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Failure to thrive in association with
gastrointestinal (Gl) symptoms is
common in children with active ce-
liac disease (CD). In two studies"?
of patients with Gl symptoms due
to CD, 36% and 55% were below
the third centile for height, and
40% and 60% were below it for
weight. A smail proportion {(~5%)
of CD patients with short stature,
however, have no Gl symptoms.
They are considered to have oc-
cult CD, which is quite important in
the differential diagnosis of short
stature.

Etiology and Pathogenesis

of CD

Wheat gluten, specifically its glia-
din fraction, is toxic to genetically
susceptible individuals. In recent
studies, we demonstrated the
toxic effects of purified gliadin de-
rived from peptides; it was ob-
tained from intestinal mucosa cul-
tures of CD patients ingesting a
normal gluten-containing diet. The
smallest toxic peptide had a mo-
lecular mass of 6,129 daltons and
contained 53 amino acids.
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Common Cause of

Although gliadin-toxic peptides
damage the intestinal mucosa in
genetically susceptible individ-
uals, the exact mechanism is not
completely understood.?® Current
opinion favors the hypothesis that
the harmful effects of gluten are
mediated by immunologic pro-
cesses. Immunologic reactions
appear to play a part in the patho-
genesis of CD, but the distinct
mechanism—Dbe it cellular immu-
nity, humoral immunity, or a com-
bination of the two—remains
elusive.®

Short Stature as the
Presenting Symptom of CD
Several investigators have re-
ported short stature as the only
manifestation in some cases of CD
(Table).”"" In one cohort” of 796
children and adolescents seen for
growth retardation, 14 had CD
(1.8%). Although the children with
CD had no current GI symptoms,
eight had a history of diarrhea dur-
ing infancy. In another study, 34
patients with short stature of unde-
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termined origin, but no Gi symp-
toms, underwent jejunal biopsy for
exclusion of celiac disease.® Eight
patients (24%) had subtotal or se-
vere partial villous atrophy; seven
of these patients showed signifi-
cant increases in height and
weight velocity after switching to a
gluten-free diet.

In a group of 108 children with
short stature of undetermined eti-
ology referred to an endocrine clinic
in Italy, 9 (8%) had CD.° All
patients with CD were diagnosed
by a biopsy of the small intestine,
and the specimen was obtained
viathe oral route. The investigators
found that although no single
screening test or combination of
tests identified all of these pa-
tients, an abnormal xylose test, the
presence of antireticular and/or
antigliadin antibodies, and a his-
tory of diarrhea in the first 2
years of life identified most cases
of CD. In a similar study,' 87
children with short stature (height
> 2 SD below the mean for age
and sex) underwent biopsy of the
small intestine after other causes
of growth retardation had been
ruled out. Although none had GI
symptoms, four (5%) had CD.

Another study, conducted in Is-
rael, described short stature as a
major manifestation of CD in older
children.’ In 11 of 23 (48%) pa-
tients referred to a gastroenter-
ologist after an extensive negative
endocrine evaluation, CD was di-
agnosed by small-bowel biopsy.
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