speaking and Scandinavian countries heart
disease continues to have a significant lead over cancer as the

See DEATH, Puge 19
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Devesa knew, for example, that taken as a whole the long-
ar  gincrease in U.S. cancer mortality (the percentage of
ner  ; who die from cancer) has been flattening out. In-
«ed, when figures are properly adjusted to account for the
nng of the American population and the increase in cancer
raths that would be expected with such aging, it turns out
& percentage of people dying from cancer actually dropped
little in 1993 for the first time on record.

The simplest interpretation: Decades of work in the areas
‘ cancer prevention, diagnosis and treatment are finally pay-
g off.

But Devesa also knew that much of that drop was due to
e dec) in a single huge category, lung cancer deaths in
aung men, as a result of the decline in cigarette smoking
mong these men. Might other cancers be expanding just as
wich or more, their growth largely hidden by the simulta-
¢ drop in lung cancer rates?

To find out, Devesa’s team collected cancer incidence and
10rtality rates from the period 1987 to 1991—the latest peri-
d for which statistics were available—and compared them to
ne rates from 1975 to 1979. (They focused on data for whites;
gures for blacks were roughly equivalent but were different
nough to be considered separately in a report yet to be pub-
ished.) What emerged is both good news and bad: For some
ypes of cancer it seems the war is indeed being won, but for
ithers there appears to be trouble on the horizon.

» The good news: Lung cancer, the nation’s number one
:ancer killer, and tumors of the mouth, throat and voice box
ire declining among men in their thirties, forties and fifties,
-eflective of that group's shunning of cigarettes, researchers
;aid. That alone is a major victory; nearly 170,000 cases of
ung cancer are diagnosed each year, and 87 percent of those
seople die within five years of their diagnosis.

Looking at the gastrointestinal tract, cancer of the stom-
ach, colon and rectum are declining for both men and wom-
en. That's probably the result of improved diet, researchers
suggest, and better methods for finding and removing pre-
cancerous growths in the colon.

Cancers of the uterus also have declined steadily since the

mid-1970s, mostly because doctors stopped prescribing so-
called unopposed estrogens to menopausal women. (Instead,
they are giving estrogen along with the female hormone pro-
gestin, a combination that offers the same benefits without
the added risk of uterine cancer.)
m The news that might not be that bad: The incidence of
breast cancer in women and prostate cancer in men rose dramat-
ically during the 20-year period covered by the study. But m both
cases the increase seems largely due to improved diagnostic
techniques, the researchers concluded. Put simply, better mam-
mography and new tests for detecting early prostate tumors are
finding next year's cancers this year, generating a bookkeeping
glitch that shows up as a temporary increase in incidence that
should cancel itself out later on.

Lung cancer rates increased dramatically in women over
35, but even this bad news has a silver lining of sorts. The in-
crease is almost entirely attributable to the growing popular-
ity of cigarettes among women during the past few decades,
and so is at least in theory reversible should the antismoking
message get through to this group.

Similarly, steeply rising rates of melanoma, the potentially fa-

al skin cancer, can largely be blamed on the growing popularity
of sunbathing and other outdoor activities, experts said. Some-
thing as simple as increased use of protective clothing and sun-
screen would probably blunt the deadly trend.
m The bad news: Several types of cancer are hecoming
more comunon for no apparent reason. Most of these cancers
ire not houschold words, like renal carcinoma (cancer of the
<idneys) and non-Hodgkin's lymphoma (a cancer of the lymph
wdes). But researchers say it’s possible that before long
hey could play the role that lung cancer did in the 1950s and
60s—taking big tolls on the population while their cavse re-
nains a mystery,

“There is a lot that we can't account for,” Devesa said. Of
yarticular concern, she said, is increased incidence of brain
-ancers (above and beyond the increase that is due to im-
roved brain imaging technology), non-Hodgkin's fvmphoma
above and beyond the increase that 1s due to the growing
wniber of people with AIDS, many of whom develop this
ancen), Kidney cancer and testicular cancer.

Also of concern is the inerease w certain types of hreast
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cancer that cannot be explamed by better mammographic
screening. Specifically, most of the apparent Increase in
breast cancer involves the type of breast tumors that grow in
response to estrogen, so-called ER-positive tumors. If the in-
crease in breast cancer were solely an artifact of improved
mammographic screening, the increase would be seen equal-
ly among ER-positive and ER-negative tumors, since mam-
mograms are no better at picking up one type than the other.
But that's not happening. And the imbalance, Devesa said,
suggests that some of the increase in breast tumors is real.
Nobody knows why this handful of varicd cancers are be-
coming more common, but some cepidemiologists strongly
suspect that environmental toxins are to blame. They point
in part to studies of American farniers to back up ther claim,

Deadly Harvest?

