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Idiopathic Chronic Urticaria and Celiac Disease
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Idiopathic chronic urticaria (ICU) is a chronic relapsing cutaneous disease. Some case reports or
studies on small series of celiac disease (CD) patients have suggested a possible association between
CD and ICU. The aim of this study was to assess the prevalence of CD in a population of adults ICU
patients with respect to healthy controls. We consecutively enrolled 80 patients affected by ICU and
264 blood donors as the control population without a history of ICU. Serum anti-transglutaminase
IgG and anti-endomysium IgA antibodies were evaluated in all subjects. In the case of positivity
to serology, diagnosis was confirmed by duodenal biopsy. One of 80 (1.25%) ICU patients were
positive to both anti-transglutaminase and anti-endomysium antibodies. Duodenal biopsy showed
partial villous atrophy. One control of 264 (0.38%) had CD. No statistical difference was found in
the prevalence of CD between the two groups. ICU patients do not seem to bear a greater risk for

CD compared to the general population.
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autoimmune diseases.

Idiopathic chronic urticaria (ICU) is a cutaneous dis-
ease of uncertain origin, characterized by recurring at-
tacks of hives, sometimes associated with angioedema,
persistent or recurring over 6 weeks and without the ev-
idence of a causal agent (1, 2). Several theories have
been proposed to explain the pathogenesis of ICU. The
autoimmune hypothesis remains the most plausible at
present (1, 2).

Celiac disease (CD) is a chronic inflammatory in-
testinal disease resulting from an inappropriate T cell-
mediated immune response against ingested gluten in
genetically predisposed individuals (3). The clinical spec-
trum of CD is extremely variable, ranging from the clas-
sic malabsorption syndrome to the silent forms (3). The
availability of highly accurate serological markers (anti-
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transglutaminase and anti-endomysium antibodies) have
strongly increased the detection rate of CD in the last years
(4). CD has been associated with several extraintestinal
conditions, the most common being autoimmune disor-
ders, including type 1 diabetes mellitus and autoimmune
thyroiditis (5).

Some case reports and one study (6—11) on a small
series of pediatric CD patients (12) suggested a possible
association between CD and ICU. It has been suggested
that autoimmunity evoked by gliadin or by other unknown
antigens may be the linkage between ICU and CD (11, 12).

The aim of the present study was to assess the preva-
lence of CD in a population of adult patients affected by
ICU and in healthy controls.

METHODS

Participants. Eighty patients affected by ICU were consecu-
tively enrolled at the allergy outpatient service of our university
hospital. Two-hundred sixty-four blood donors without a his-
tory of ICU were included in the study as the control population.
Informed consent was obtained from each participant.
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Eligibility Criteria. Consecutive patients presenting to the
allergy outpatient service were considered elegible for enroll-
ment if they had a history of chronic urticaria for at least the
previous 6 weeks and no evidence of conditons known to be
associated with chronic urticaria.

Secondary forms of chronic urticaria were excluded by the
following.

1. Negativity to prick, patch, and RAST tests for the most
common dietary (cereals, fish, shrimps, nuts, milk, eggs,
tomatoes, apple, soybean) and enviromental allergens
(bacteriofagoides, graminaceae, parietaria, trees, molds,
pollens and animal epithelium, yeasts), drugs, solvents,
and dyes

2. Normal total IgE, IgG, and IgA

3. Normal white blood cell count, blood chemistry, urinaly-
sis, and serum complement levels (Csand Cy)

4. Fecal tests for yeasts, ova, and parasitic diseases.

Serology Measurements and CD Diagnosis. Concentra-
tions of serum anti-transglutaminase (anti-tTG) IgG and anti-
endomysium (EmA) IgA antibodies were assessed in all sub-
jects. Anti-tTG antibodies were assessed by enzyme-linked
immunosorbent assay (Eurospital, Trieste, Italy); titers above
7 arbitrary units/ml were considered positive, as suggested by
the producer. EmA antibodies were detected by indirect im-
munofluorescence on sections of monkey esophagus (Eurospital,
Trieste); positive staining of the endomysium around the smooth
muscle fibers was judged as positive. In cases which proved to
be positive to one or both serological tests, diagnosis was con-
firmed by means of histology on biopsy samples taken in the
distal duodenum during an upper gastrointestinal endoscopy.
The difference in the proportion of antibody-positive subjects
between groups was assessed by Fischer’s exact test.

