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Letters to the Editor

lence of Behçet’s disease in these two
regions of the world may partly explain this
disparity in the response to Behçet’s dis-
ease-specific questions, given that the
exposure to Behçet’s disease patients would
be different. Although we need to keep in
mind that this was a study among a small
number of internal medicine residents, our
results were strongly significant. 
These results remind us that lack of
Behçet’s disease knowledge may contribute
to decreased recognition and thus the
underdiagnosis of Behçet’s disease, result-
ing in the reported low prevalence in the
US. It may also contribute to missing the
disease among individuals from the Middle
East and Far East communities, where the
prevalence of Behçet’s disease would be
expected to be higher, in the US. Only by
improving the education of internists with
respect to Behçet’s disease will the true
prevalence of this condition be realized. 
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Familial Mediterranean fever
and Celiac sprue – Are they
related?

Sirs,
Familial Mediterranean fever (FMF) is a
genetic inflammatory disease, presenting
with recurrent febrile bouts of peritonitis,
arthritis and pleuritis. In most cases, there is
a favorable response to colchicine prophy-
laxis (1). FMF is related to several other in-
flammatory diseases and vasculitides in-
cluding inflammatory bowel disease, poly-
arteritis nodosa, Henoch-Schönlein purpu-
ra, protracted febrile myalgia, and Behcet’s

disease (2). About 20% of colchicine treat-
ed FMF patients display colchicine intoler-
ance, manifested by 1-10 soft or watery
stools/day. This condition is at times unre-
sponsive to dose adjustments in colchicine
and/or anti-diarrhea medications (3). Fail-
ure to respond to colchicine, which is
marked by ≥ 1 febrile attack per month des-
pite a maximal colchicine dosage (≥ 2 mg/
day), occurs in 5-10% of patients. The rea-
sons for colchicine treatment failure are un-
known.
Celiac sprue (CS) is a genetic autoimmune
disorder resulting from sensitivity to gluten.
In some populations its prevalence is esti-
mated to be between 1–1.5% (4). CS shares
some of the clinical features (abdominal
pain, diarrhea, arthralgia, arthritis) of FMF,
and tends to be commonly associated with
other inflammatory and autoimmune disea-
ses (5). Anti-endomysial antibodies (AEA)
of the IgAtype are highly specific and sen-
sitive markers of the disease (6).
We speculated, based on the above analo-
gies, on a possible association between
FMF and CS. This association could ex-
plain the colchicine intolerance of some
FMF patients in whom borderline CS inte-
stinal changes become evident only from
additional noxios stimulus inflicted by col-
chicine. In addition, we believed that clini-
cally silent CS might nevertheless cause
colchicine absorption failure, leading to
colchicine “unresponsiveness”. Finally, we
hypothesized that diarrhea during resolu-
tion of abdominal FMF attacks may also be
partially related to the possible FMF-CS as-
sociation occurring in some patients.
We therefore collected and studied serum
samples for the presence of AEAin the fol-
lowing groups: 20 patients with FMF and
colchicine-related diarrhea; 10 patients un-
responsive to colchicine; and 20 FMF pa-
tients with no history of diarrhea during at-
tacks or resulting from colchicine therapy.
Serum collected from 20 healthy individu-
als and 20 CS patients was used to determi-
ne the normal and pathological levels. All
patients were of Jewish ancestry. AEA was
studied using a kit (ImmuGlo™ Anti-Endo-
mysial Antibody (EMA) Test System,
IMMCO Diagnostic, Inc. Buffalo, NY,
USA) according to the manufacturer’s in-
structions (an indirect immunofluorescence
antibody test for both IgAand IgG).
None of the patients from the different sub-
groups studied had elevated titers of AEA
(< 1/2.5), compared to a mean positive titer
(1/100) in the CS patients. These results do
not support an association between FMF
and CS, and do not support CS as the culprit
of diarrhea in FMF attacks or FMF colchi-
cine intolerance. Furthermore, there was no
indication that CS is the underlying mecha-

nism of FMF colchicine treatment failure.
A larger study is desirable to confirm these
findings.
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