Amcrican farmers are far healthier than the typical Ameri-
can; for the most part they don't smoke and they have im-
pressively low rates of cancer, heart disease and other ail-
ments. Oddly, however, for decades they have excecded the
national average for several cancers, including leukemia,
non-Hodgkin's lymphom: and ~ancers of the brain and pros-
tate.

“You ask vourself, ‘What do those sites hive in common?” ™
said Blair, of the NCIL "And the first thought 1s, ‘Nothing." *

But in fact there are two things notable about that collee-
tion of tumors, he said: They are cancers that are in many
cases just now slarting to become more comtmon in city peo-
ple. And they are cancers that tend to appear i people
whose immune systems are damaped, cither because they
have a disease like AIDS or because they've been given -
munc-suppressing drugs.

“So a working hypuothesis is that i agriculture there may
he cnvironmental factors that inpinge on the immune sye-

tem, giving cancer a boost,” Blair said. “And these undeter-
mned factors may also be getting mto the general population
and may be contributing to some extent to the rise m these
tumiors.”

What kind of immune-suppressing carcinogens have farm-
ers long been exposed 1o that are ouly now becoming com-
mon in the Big City?

Pesticides are a perfect example, Blair said. “Fanners
have been handling pesticides since the 1960s, but only sice
the '70s and "80s did you sce this in the urban environment”
with the rise in lawn care services and home-use weed killers
and insecticides. Siilarly, Blan said, "30 years ago, you
didn't fill your own tank with gas aud breathe the fumes.
Farmers have been filling thers vwn tanks forever.”

No onc knows whether these types of exposures are caus-
ing significant numbers of cancers m people, Blair said. But
animal and epidemiological studies have shown an association
between non-Hodgkin's lyimphoma, brain and kidney cancer,
he said, and exposure to pestiades or solvents such as gaso-
line products,

Taking a different tack, some scientists have proposed
that plastics, pesticides and other environmental contany-
nants—many of which are clicrical mimics of the hormone
estrogen—may he bathing peopie and ammals in a dilute sea
of female hormones, triggering estrogen-sensitive breast
cancers and testicular tumors,

Studies inanime s indicate Uit e ironmental estrogens
can cause testicular abnormalities similar to those now on
the nise in men, which include not only testicular cancers but
undescended testicles and defective sperm. Some scientists
have reported a dramatic drop in sperm quantity and quality
worldwide i recent decades. And while one recent report
disputed a sperm count drop, researchers at the University
of South Paces veported i the New Eaglind Journal of Medi-
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_cintc;] this month dthat sperm counts in Parisian men clearly have fallen
in the past two decades, while the percentage of gimpy sperm has in-
creased. 8¢ © ey sperm has in

Thp link betweer_l estrogen-mimicking pollutants and breast cancer
remains comro_ve'rsml, with some studies finding correlations between
brggsl cancer mcnden;e and exposure to pesticides and chlorine-con-
taining chemicals, while other studies do not. The most comprehen-
sive study yet to look at the issue, the four-year Long Island Breast

Cancer Study Project, sponsored by the National Cancer Institute, will

be launched in April.

The li;t of other potential cancer culprits is endless and difficult to inter-
pret. Animal studies have found a link between common antthistamines and
cancer. Studies in p_eople have suggested that diuretic drugs (“water pills”)
may increase the risk of kidney cancer. And some epidemiological studies
with people have suggested a link between electromagnetic radiation and
canicers of the brain or leukemia. But no study has yet found any single fac-
tor clearly responsible for any of the cancer increases now being tallied
And some researchers don't expect to find one. ’

Cole and Sateren, of the University of Alabama, for example, don't
denx that some environmental factors may eventually turn out to be
causing some cancers, but they chide those who foresee a tumorous
Armaged(.ion.' It's easy to come up with hypotheses, they write in their
Feb. 1 ec_lltonal. and to predict an impending cancer disaster. “In reali-
ty, the dlsgster has remained impending for more than 20 years, and
Devesa's flqdings suggest that it will not occur.” '

Devesa disagrees. Although she does not believe that environmental
hazards are overwhelming contributors to cancer right now, neither
does she think that the war on cancer is in the home stretch. “That
sounds great, but it’s not that simple,” she said.

One thing that Devesa, Cole and practically everyone else in the
ﬁelgi of cancer research agree on: The best way to make progress
against this deadly collection of diseases is to find out what is causing
them and keep them from cropping up in the first place.

