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Stalking an
insidious klller

Ovarian cancer is rare
and often overlooked.
Scientists hope protein
markers can help them
catch it earlier.

By ANDREAS VON BUBNOFF
Special to The Times

few weeks ago, Lois
Myers, 51, of Morris-

‘town, N.J., got rid of

her wig. She had just

ended a one-year-
long chemotherapy regimen to
treat a recurrence of ovarian
cancer that had spread to other
parts of her body.

In 1998, she’d been diagnosed
with late stage ovarian cancer.
She had her ovaries and uterus
removed, but it was too late. The
cancer had already spread.

The American Cancer Society
estimates that this year about
20,000 women will be diagnosed
with ovarian cancer. Of those,
75% will be diagnosed in an ad-
vanced stage of the disease, says
Dr. David Fishman, director of
the National Ovarian Cancer
Early Detection program at New
York University.

“Most of them will require
horrible operations and chemo-
therapy and won’t be alive five
years later,” Fishman says.

The Kkey, experts say, is to de-
tect the cancer early enough —
before it spreads. But that’s not
easy because ovarian cancer is
rare and often doesn’t show obvi-
ous symptoms. Current ways to
detect it often miss it at its early

stages or wrongly identify cancer
in healthy patients, which leads
to unnecessary surgeries.

-New research is underway to
come up with better tools to de-
tect the cancer early. “We scien-
tists are beating every bush” to
find them, says Emanuel Petri-
coin, codirector of the Center for
Applied Proteomics and Molecu-
lar Medicine at George Mason

. University in Manassas, Va. He

and other researchers are

screening the blood and urine of

patients in the hope they’ll find a
protein, or more than one, that
increases or decreases in quan-
tity when ovarian cancers begin
to grow and which could ulti-
mately be the basis of an accu-
rate early test.

The scientists say they have

leads, but many caution that it

will be years before a test makes
its way to the clinic. For one
thing, ovarian cancer is so rare
that any screen would have to be
extremely accurate to avoid tar-
geting many women who don’t
have it and subjecting them to
invasive and unnecessary follow-
up tests.

Ovarian cancer is an espe-
cially difficult cancer to catch be-
cause symptoms are often so
subtle — things such as bloating
and constipation — that pa-
tients and doctors dismiss them.
(Myers, for example, said she did
have symptoms such as bloating
but just didn’t think much about
them. “I just thought I was under
stress from work or from life,”
she says.)

There is no reliable labora-

‘tory test for early detection

either. “We really have no tools
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LABELED: Dr. Beth Karlan freezes tumor samples, which were
used to find a marker called HE4 that may detect ovarian cancer.

that reproducibly detect early
stage ovarian cancer, no blood
test, no imaging, no nothing,”
Fishman says.

Typically, if doctors suspect a
woman may have ovarian cancer,
they perform a pelvic exam to try
to feel for any irregularity. They
also get an image of the ovaries,
often with ultrasound, and check
the level of a blood marker called
CA 125, a protein that’s often
present at higher levels in pa-
tients with ovarian cancer.

But pelvic exams often don’t
catch ovarian cancer until it is
too late, says Dr. Robert Wen-

ham, a medical oncologist and -
physician scientist at the Moffitt -
Cancer Center in Tampa, Fla. ©

And the CA 125 test only detects

50% to 60% of early cancer cases, *

says Dr. Robert Bast, vice presi-

dent of translational research at

the University of Texas M.D. An~

derson Cancer Center in Hous-"+ ~
ton, who co-discovered the

marker more than 20 years ago.

Another problem with CA 125 *

i

and ultrasound is that they too -

often raise false alarms in heal-
thy women. And once there is'
suspicion, doctors often surgi-
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cally remove part or all of the

ovary, only te discover later that
there was no cancer at all
“Often, you just can’t tell by look-
ing at the ovaries ifthereis a can-
cer, Wenhmsays

Arecent study, part of the Na-
tlonal Cancer Institute’s Pros-
tate, Lufig, Colorectal and Ovar-
ian (PLCO) :Cancer Screening
Trial, which included almost
29,000 women ‘ages 55 to 74,
found that such. false positive
testsle toabout 28 surgeries for
each tmecancer case.

