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Genetics Important in Barrett’s, Esophageal Cancer
B Y  B R U C E  K . D I X O N

Chicago Bureau

C H I C A G O —  Family history plays a larg-
er role in Barrett’s esophagus and associ-
ated cancers than was previously recog-
nized, according to Dr. Amitabh Chak.

“There’s clearly an inheritance pattern
that suggests an autosomal dominant dis-
ease,” said Dr. Chak at the annual mid-
western clinical research meeting.

Efforts to track down a genetic basis for

Barrett’s esophagus (BE) and related ade-
nocarcinomas began with a cross-sec-
tional pilot study by Dr. Chak, a gas-
troenterologist at Case Western Reserve
University, Cleveland, and his colleagues.
The researchers compared 56 patients
with BE or adenocarcinoma of the esoph-
agus or gastroesophageal junction with
106 control patients who had gastroe-
sophageal reflux.

“The striking finding was that the Bar-
rett’s and esophageal cancer cases re-

ported a positive family history for these
diseases significantly more often than did
the reflux controls,” Dr. Chak said at the
meeting of the Central Society for Clini-
cal Research and the Midwestern Section
of the American Federation for Medical
Research. 

“That pilot study led us to formulate the
more focused hypothesis that BE and as-
sociated cancers are complex genetic dis-
eases with a combined underlying genet-
ic and environmental cause, and I think

there’s an inherited susceptibility to de-
velop intestinal metaplasia, but that sus-
ceptibility may be present in only a subset
of these patients who have this disease,”
he said. 

To test their hypothesis, the investiga-
tors went on a “gene hunt,” beginning
with the endoscopic screening of relatives
with BE or esophageal cancer. 

The breakthrough came with the iden-
tification of a large family with 13 affect-
ed members. The findings showed an in-
heritance pattern that suggested an
autosomal dominant disease, Dr. Chak
said. 

With the help of other investigators in
the Familial Barrett’s Esophagus Con-
sortium, the Case Western team began to
accumulate prospective data on the af-
fected families and published its first re-
port on their phenotypes and demo-

graphics in 2004. The researchers found
that endoscopy could identify esophageal
cancer and Barrett’s epithelium in a sub-
stantial proportion of first-degree rela-
tives of affected members of 69 of the
families. In addition, a familial suscepti-
bility to develop Barrett’s epithelium ap-
peared to be present in a subset of patients
who had BE and esophageal cancer (Am.
J. Gastroenterol. 2004;99:2107-14). 

The database, which has now grown to
include 140 families, shows that 7.3% of
413 probands have a confirmed affected
(with BE or esophageal cancer) first-de-
gree or second-degree relative.

“We compared the risk factors for BE
in familial and nonfamilial BE and
esophageal cancer, and the main differ-
ence was that familial patients with can-
cer have a lower body mass index at di-
agnosis and at 1, 5, and 10 years prior to
diagnosis,” he said. 

Familial Barrett’s esophagus probands
with cancer may be less obese and have
shorter durations of obesity than those
with apparently “sporadic” cancer, Dr.
Chak added.

The researchers currently are conduct-
ing linkage analysis to identify putative
susceptibility genes and confirm their hy-
pothesis. 

Meanwhile, Dr. Chak’s recommenda-
tion is that all susceptible patients be
screened endoscopically, which can be
done relatively quickly and without seda-
tion using an ultrathin endoscope.

Screening should include individuals
with reflux who have two or more family
members with Barrett’s esophagus or
esophageal cancer, one of whom is a first-
degree relative (parent, sibling, or child), Dr.
Chak said in an interview. 

An unusual incidence of disease in sec-
ond-degree relatives should also raise sus-
picion, he added. ■

Individuals with
reflux who have
two or more family
members affected,
one a first-degree
relative, should be
screened.

DR. CHAK
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