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CASE REPORT

Celiac Disease and Chronic Urticaria Resolution:
A Case Report
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Idiopathic chronic urticaria (ICU) is a chronic, relapsing
cutaneous disease of uncertain origin characterized by re-
curring attacks of hives, sometimes associated with an-
gioedema without evidence of a causal agent. Celiac dis-
ease is a disorder due to individual intolerance to gliadin
and related proteins. The classical clinical pattern of celiac
disease includes symptoms of malabsorption such as di-
arrhea, bloating, abdominal pain, and anemia. Moreover,
it is associated with several immunological diseases (au-
toimmune thyroiditis, type 1 diabetes mellitus). We re-
port a case of ICU remission during a long-term gluten-
free diet which relapsed after discontinuation of dietetic
therapy.

CASE REPORT

A 28-year-old female patient came to our attention at the
Day Hospital of Internal Medicine and Gastroenterology of the
Catholic University of Rome for the occurrence of abdominal
pain and diarrhea associated with urticaria. She had a history of
idiopathic chronic urticaria (ICU) and a diagnosis of celiac dis-
ease when she was 19 years old. In fact, 9 years previously she
had made a gastroenterologic visit for chronic anemia, severe
bloating, and recurrent urticaria. Since she was 5 years old she
had experienced frequent relapses of urticaria (3 relapses/years)
with pruritic generalized hives (red, circular, or confluent weals)
treated with corticosteroids and H1-receptor antagonists. The
diagnosis of ICU made based on clinical and laboratory para-
meters. The patient was negative on skin prick tests to the most
common food (cereals, fish, shrimp, nuts, milk, eggs, tomatoes,
apples, soybeans) and inhalant (bacteriofagoides, graminaceae,
parietaria, trees, molds, pollens, animal epithelium, yeasts) al-
lergens. Total IgG, IgA, and IgE were normal. Blood exams re-
vealed a microcytic anemia with iron deficiency (Hb, 9.9 g/dL;
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MCV, 74; iron, 7 µg/dL; ferritin, 3.6 pg/mL). Platelet and white
cell counts, erythrocyte sedimentation rate, C-reactive protein,
transaminase, creatinine, glycemia, free T3, free T4, thyroid-
stimulating hormone, and complement (C3 and C4) were within
the normal range. Fecal tests for ova and parasites and for hemoc-
cult blood were negative. IgG and IgA antiendomysium anti-
bodies and antigliadin antibodies were positive. The patient un-
derwent an upper digestive endoscopy with duodenal biopsies.
Histology showed severe villous atrophy, plasma cell infiltrate,
and crypt hyperplasia. Diagnosis of celiac disease was made and
a gluten-free diet was prescribed. In the next 3 months she expe-
rienced only a mild attack of urticaria resolved with H1-blockers
(loratidine). Then the symptoms of ICU completely disappeared
for 9 years.

This patient came to our attention when a reactive depres-
sion induced her to discontinue the gluten-free diet for about
3 months. We collected blood and plasma samples from the
patient and strongly suggested that she resume the gluten-free
diet. Therapy with anti-H1-receptor antagonists and cortico-
steroids was prescribed, with resolution of cutaneous symptoms.
Antiendomysium antibody and recombinant human antitrans-
glutaminase were positive. Antibodies against thyroglobulin and
microsomal antigens were negative.

The patient was revaluated 3 months after the gluten free-diet
was resumed and every 3 months for 1 year. Urticaria symptoms
and gastrointestinal symptoms completely disappeared through-
out the follow-up period.

DISCUSSION

ICU is a frequent cutaneous disease of uncertain ori-
gin. The pathogenesis of ICU was once considered to be
related to an idiosyncratic or allergic reaction to drugs,
food, or other environmental antigens, but these theo-
ries were never supported by evidence-based medicine
(1). More recently the infectious hypothesis was pro-
posed. Although several studies confirm the association
between ICU and chronic infections (in particular, gas-
tric H. pylori infection), larger randomized and placebo-
controlled trials should be performed to test this supposi-
tion seriously (2–4). The autoimmune hypothesis remains
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the more likely one at present. In fact, ICU has been
associated with autoimmune disorders (in particular, au-
toimmune thyroiditis) (5). Moreover, at least 40–50% of
ICU is related to autoantibodies against the α subunit of
the high-affinity IgE receptor Fc epsilon R1 or, less com-
monly, against the α subunit of IgE (6). These antibodies
are able to induce the release of histamine by mast cells
and the consequent formation of anaphylatoxin. However,
a causal mechanism remains unknown in about 50% of
ICU.

Celiac disease is a genetic disorder caused by gluten
intolerance. Symptoms of celiac disease can range from
the classic features, such as diarrhea, weight loss, and
malnutrition, to latent symptoms, such as isolated nutri-
ent deficiencies. It has been associated with extraintesti-
nal symptoms and several autoimmune disorders (autoim-
mune thyroiditis, type 1 diabetes mellitus, alopecia) (7).
An association with chronic urticaria was described in pre-
viously published case reports (8–12). The prevalence of
celiac disease in chronic urticaria is unknown at present.
Moreover, it has never been investigated in the two sub-
groups of ICU (with and without α-subunit IgE or IgE
receptor autoantibodies).

It has been suggested that an increased permeability
of intestinal mucosa may facilitate the absorption of anti-
gens, which may in turn induce an acute attack of ICU
by the formation of circulating immunocomplexes. This
hypothesis was not supported by a case of ICU in a young
celiac patient that did not improve on a gluten-free diet
although complete restoration of the small bowel mucosa
occurred (9,12).

The spontaneous rechallenge to gliadin peptides in our
patient clearly demonstrates that, at least in this case, ad-
herence to the gluten-free diet was a determinant for the

ICU remission. Mechanisms behind this association are
not yet clarified. Autoimmunity evoked by gliadin or by
other unknown antigens may be the link between ICU and
celiac disease.
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