New Thinking on Ovarian Cancer’s Source

Jahns Hoplkins researchers are
leading a new Morth American
study of ovarian cancer that
they hope will encourage bet-
ter prevention strategies,

With a five-year, $12 million
grant frarm the Department of
Defense, scientists from Hop-
kins and three other instituticns
have formed a consortium to
idertify potential sites whara
evarian cancer arlginates, They
also hope to confirm a new
theary that most of these can-
cers develop not in the ovary
itself, but in the fallopian tube imme-
diately adjacent to the avary.

Owarian cancer s the maost lethal
cancer of the female reproductive
organs, explaing principal investiga-
tor Robert Kurman, director
of Hopling' Division of Gynecologic
Pathelogy. By the time most waomen
are diagnosed, he says, the disease

has already spread beyond the avary.

“Despite numerous clinical trials
aimed at early detection, the overall

Robert Kurman and his colleagues are trying
to prove that most ovarian cancers begin in
the fallopian tubes.

mortality from this discase has re-
rmained essentially unchanged for de-
cades,” he says. “YWe want ro better
characrerize where ovarian cancers
begin to draw maore insight on how
ta manage the disease.”

For years, women in their early
4os with a family history of cvarian
cancer had been encouraged to have
their ovaries removed to reduce
their risk. Kurman says. Pathologists
who evaluated the ovaries and tubes

that had been prophylacti-
cally removed observed that
many women had no cancers
or precancercus changes in
their ovaries, Rather, they
had small, occult cancers in
cheir fallopian twbes. The
new thinking is that these
srall turners shed malignant
cells chat implant on the
ovaries, he says. True, the
prophylactic removal of the
fallopian tubes and cvaries
in these women at high risk
reduces the risk of develop-
ing ovarian cancer. But studies have
shown that women whose ovaries
are removed prior to menopause
have a higher averall morcalicy and
are at a higher risk for coronary
heart disease compared with women
whao undergo a natural menopause,
presumably because of premature
loss of female sex stercid hormones.
If Kurrnan and colleagues can
prove that most ovarian cancers start
in the fallopian tubes, women at high

risk could have their tubes or the
part of their tubes where the precan-
cerous lesions develop surgically re-
moved. That would reduce their risk
of developing "ovarian” cancer while
presarving their fertility and maintain-
ing their source of disease-preventing
hormeones.

Studies to begin next spring will
focus on high-grade serous carci-
nomia, the subtype accounting for
75 percent of all ovarian cancers
and go percent of all ovarian cancer
deaths. Four projects will character
ize precancercus lesions by clinical,
pathologic and melecular genetic
analyses. A fifth will evaluate whether
these lesions can be maodified by oral
contraceptives or anti-inflammatory
drugs.

“Chvarian cancer is much more
complex than we realized.” Kurman
says. “We believe that shifting from
early detection to prevention of pre-
cursor lesions in the fallopian tube
will significantly reduce the burden of
this disease.” W
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