‘We spenf.l close to $100 billion a year on cancer treatment in this
country,” said Devra Lee Davis, senior adviser to the assistant secre-
tary for health and human services. “If we are going to get on top of
this problem, we absolutely have to focus more on prevention.” [ ]

Scientist’s Funding Raises Eyebrows

~ An editorial by two University of Alabama researchers in the Feb. 1
issue of the Journal of the National Cancer Institute has stirred contro-
versy because of its mostly upbeat tone in the face of new cancer statis-
tics that some researchers perceived as worrisome. Several cancer ex-
perts have quietly questioned whether a source of one of the sclentist's
fundmg may have influenced his conclusions.
] Phxl_lp Cole, one of the authors of the recent INCI editorial, said in an
interview that some of his research has in the past been funded by vari-
ous oil and chemical companies and he is currently conducting research
supponed'by the International Institute of Synthetic Rubber Producers.
que §ald industrial support is common at universities. and he noted
tl}at in his case the monies went to his university department, not to him
directly. He galled any suggestion that he might be influenced by funding
sources “a distraction” from the scientific facts, which are, he said, that
cancer mortality is dropping and lifespans increasing. '

‘I don’t make up the national statistics,” Cole said. “This is nothing but
an ad hominem attack. It causes peaple to focus on the perception rather
than fact.”

Aqung to the controversy is the journal's falure to mention Cole's
_fundmg source. That information should have heen noted, JNCI's manag-
ing editor Julianne Chappell said in an interview, since some readers
might suspect that such associations could soften Cole’s views about the
yole of en_vxronmental toxins in cancer. Unfortunately, Chappe!l said, the
journal mistakenly failed to ask Cole for the information, so it neve; ap-
peared.

“We were at fault,” Chappell said. Since 1993 the journal has intended
to update l'h.e forms it sends to authors, she said, to include new instruc-
tions requiring such information. But the task had slipped through the
cn_'acks.l"Our information to authors is inadequate when it comes to con-
flict of interest,” she said, adding that the forms will now be updated.

Chappell emphasized that the opinions expressed in invited editorials
do not necessarily represent those of the jourr sl which is completely in-
dependent of the National Cancer Institute, Indeed. she said, some au-
thors are selected to provoke ontroversy. I

Mission accomplished. —Rick Weiss

DEATH, From Page 15

major cause of death. And in most Eastern European countries heart
disease remains far and away the leading killer.

The shift toward cancer as a top killer is “a relatively recent phe-
nomenon,” said Zarate, although in Japan and France cancer death
rates have been ahead of heart disease for several decades. “I expect
that it will occur in more countries over the next decade.”

Healthful lifestyles, including lower-fat diets, more exercise and less
smoking, control of high blood pressure, and better treatment are
widely credited for reducing deaths from heart disease and stroke.

The lack of progress in reducing cancer death rates resuits from a
variety of factors, from prevention to treatment. Health officials point
out that there is a lag time of perhaps 10 to 20 years between expo-
sure to cancer-causing agents like cigarettes and diagnosis of cancer.
For example, the worldwide epidemic of lung cancer deaths in recent
decades followed the increase in popularity of cigarette smoking from
the 1930s and 1940s on.

In the United States, lung and other breathing-related cancer death
rates ranked higher than a group of 20 industrialized countries studied
in the report. But recently the rates among men have leveled off,
while female lung cancer deaths have risen more steeply here than
elsewhere. :

A recent National Cancer Institute study of long-term trends found
that overall cancer deaths rose slightly in the United States through
1991, largely because of the rise in lung cancer. In an editorial in the

" Journal of the National Cancer Institute this month, University of Ala-

bama epidemiologist-Philip Cole noted that cancer is soon expected to
surpass heart disease as the top U.S. killer, but he contended that
there are signs that a long-term gradual decline in cancer deaths may
be starting.

Others are not so sure. “There is no clear evidence that a {cancer]

¢ mortality decline is occurring yet”, said Zarate,

But in other areas, the health outlook is more positive. Stroke,
which ranks.as the third most prevalent killer in most industrialized
countries, has been declining steadily among both men and women
around the world for two decades, in part because of efforts to control
high blood pressure. The fourth leading cause of death in most of the
industrialized world was unintentional injuries, largely from motor ve-
hicle crashes, which ranked just ahead of chronic obstructive lung dis-
eases, problems largely linked to smoking.

In the United States, however, the two switched places in the early
1990s. Unintentional injuries, which have been declining most rapidly
among men, dropped to fifth place as a leading killer of Americans.
Chronic obstructive lung diseases, nsing in American women, moved
to fourth place.

The highest death rates among industrialized nations are in Eastern
Europe and the former Soviet Union, while northern European and Scan-
dinavian countries are among tne leaders in long lives. Life expectancy at
birth in Hungary is 65 years for boys and 73.8 for girls, compared with
72.7 years for boys and 79.5 years for girls in the United States. A
Swedish male can expect to live 74.7 years, females 80.4 years.

“Eastern Europe fares poorly as far as mortality compared to other
industrialized countries across the board,” said Zarate. “We're secing
health habits 1 those regions with regard to smoking, alcohol con-"
sumption and highway safety in some cases worsening. And the health
care systems are in economic chaos.”

