Role of contact sensitization in chronic urticaria
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We tested the hypothesis that contact allergy plays a role in chronic urticaria, and included the Ttalian series
of patch tests in the diagnostic workup. Of 121 patients with chronic urticaria, 50 (41%) tested positive
to contact allergens. In all patients, avoidance measures led to a complete remission within 1 month.
We suggest that testing for contact sensitization can be helpful in the management of chronic urticaria.

(J Am Acad Dermatol 2007;56:88-90.)

hronic urticaria (CU) is clinically defined as

the presence of wheals daily or almost daily

for at least 6 weeks.! CU severely affects the
quality of life of patients and can cause disability and
distress.” In clinical practice, CU is one of the most
common and challenging problems for general prac-
titioners, dermatologist, and allergists. In fact, it can
be provoked by a wide variety of different causes,
or it may be the clinical presentation of systemic
diseases.>* Thus CU often requires a detailed and
time-consuming diagnostic procedure that includes
screening for allergy, autoimmune diseases, parasit-
osis, malignancies, infections, and metabolic disor-
ders. Finally, in many patients (up to 50% in some
case series) the cause or pathogenic mechanism
cannot be identified and the disease is then termed
“chronic idiopathic urticaria.”

During recent years we have observed in our
clinical practice that a not-negligible number of
patients with CU were positive to patch tests, even
without a clear clinical history or signs of contact
dermatitis. Therefore we tested the hypothesis that
contact sensitization to metals, additives, or related
substances can sustain CU and, in turn, we verified
whether appropriate avoidance exerts a beneficial
effect. To do this, we included patch tests with the
Italian standard series in the routine diagnostic
workup for CU patients. A group of patients with
allergic urticaria served as a control group.
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Outpatients with CU seen at our unit during 2005
underwent a diagnostic procedure that included the
following: clinical history; hemocytometry; erythro-
cyte sedimentation rate; blood chemistry; urinalysis;
skin testing (prick-by-prick when appropriate) for
foods; total IgE level, antibodies for viral hepatitis
and HIV, thyroid hormones and autoantibodies,
antinuclear antibodies; stool for parasites/eggs; breath
test for Helicobacter; Anisakis- and Echinococcus-
specific IgE; autologous serum skin test; and patch
tests.” Further diagnostic tests were also carried out
when appropriate: Clg-inhibitor, complement, urine
culture, thyroid or abdomen ultrasonography, chest
radiography, urine electrophoresis, lymphocyte sub-
populations, specific organ autoantibodies, and ex-
tractable nuclear antigens. Patch tests were carried
out with the Gruppo Italiano Ricerca Dermatiti
Contatto e Ambientali (GIRDCA) series including
39 “type IV” substances, belonging to the 4 main
categories of metals, chemical compounds, cleaning
agents, and cosmetics stabilizers/accelerators. The
tests were performed with commercial diagnostics
(Lofarma, SpA, Milan, Italy) and read at 2and 4 days,6
A group of patients with urticaria due to food
allergy/intolerance or drug reactions served as the
control group.

Globally, 121 patients (28 men; mean age, 35
years; age range, 17-69 years) with CU were studied
and patch tested. Their symptoms lasted between
3 and 24 months (mean, 6 months). All had been
already treated with various antihistamines and sys-
temic steroids, but they always relapsed when treat-
ments were discontinued. Patch tests were negative
in 71 patients. Among them, a disease associated
with CU was identified in 50 patients (Table D). The
appropriate treatment of thyroiditis or infections
or diabetes led to remission in 39 of 50 patients,
whereas the 6 patients referred to hematologists
were lost to follow-up. In 21 subjects CU remained
idiopathic. Patch tests with the GIRDCA series
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Table 1. Diagnostic results
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Diagnosis No. of patients % Total M/F (No.) Details* Patch test result
Helicobacter pylori 14 11.0 3/11 Neg
Bacterial infection 10 8.2 2/8 Urinary tract, 8; chronic Neg
rhinosinusitis, 2
Hashimoto thyroiditis 7 5.8 2/5 Atrophic gastritis in 2 pts Neg
Anisakis infestation 4 34 0/4 Neg
Diabetes mellitus 4 34 1/3 Neg
Immune, metabolic, or 6 5.1 2/6 Multiple myeloma, 2; Neg
malignant disease Waldenstrom macroglob-
ulinemia, 1; common vari-
able immunodeficiency, 1;
hemochromatosis, 2
Autologous serum 5 4.1 1/4 Neg
positivity
Idiopathic disease 21 17.4 10/11 Neg
Patch positive + 3 29 1/2 Urinary infection, 1; Pos
other disease diabetes, 2
Only patch positive 47 39.0 9/38 See Table Il Pos
Total 121 100.0 29/92

*Numbers denote number of patients with diagnosis.