RESULTS

Table 1 lists the demographic and serological characte-
ristics of the study subjects. One of the 80 (1.25%) pa-
tients with ICU was positive to both anti-tTG and EmA.
Histology confirmed the diagnosis of CD, showing subto-
tal villous atrophy. Another patient showed anti-tTG IgG
inthe borderline range (between 5 and 7 arbitrary units/ml)
but negative EmA; however, duodenal histology excluded
current CD in this patient. Among the blood donor group,
1 subject of 264 (0.38%) was found to be affected by
CD. The prevalence of CD was not statistically different
between patients and controls. Based on a baseline preva-

TABLE 1. DEMOGRAPHIC AND SEROLOGICAL CHARACTERISTICS OF
THE STUDY SUBJECTS

Idiopathic chronic urticaria Controls

(n=380) (n=264)

Age (mean + SD) 48 + 18 45+ 16
Males 22 72
Anti-tTTG 1 1
EMA-positive 1 1
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lence of CD antibody seropositivity of 1.5% in a European
population (4), we calculated that our sample would give
us the possibility to detect a clinically highly meaningful
6.2 relative risk of being CD-positive among ICU patients
as opposed to controls, with an 80% power and a two-sided
a level of 0.05.

DISCUSSION

The pathogenesis of ICU has been related to idiosyn-
cratic or allergic reactions to drugs, food, or other envi-
ronmental antigens or to some common chronic infections
(e.g., H. pylori) (1, 2). However, evidence-based medicine
does not fully support these theories. The most plausi-
ble pathogenic mechanism for ICU remains autoimmunity
(1, 2). ICU has been associated with autoimmune disor-
ders (in particular, autoimmune thyroiditis) (1); moreover,
35-40% of ICU patients have a circulating IgG antibody
directed against the o subunit of the IgE receptor. An addi-
tional 5-10% have antibodies against the o subunit of IgE.
IgEs are able to activate basophils and mast cells to release
histamine, and complement fixation augments histamine
release by formation of C5a anaphylatoxin (1).

On the other hand, CD is considered an inflammatory
disorder with secondary autoimmune reactions. Autoim-
mune disorders are found 10 times more often in patients
with CD than in the general population (3). In the present
study, we found no association between ICU and celiac
seropositivity. It should be reinforced that our sample size
was powered to show an effect size corresponding to a
relative risk increase for CD of six times, which would
have a certain clinical meaning and would prompt test-
ing for CD in patients with ICU. However, based on these
data one cannot exclude a weaker, though significant, as-
sociation. Some authors have reported cases of patients
affected by ICU in which a diagnosis of CD was made
and a gluten-free diet was associated with the disappear-
ance of the cutaneous disease (7, 9—-11). In a series of
32 children with ICU and without symptoms and signs of
malabsorption syndrome, Meneghetti et al. found that 3
of them were affected by CD (anti-tTG antibody positive),
and ICU manifestations improved after a gluten-free diet
(12). Thus, an autoimmune reaction triggered by gliadin
or by other unknown antigens has been proposed as a link
between ICU and CD (11, 12).

To the best of our knowledge, the present is the only epi-
demiologic study assessing the prevalence of CD in a pop-
ulation of adult ICU patients. It shows that patients with
ICU are as likely as normal controls to be found positive
for CD antibody markers. The prevalence of CD marker
positivity in our control group of blood donors resem-
bles the prevalence in the general population in Europe, in
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whom 1 in 120 to 300 individuals are found to be positive
according to different studies (3-5).

Although a possible pathophysiologic link between the

two diseases remains, ICU patients do not seem to bear a
greater risk for CD compared to the general population.
These preliminary data remain to be confirmed by a larger
epidemiological study, possibly assessing the prevalence
of CD in the subgroups of ICU with and without « subunit
IgE or IgE receptor autoantibodies.

w
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