A 1993 report on international health statistics by the Office of
Technology Assessment (OTA) sought to look beyond death rates to
other healih indicators in 12 industrialized countries, It concluded that
the United States generally has higher death rates among infants, chil-
dren, and young to middle-aged adults than the other countries stud-
ied. In terms of key behaviors that affect buth disease and death, the
U.S. record was mixed. Fewer Americans today, particularly men,
smoke compared with Canadians or Europeans, and more Americans
than Canadians or Europeans undergo some tests for cancer, such as
Pap smears for cervical cancer. However, Americans weigh more, ex-
ercise less and use seat belts less frequently than Canadians.

The OTA report concluded that it was difficult to get agreement on
how to compare overall health status in various countries.

Zarate said that death statistics were the most reliable data for com-
paring health in various countries but emphasized that they "document
only the final outcome, but don't necessarily provide a measure of overall

health status. It's only one part of the picture. Lots of people have arthri-
tis but don't die from it.” [ ]
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THE WAR ON

UANGER

Twenty-five years after the war was
declared, new insights are plentiful,
but the death toll has mounted

'~ magine declaring war when you know little

about your enemy’s firepower, strategies or

tactics. That’s what happened on Jan. 22,

1971, when President Richard Nixon pro-
claimed war on cancer in his State of the Union
address. Many anticipated swift victory, with the
taming of the dread disease likened to a moon land-
ing. Even as recently as 1984, the National Cancer
Institute’s director predicted that cancer deaths could
be halved by the year 2000 in America.

In the quarter century since Nixon launched the battle
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against cancer, the NCI has invested
$29 billion in what some _critics have
called a “medical Vietnam.” This yedr,
555,000 Americans are expected to die
of cancer — 215,000 more than in 1971.
As for the former NCI director’s pre-
diction, current trends suggest that can-
cer might overtake heart disease as the
nation’s No. 1 killer by 2000. The over-
all death rate may have stopped its an-
nua! climb, but the absolute numbers
will still rise.

Yet the news from the front isn’t en-

LUSTRATION BY ROBERT KEMP - USNAWR
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TOP 10 CANCER HILLERS

In all but a few instances, the
number of cancer deaths has risen
markedly since 1971 compared
with what is expected this year. . -

1971 1996
1LNG - 54,031 94,400
2. PROSTATE 17,772 41,400
3. COLON/RECTUM 22,410 27,400
4. PANCREAS 9,967 13,600'
5. LYMPHOMA 7,577 13,250
6. LEUKEMIA- - 8,206 11,600
7. ESOPHAGUS 4,599 8,500
8. UVER 4711 8400
9. STOMACH 9,421 8,300
10. BLADDER 6,075 7,800

CWOMEN
1971 1996

4 -

1. LUNG 13,686 64,300
2. BREAST 29,969 44,300
3. COLON/RECTUM 23,924 27,500
4.0VARY - 9,978 14,800
5. PANCREAS 7,945 14,200
6. LYMPHOMA 6,016 11,560
7. UTERUS* 12,216 10,900
8 LEUKEMIA 6263 9,000
9, LIVER 7945 6,800
10.BRAN 3518 6100

*INCLUDES ENDOMETRIAL AND CERVICAL
USN&IWR - BASIC DATA: AMERICAN CANCER SOCIETY
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tirely dismal. Quality of life has im-
proved for cancer patients, thanks to
less disfiguring operations like lumpec-
tomies for breast cancer; drugs to mini-
mize nausea, infections and other
treatment side effects; and better pain
control. Dcath rates have dramatically
fallen for relatively uncommon malig-
nancies such as childhood leukemia,
Hodgkin's disease and testicular can-
cer, often fatal 25 years ago. (The sto-
ries of people surviving thanks to treat-
ment advances are chronicled in
the pictures and captions that ac-
company this article.)

When it comes to leading kill-
ers, progress in cutting deaths has
been modest. Between 1973 and
1991, the death rate from colon
and rectal cancer dropped about
15 percent, at least in part be-
cause of improved early detection
and treatment. Breast cancer
death rates appear to have lev-
eled off, and a higher percentage
of women diagnosed with ad-
vanced as well as early breast can-
cer are surviving, says Harmon
Eyre, deputy vice president for
research and medical affairs at
the American Cancer Society.

Note: Rates are for alt ages and
are adjusted to account for the
agng of the populaton,

Such gains pale, however, next to
lung cancer’s growing toll. From 1973 to
1991, the lung cancer dcath rate shot up
42 percent and was accompanicd by a
34 percent risc in the rate of ncw diag-
noses. Most of the increasc was in wom-
en, who started smoking in large num-
bers much later than men. The rates of
lung cancer decaths and new diagnosces
appear to have peaked in men.