J‘Percentage of patients with negative patch test, 59%; testing positive, 41%.

Table II. Patch test results

No. of patients

Compound testing positive M/F (No.) Details

Metals 20 5/15 13 nickel, 6 cobalt + nickel 1 cobalt

Chemical 16 7/9 6 parabens, 3 colophony, 2 benzocaine, 1 thiuram mix,
1 bisulfites, 1 potassium dichromate

Cleaning agents/cosmetics 9 3/6 6 balsam of Peru, 1 fragrances mix 1 Kathon, 1 thimerosal

Stabilizers/accelerators 5 1/4 3 ethylenediamine 2 mercaptobenzothiazole

proved positive in 50 of 121 patients (41%), as shown
in Table II, although none of the patients had actual
signs of contact dermatitis. Of the 50 patients who
tested positive, none had an urticarial response to
patch tests, but 23 of them experienced an exacer-
bation of their urticaria. All patients with positive
patch tests were prescribed appropriate avoidance
measures for the sensitizing substances. In particular,
patients with nickel sensitivity underwent a nickel-
free diet® for at least 8 weeks and nickel-free kettles
and body products were also recommended. Of the
50 patch-test—positive patients, one had concomi-
tant urinary infection and two had diabetes. These
conditions were treated, before avoidance measures
were prescribed, without benefit. On the contrary, in
all 50 patients, avoidance measures led to remission
between 10 days and 1 month. Patients with nickel
sensitivity were subsequently allowed to ingest low
amounts of nickel-containing foods after 8 weeks of a

totally nickel-free diet, and remission persisted. Five
patients spontaneously ate larger amounts of the
prohibited foods (eg, chocolate); a prompt relapse of
urticaria occurred, which needed further weeks of
elimination diet to be controlled. Eighty-one patients,
matched for age and sex, with a clear diagnosis
of urticaria due to food allergy/intolerance or drug
adverse reaction, served as a control group. In none
of these patients did patch tests prove positive.

The management of CU is a matter of debate
among physicians and several diagnostic flow charts
have been proposed.” In general, patch tests for
contact dermatitis are not recommended as an
essential part of the diagnostic procedure, but our
previous clinical observations suggested that contact
allergy often plays a role in CU. The main finding
of this study was that 41% of patients with CU
had positive patch tests and that avoidance of the
sensitizing substance was effective, as confirmed by
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the remission of symptoms after avoidance. Metals
were the most common sensitizing agents (20/50
patients), with nickel being frequently involved; in
some cases, the intake of large amounts of nickel-
containing food caused a relapse of urticaria. Contact
dermatitis affects about 20% of the general popula-
tion®; however, there has been little data, limited to
nickel, on the relationship between contact allergens

and chronic urticaria®*°

and the underlying mecha-
nisms are unknown. We can hypothesize that small
amounts of the substances (through the skin or the
gut) are absorbed in the bloodstream over the long
term and delivered to antigen-presenting cells in the
skin, which provide the necessary signals for mast
cell activation. Nonetheless, the reasons for a selec-
tive cutaneous localization of the reaction remain
largely unclear. An interesting accessory finding of
this study was that a cause or pathogenesis for CU
could be identified in 79% of patients, thus showing
that idiopathic urticaria occurs less frequently than
commonly believed. In conclusion, we suggest that
patch tests be included among the diagnostic pro-
cedures for CU since they allow effective diagnosis
and treatment of a relevant number of patients.
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CORRECTION

Resnik K. Subcutaneous sarcoidosis histopathologically manifested as fibrosing granulomatous
panniculitis. J] Am Acad Dermatol 2006;55:918-9.

In the letter above, Dr Resnik’s e-mail address was misprinted. The correct e-mail address is kresnik@
ameripath.com. We apologize to the author for the mistake.
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