To find a better test, some sci-
entists “are. comparing  blood
from ovanan cancer. patients
and blood from healthy women
to see if a whole bank of different

proteins can together diagnose -

ovarian | cancer .better than a
change in one protein alone. At a
scientifi meeting last month in
Washington, D.C., Anna Lok-

shin, arf assistant, professor of

medicine at the University of
Pittsb , showed that changes
in the blood levels of about two
dozen pi‘otem markers correctly
identified 90% of early cancer
cases, while falsely identifying
only 2% of women who didn’t
have cancer.

Other scientists are trying to
find new markers.

One approach is to use mi-
croarrays, tiny chips-that exam-
ine thousands of genes at a time
to see which ones are active in
cancerous tissues and make pro-
teins that.seep into blood or
urine, says Dr. Beth Karlan, di-
rector of the. Women’s Cancer
Research Institute and the Divi-
sion of Gynecologi¢ Oncology
who studies such markers at Ce-
dars-Sinai Medical Center..

In 1999, Karlan was part of a
team that identified a new
marker ealled HE4. In a prelimi-
nary study with a few dozen pa-
tients, HE4 was shown to detect
as many cancer cases as CA 125
while identifying fewer false posi-
tives. 'Today, Karlan says, “We
have thousands of markers com-
ing into the pipeline.”

Another approach to finding -

markers specific to ovarian can-
cer involves a method called

mass spectrometry, which sepa-
rates the thousands of proteins
found in blood based on their dif-
ferent sizes and charges. Last
year, Petricoin of George Mason
University used the method to
isolate and sequence 700 new
markers specific to ovarian can-
cer. Studies are underway to test
the markers’ accuracy.

Although there are thou-
sands of candidate markers, pre-
liminary studies have so far only
evaluated dozens of women with
and without ovarian cancer in
experiments that test blood or
urine samples. These studies, re-
searchers say, are still too small
to know whether the markers
could be used for large-scale
population screening for early
ovarian cancer.

There are several challenges.

One problem lies with the fact
that ovarian cancer is so rare.
Each year one in 2,500 post-
menopausal women — the group
primarily affected — develops
ovarian cancer. This means that
markers have to be near-perfect.
Even a marker that falsely iden-
tified cancer in just 1% of healthy
women could lead to 25 unneces-
sary surgeries a year for every
real cancer case detected, Petri-
coin says.

What’s more, the markers sci-

entists have detected might be

present in many types of can-
cers, not just ovarian cancer,
making them less specific and
accurate.

And the studies only use
blood from women who had al-
ready been diagnosed with ovar-
ian cancer. It’s not yet clear

whether the methods could de-
tect the cancer earlier than the
current methods.

In one effort to solve these

- problems, Lokshin and other re-

searchers are collaborating to
find an optimal set of markers.
They’ll test them on blood sam-
ples: of ordinary -citizens col-
lected by the National Cancer In-
stitute in its PL.CO trial.

“That trial has been collecting
annual blood samples from al-
most 40,000 women for five years,
before any of them were diag-
nosed with cancer. It will.com-
pare the blood in women who
went on to develop ovarian can-
cer with those who did not. Na-
tional Cancer Institute scientist
Sudhir Srivastava, who directs
the collaboration, says he is opti-
mistic that in five years the effort
will come up with a few effective
biomarkers that can detect this

_ difficult cancer early.

Myers has cofounded a foun-
dation to raise money for ovarian
cancer research: So far, she says,
the foundation has given away
about $700,000.

She is keeping her fingers
crossed that her own cancer
won’t recur any time soon. “I was
in a long remission — for seven
years,” she says. “I hope it will
happen again this time.” '