Part of the overall rise in cancer
cases in recent years stems from thc

Race and cancer )
"Overall cancer death rates per 100,000
population for black and white men and women:

. White
.. men

Black White
men

® Black
women ! women

o H M - B FR: . E D b p D
195060 '70 '80 '85 '88 '89 '90 '91 '92

USNEWR—Basic data:
National Center for.
Health Statistes
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JERRY STAFFORD, 34.
BRAIN CANCER SURVIVOR

A SAVING SEIZURE

' N elda Stafford feared
that one of thelir fow

fights had triggered her
husband’s grand mal sel-
zure. But the real cause

. was much worse: Jerry
Stafford had an extremely
rare type of braln tumor. A
month after his June 1993
dlagnosis, he underwent a
5V¥2-hour operation at the
Unlversity of California at
San Francisco Medlcal
Center, near the couple's
home. From mid-Septem-
ber to mid-November that
year, he had dalily radiation
treatments to destroy bits
of tumor that couldn't be
removed surgically. Staf-
ford still takes antiselzure
medIlcation, but all indlca-
tions are he's tumor-free.

aging of the population. Another part
comces from wider usc of screening
tests like mammography and prostate
specific antigen, or PSA, blood tests
that pick up tiny tumors in pcople who
previously might have died of other
causes before their cancer was diag-
nosed. Yet better detection and aging
can’t explain the entire incrcase in new
cases of these tumors. And other can-
cers, such as brain tumors and non-
Hodgkin’s lymphoma, are bccoming
more common. These increases might
reflect changes in exposures to uniden-
tified carcinogens. : e

So the question persists: Why can’t
the country make great strides in halt-
ing cancer deaths, as it has in combat-
ting heart disease? It’s an unwarranted
comparison. Most heart disease deaths
are due to blockages of the arteries.
Cancer, by contrast, is perhaps 100 dif-
ferent diseases. “We haven’t reached
where we would like to be in cancer—
not because of misplaced strategies,
not because of ill-conceived policies —
but because cancer is extraordinarily
complex,” says Richard Klausner, Na-
tional Cancer Institute director. Over-
coming cancer, Klausner says, requires
basic research as well as appropriate
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public policies to take advantage
of what is lcarned.

WHY CANCER IS DIFFERENT
Back in 1971, oncology was a relatively
new, low-prestige discipline. Trial and
crror was the gencral treatment strate-
gy, since scientists had little inkling of
how a normal cell becomes a tumor cell
or how a tumor cell multiplies and
spreads. One theory of that era blamed
cancer on a disruption in how the body
broke down carbohydrates. “We were
pretty brazen to declare war,” recalls
Francis Collins, director of the National
Center for Human Genome Research.
If cancer were an infectious disease
like smallpox or diphtheria, scientists
could have developed effective vaccines
or better treatments. Vaccines and anti-
biotics capitalize on the differences be-
tween human cells and viruses and bacte-
ria. But cancer cellsare human cells, with
a few minor changes. That’s why they
escape the immune system’s wrath.
That’s why a “magic bullet” that will de-
stroy only cancer cells, leaving normal
cells unscathed, has been so elusive.
Molecular biologists have unlocked
many of the workings of tumor cells, but
few findings have translated into better

NIKKI DRINKWATER. 10,
BONE CANCER SURVIVOR

A NEW OPTION

hanks to advances In
the treatment of bone

cancer, Nikkl still has two
legs to stand on. In Sep-
tember 1994, X-rays taken
after a fall revealed a tu.
‘mor In her left leg. In De-
cember 1994, doctors at
Children’s Hospital in Bos-
ton replaced her cancer-
ous thighbone with a donor
bone. A year of chemo-
therapy followed. “Ten
years ago, you really didn't
have any optlons,” says
mom Cynthia Drinkwater,
of Plymouth, Mass. “They
just used to amputate.”
Nikki had to undergo the
operatlon agaln last Octo-
ber after breaking the do-
norbone.She has toweara
brace for a year.

treatmentsor preventive mcasures. “The
kind of biological information that is be-
ing generated today is just astounding,”
says Joseph Simone, physician in chicf at
the Memorial Sloan-Kettering Cancer
Center in New York. “Onc hopes that
among all this wonderful scicnce there is
going to be some information that can be
applied practically.”

The fundamental revelation has been
that cancer stems from a serics of genetic
alterations. As cells divide in thc body,
thousands of errors occur every day, in-
cluding some in genes that dictate how
cells reproduce. The reason pcople
aren’t riddled with tumors is that cells
have a mechanism that searches out and
eliminates mutated genes. The cell cither
rcpairs the defective gene or commits
suicide. In cancer, this fail-safc mecha-
nism breaks down; cells arc unable to
recognizc or get rid of genetic mistakes.

