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A Burst of Research Activity
Follows BRCA1 Finding

The unexpected finding last October
that 1% of the Ashkenazi Jewish com-
munity has a specific alteration in the
BRCA1 gene seems to have created
more questions than answers. Does it
mean that Jewish women have an in-
creased risk of breast cancer? Is every-
one with this mutation at risk for
cancer? Researchers across the country
are going back to the clinics to collect
more data.

One of the largest studies is just be-
ginning at the National Institutes of
Health. Investigators are asking 3,000
to 5,000 Jewish men and women from
metropolitan Washington, D.C., to do-
nate a sample of blood collected from a
finger-prick and to fill out a brief fam-
ily medical history of cancer.

The DNA in the blood will be
tested for a specific BRCA1 altera-
tion, known as 185delAG. Although

the October
finding
showed that
1% of the
study partici-
pants have
this particu-
lar mutation,
it is not
known if the
mutation ac-
tually in-
creases the

chanceofgetting cancer — breast,
ovarian, prostate, and colon cancer
are possibilities. By comparing the
test results with the medical histories,
researchers can evaluate the cancer
risk, and confirm the \% frequency.
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"This study will provide important
information that up to now has not been
known," said Richard D. KJausner,
M.D., director of the National Cancer
Institute. "We need to know whether a
person who has an alteration in this
gene has an increased risk of cancer,
and if so, which kinds of cancer are
more common."

The NTH study is unusual in that vol-
unteers from the general population will
be tested for an alteration in a cancer-
predisposing gene. Until now, studies
of these gene alterations have involved
families with a high incidence of can-
cer. From these families, it is known
that alterations in BRCA1 account for
about half of inherited breast cancer,
over three quarters of inherited
breast/ovarian cancer, and perhaps
some portion of inherited prostate and
colon cancers.

Unique Mutations

The 185delAG is one of over 100 al-
terations in the BRCA1 gene observed
in these high-risk families. In general,
each mutation is unique to a particular
family. However, a surprising observa-
tion made last year was that a large per-
centage of unrelated high-risk families
with the 185delAG alteration were
Ashkenazi Jewish. (Ashkenazi Jews
have roots in Eastern Europe and com-
prise 90% of the estimated 6 million
Jews in the United States.)

It was this observation, plus the fact
that testing for one particular mutation
is technically easy, that led Jeff Struew-
ing, M.D., of NCI's Genetic Epidemiol-
ogy Branch, and Lawrence C. Brody,

Ph.D., of NTH's National Center for Hu-
man Genome Research, to test 858
stored DNA samples from Ashkenazi
families, previously screened for Tay-
Sachs and cystic fibrosis, for the
185delAG alteration. Although the can-
cer history of these families is not
known, they are from the general popu-
lation.

The unexpected high frequency of
the alteration, 1%, was reported in the
October issue of Nature Genetics, and
prompted KJau.sner to announce the

NCI study in
the genera]
Ashkenazi
population.
The 1% fre-
quency is
higher than
many genetic
diseases for
which routine
screening is
conducted,
and is about

eight times higher than the estimated
frequency for the general U.S. popula-
tion.

Struewing and Brody, both of whom
are principal investigators for the large
NIH study, expect to collect blood sam-
ples and histories by the summer, and
to complete the analysis of the results
by the fall of 1996. The blood samples
will remain anonymous, and study par-
ticipants will not receive individual re-
sults.

While the NTH is recruiting from the
general Jewish community, most of the
other investigators are limiting their re-
search to Jewish women with personal
or family histories of breast and ovarian
cancer. Mary-Claire King, M.D., at the
University of Washington in Seattle,
and Joan Marks, M.D., at Sarah Law-
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