Genectic alterations can cause a cell to
begin dividing wildly by turning off genes
that serve as emergency brakes or by
turning up the genes involved in normal
division. But such changes aren’t enough
to cause a life-threatening cancer. Most
human tumors at first lack blood vessels
to nourish them, so they can’t grow big-
ger than a pea. Barely existing off of

ncarby blood vessels, they remain that
size for several years, often escaping de-
tection. This type of tumor is described as
in situ, or in place. It’s not going any-
where or hurting anyone. Autopsy stud-
ics suggest that about 40 percent of wom-
cn in their 40s have such tiny tumors in
their breasts. Now that screening tools
arc picking up breast and prostate tu-
mors cver carlier, molecular biologists
are trying to distinguish ones likely to
remain dormant for a long time from
morc aggressive cancers. With this infor-

- mation, paticnts could be spared tinnec=

cssarily intensive trecatments.

Tumor cells become threatening
when, for reasons not yet totally under-
stood, they begin developing their own
blood vessels —a phenomenon called an-
giogencsis. With nutrients pouring in
from its new blood supply, the tumor
swells to marble-size or larger.

Angiogenesis often leads to the first
symptom of a tumor—blood in urine,
sputum or a stool. Unfortunately, by
that time the tumor’s new blood vesscls
have likely cnabled some cancer cells
to spread to other parts of the body. If
a renegade cell was angiogenic before
it broke away, a sccond tumor will
soon show up at its new home. If not,
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it will develop only into a dormant tu-
mor, harmless until some of its cells
become angiogenic and the process be-
gins anew. As a result, cancer survivors
can suffer recurrences years after they
were first treated.

““MAGIC BULLETS"?

This new understanding of how tumors
grow and spread has spurred the search
for“magic bullets” that could halt cancer
before it becomes deadly,
without hurting normal tis-
sue. Such treatments would
be used to control break-
away cancer cells, or metas-
tases, after conventional
therapies have vanquished
a primary tumor.

One target of therapy is
the genes that, when al-
tered, lift off the brakes or
step on the gas of cell
growth. For example, when
a gene called ras is mutat-
ed, it goes into overdrive,
causing the creation of ex-
cessive levels of a protein
that promotes cell division.
But the protein can work
onlyifit’sanchored inside a
cell membrane. Using the
first of a new class of drugs,
scientists have successfully
broken that bond in mice
with ras mutations. Such a
drug could prove useful in
colon and bladder cancers.

If unregulated cell
growth can’t be nipped in
the bud, perhaps angiogen-
esis can be blocked. Nine
“angiogenesis inhibitors”
are now being tested on pa-
tients, says angiogenesis
pioneer Judah Folkman of
Children’s ‘Hospital in Boston. In the
Joumal of the National Cancer Institute

last April, Folkman and his research-

team reported that a protein compound
called interleukin-12 stopped the growth
of tumor blood vessels. Interleukins be-
long to a group of substances, normally
produced in tiny quantities by cells, that
had been thought to shrink tumors only
by arousing the immune system. Patients
would have to take angiogenesis inhibi-
tors for years, if not indefinitely, but most
of the drugs seem to be well tolerated.
If tumor blood vessels continue to
grow, another trecatment approach
would single them out for destruction.
Researchers in several labs are looking
for amolecule present only on the cells of
proliferating tumor blood vessels, not

normal vessels, which rarcly grow. An
antibody against thc molecule could be
chemically attached to a poison, forming
a type of treatment called an immuno-
conjugate. The idea is to target the poi-
son so it only attacks tumor blood vessels.

THE ROLE OF FAMILY

With an increasing number of the
“hows” of tumor development answered,
researchers are struggling with the
“whys.” Nearly all tumors are thought to
arise from the interplay between inherit-

ed genetic alterations and the environ-
ment—that is, anything that can mutate
genes, from radiation to awerhan’s-estro-
gen. “Cancer is virtually 100 percent a
genetic disease, but it’s not 100 percent a
hereditary disease,” says Collins.
Between 20 and 30 “cancer suscepti-
bility” genes have been identified, and
most greatly raise the risk of getting the
disease. One in 300 Americans carrics an
altered form of one of a family of gencs
called HNPCC, which hikes the chance
of developing colon cancer at some time
in their lives to 75 percent. In familics
with a strong history of breast and ovari-
an cancers, women who inherit a flawed
BRCA-1 gene have up to an 85 percent
risk of developing breast tumors and up
to a 50 percent risk of developing ovari-

MICHAEL A, SCHWARZ FOR USNEWR
I = -

an tumors sometime in their lives.

Scicntists suspect many as-yet uniden-
tified genes have a more modest impact
on specific cancers. For instance, Col-
fins’s tcam is studying families with an
abundance of prostate cancer. The work
is tricky. Prostate tumors are so common

that it is difficult to be sure whether a -

large number of cases is a biological heir-
loom or. simply a terrible coincidence.
Within a decade, predicts Collins, test-
ing for altered genes that increase the
risk of specific, common tumors will be-

JOHN BROWNLEE, 39,
HODGKIN'S SURVIVOR

STRETCHING LIFE
I n June 1983, a lump In
this engineer's neck led
to a diagnosls that he had
this lymph cancer. A combi-
nation of chemotherapy
drugs called MOPP put him
In remisslon for nearly a
year. Eight months of an
experimental mix of four
drugs followed, but his sec-
ond remission lasted only
six months. Brownlee's
last option, Intensive che-
motherapy and radiation
followed by a bone marrow
transplant, cured him. It
has been 10 years since he
received his brother's mar-
row at the Fred Hutchinson
Cancer Research Center in
Seattle. Today, he lives in
Tucker, Ga.

come routine. That raises concerns about
whether those who fest positive for a

-flawed gene will get adequate counseling

and whether they might be subject to
workplace and insurance discrimination.
But the benefits for some cancers are
obvious. For example, those who inherit-
ed a gence that raises their chance of de-
veloping colon cancer could begin having
regular colonoscopies at an early age.
If there was a simple test today for
BRCA-1 alterations, though, doctors
would have little advice for carriers.
“This is some of the most exciting basic
rescarch that’s being done, but it’s also
some of the most frustrating when it
comes to public policy,” says Devra Lee
Davis, an cpidemiologist at the World
Resources Institute in Washington,
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D.C.,once a policy adviser in the Depart-
ment of Health and Human Services.

NEW PREVENTION STRATEGIES

If you can’t pick your parents, there are
steps you can take to reduce your inherit-
ed cancer risk. As evidence, scientists
point to dramatically lower cancer death
rates in other countries. If America had
the same breast cancer death rate as Ja-
pan, for example, 11,000 American wom-
en would have died of the disease last

year instead of 46,000. Are the Japanesc .
hiding some wondrous cancer cure? Are
they made of tougher stock? Of course |
“not. Z:randdaughgters of women who
move from Japan to the United States
have breast cancer death rates right in
line with those of other Americans.
Pinpointing exact causes is a big chal-
lenge. But the sharp differences among
nations may stem partly from lifestyle,
particularly diet, which might be linked
to a third of ali U.S. cancer cases. Asians
typically consume more soy products and
less fat than Americans, a diet research-
ers think reduces breast cancer risk. A
major federal trial is studying the role of
a low-fat diet in reducing breast cancer.
risk for middle-aged and older women.

nine major trials of possible preventive
measures. One nutritional intervention
for lung cancer, tested in thrce other
trials, didn’t meet expectations. Re-
searchers from onc of the studics an-
nounced last month that smokers who
took beta carotene and vitamin A supple-
ments had higher rates of lung cancer,
not lower. A second trial found no bene-
fit or increased risk from bcta carotene.
Researchers in the third, which hadn’t
announced any results yet, told partici-
pants to stop taking beta carotene sup-
plements. The nutrient looked promising

because smokers and others who cat lots
of fruits and vegetables, which arc loaded
|_with it, tend 0 have less cancer. Perhaps
other substances in produce with a lot of
beta carotene are protecting consumers.
The more controversial NCI preven-
tion studies involve giving potent drugs
to healthy people. In one, women arc
taking tamoxifen, known to prevent
breast cancer relapses, in hopes of reduc-
ing their risk of developing the discase in
the first place. But tamoxifen appcars to
raise uterine cancer risk slightly. In the
other study, men are taking finasteride,
used to treat benign enlarged prostatcs,
to see if it can prevent prostatc cancer.
Such prevention trials would provide
answers more quickly and cheaply if sci-

The NCI is conducting or sponsoring

entists didn’t have to wait until pcople

developed cancer to assess a particular
mcasurc. The NCI and the National In-
stitute for Environmental Health Sci-
cnces, an arm of the National Institutes
of Health, arc involved in dozens of stud-
ics looking for guideposts along the road
of tumor devclopment. An analogy in
hcart diseasc would be cholesterol and
blood pressure levels —two easily meas-
urable and treatable warning signs.
While some intestinal polyps and ab-
normal cell growths in the brcast, pros-
tate and cervix “are clearly on the path-

way” to cancer, most such markers

JtM L O SCALZ0 - USNEWR

DAYLE LEMKE, 33,
TESTICULAR CANCER
SURVIVOR

A LONG SIEGE

y the time he was di-

agnosed In Septem-
ber 1987, cancer had
spread to his lungs and llv-
er. “An X-ray looked like
somebody had thrown a
handful of change in my
lungs,” he recalls. After
his testicle was removed,
Lemke remalned In the
Unlversity of Texas M. D.
Anderson Cancer Center In
Houston for nine months of
aggressive chemotherapy.
It took several yoars to re-
cover from the treatment.
Last summer, he returned
to fuli-time work on a cot-
ton-and-corn farm in Vie-
torla, Texas,

haven’t yet been confirmed in clinical
trials, says Peter Greenwald, director of

the Division of-CancerPrevontion—and— -

Control at the NCI. And none of them
are as casy to detect as high cholesterol
or hypertension. To assess breast cells,
for example, scientists have to remove
tissue with a fine needle or aspirate flu-
id from the nipple. Eventually, though,
says Greenwald, “we think that what
are now fancy, sophisticated tests in
laboratories will be kits in doctors’ of-
fices. When we find individuals at risk,
the aim will be to bring down that risk.”

The reality is that people often won't
do what’s good for them. Scicntists have
documented conclusively that nicotine
is addictive and that smoking causes
about 30 percent of U.S. cancer deaths,
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but millions still smoke. “We have not
learned how to prevent most lung can-
cers and all the other tobacco-related
cancers, because we don’t know how to
give help to all the people who want to
quit smoking and can’t,” laments John
Bailar III, chairman of health studies at
the University of Chicago, who has long
criticized the NCI for not investing
more in prevention research.

HOW SYNTHETIC CHEMICALS FIT IN
The compounds in cigarette smoke
aren’t the only ones connected to in-

creased cancer risk. Arsenic and asbestos
are among others associated with lung
cancer. Benzene, present in lead-frce
gasoline, has been linked with leukemia.
And exposure to chemicals that mimic
the effects of estrogen, such as some pes-
ticides, has come under scrutiny as a po-
tential risk factor for breast cancer.
Increasingly, research has pointed to a
woman’s lifetime exposure to estrogen as
a factor in whether she’ll develop breast
cancer. Breast cancer diagnoses may be
increasing because women are postpon-
ing or deciding against having children,
lengthening their exposure to the hor-
mone. But Devra Lec Davis and others
suspect pesticides are at least partly to
blame. Experiments have shown that

- large amounts of some compounds that

mimic estrogen can causc breast tumors
in animals. “The evidence is not hard and
fast; it’s suggestive,” says Ken Olden, di-
rector of the environmental health insti-
tute. “It does make some sense.”
Decades could pass between exposurc
to a cancer-triggering compound and the
diagnosis of a malignancy. On-the-job
contact with possible carcinogens is easi-
er to measure than is exposure outside
the workplace. That’s why much of what
has been learned about cancer-causing
chemicals comes from certain occupa-
tions with strikingly high cancer rates.

Shipbuilders in Norfolk, Va., helped tip
scientists off to' the connecuon bctwccn

- asbestos-and-lung-cancer. “—

Researchers now are turning to com-
munities known to have come in contact
with exceedingly high levels of possible
carcinogens. This spring, NCI scientists
will begin studying women in tiny Triana,
Ala,, site of a factory that madc the pesti-
cide DDT and related compounds from
the mid-1940s to the early 1970s. In the
late 1970s, fat samples taken from resi-
dents had some of the highest levels ever
recorded of DDE, produced when DDT
is broken down in the body. NCI re-
searcherswant to see whether breast can-
cer patients have higher levels of DDE
than women who don’t have the discase.

Before the study even begins, NCI re-

CHRIS USHER FOR USNEWR

searchers know that many Triana resi-
dents run a higher-than-average risk of
dying from a variety of cancers because
they are poor. Poor Americans lack ac-
cess to screening tests that would catch
cancers carly and to treatments once di--
agnosed. If every American had such
access, the overall five-year survival rate
would jump from around 50 percent to
75 percent, argues Harold Freeman, a
cancer surgeon at Harlem Hospital
Center in New York and head of the
President’s Cancer Panel.

Cervical cancer is a good example.

LITA BRANCO, 18,
CHILDHOOD LEUKEMIA
SURVIVOR

FREE OF DOCTORS

N o way Is she going to
pursue a health care
career. Marine blology
maybe, but no more doc-
tors or hospltals. She had
her fill after she was diag-
nosed with acute lympho-
cytic leukethla at age 3.
Neartly four years of chemo
left her cancer free. She
stops back at Johns Hop-
kins Hospital in Baltimore
to see her doctor, Cindy
Schwartz, who directs a
program to monitor and
treat long-term complica-
tions from theraples for
childhood cancers —the
one downside to improved
cure rates.

Since the Pap test’s introduction in the
1950s, it has dramatically cut deaths by

—caiching cervicat-tancer in its earliest—

stage. Still, nearly 5,000 American
women will die of cervical cancer this
yecar, mainly because they did not get
rcgular Pap tests or could not get treat-
ed for lack of insurance, says Freeman.
“It’s a misconception to say that re-
scarch cures cancer,” he says. “You've
got to curc cancer in the neighbor-
hoods of America where people arc liv-
ing and dying.” ]

BY RITA RUBIN

A listing of the best U.S. hospitals for cancer
treatment and lists for each state and 10
melropolilan areas are avatlable on the Internet
on U.S. News Online at http://www.usnews.com.

ULS.NEWS & WORLD REPORT, FEBRUARY 5, 1996

61

N



