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Sir,

Acquired cold urticaria (ACU) is a frequent and some-
times harmful variant of physical urticaria, and is indu-
cible through exposure to cold objects (1, 2). The most
common form is idiopathic (primary) ACU with
unknown etiology, but in cases of association with
cryoglobulins, cryofibrinogens or infectious diseases the
entity can occasionally be classified as secondary (1).
Consequently, a careful history-taking and physical
examination are sufficient for making a diagnosis; an
exhaustive search for the cause is generally not recom-
mended (1). However, with this case we present a
pathogenetic concept for a potentially life-threatening
triggering of a pre-existing ACU by drug intake.

CASE REPORT

We report the case of a 43-year-old male Caucasian
patient who complained of localized itching and urticaria
upon exposure to cold air, water and other cold objects
over the course of 10 years. Therapeutic trials had not
been performed because of his mild symptoms, even in
the case of bathing or swimming. In December 1999, he
suffered for the first time from a generalized urticaria
upon cold exposure, and from 1 month later up to the
time of presentation in June 2000 he had repeatedly
noticed a deep and long-lasting skin swelling of the
contact areas. Furthermore, after swimming in a pool
with a water temperature of 24°C he developed a
generalized urticaria, angioedema of the extremities and
chest, dizziness, nausea and dyspnoea. The patient con-
sequently had to be transported to an emergency ward
for therapy, and thereafter was referred to our allergy
unit for further diagnostic measurement.

Exact history-taking revealed an essential hyperten-
sion and reflux esophagitis for 2 years, but family history
was negative for urticaria, especially cold urticaria.
There was no history of recent immunization, stinging
insect allergy, urticaria or angioedema other than with
cold exposure. Medication at the time of presentation
was omeprazol (Losec 20 mg; Astra, Germany), and in
December 1999 the patient was started on a compound
(Acecomb, Zeneca, Germany) of lisinopril (20 mg) and
hydrochlorothiazide (25 mg).

Diagnostic evaluation

The ice-cube and cold-water immersion tests were per-
formed according to the recommendations of the

EAACI (1): a glass tube filled with ice water was fixed
on the volar aspect of the upper left arm and the right
hand was immersed in chilled water (4°C). Both tests
were strongly positive after 1 min, such that the glass
tube had to be removed and the immersion test stopped
(Fig. 1). Additionally, the following diagnostic evalu-
ation was performed: laboratory tests (total and differ-
ental blood cell count, erythrocyte sedimentation rate,
acute phase proteins, enzyme screening, antistreptolysine
titre, screening tests for virus antibodies (Epstein-Barr
virus, measles virus, cytomegalovirus, varicella-zoster
virus, herpes simplex virus and human immunodefici-
ency virus) as well as cryoglobulins and cold agglutinins,
Cl-inhibitor activity, complement 4 and urinalysis),
X-ray examination of the chest and paranasal sinuses
and screening for Helicobacter pylori infection (test for
antibodies, 13C urea breath test) (3). The results of all
these tests were within the normal range, this suggesting
a diagnosis of primary ACU.

Clinical course

In a prophylactic trial, we replaced on the day of
presentation the angiotensin converting enzyme
(ACE) inhibitor therapy with Co-Diovan® (Novartis,
Switzerland) containing angiotensin II type 1 receptor
blocker valsartan (80mg) and hydrochlorothiazide
(12.5mg). An antihistamine regimen was not prescribed.
The patient was then advised to record his state of
health for 6 months. After 4 weeks, 8 weeks, 12 weeks
and 24 weeks, respectively, he reported only mild

Fig. 1. Clinical presentation of the cold provocation test on the upper
left arm in a patient with ACE inhibitor therapy. Massive localized
oedema and marginal erythema appeared 1 min after the beginning of
provocation.
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symptomatology on exposure to cold (swimming); the
ice-cube and cold-water immersion tests were repeated
with incremental exposure times (1 min, 3min, 5min).
Both tests were negative after 1 and 3 min, but resulted
in mild local oedema after an exposure time of 5 min.

DISCUSSION

Cold urticaria, as a frequent variant of physical urticaria,
is a strikingly chronic disease, and the majority of
patients suffer from cold-induced symptoms for years
(4). Generalized weals due to aquatic activities are
commonly seen on these patients, and in a proportion
of more than 40% shock-like reactions will develop (5).
In the latter patients, a cold stimulation time test of less
than 3min indicates the severity of cold urticaria,
as was seen in our patient while he received ACE
inhibitor therapy.

Data from the literature suggest that histamine — in
contrast to other variants of urticaria — may not be the
principal mediator of the vascular response to cold
challenge in ACU. In 1968, DeLaus & Winkelmann (6)
reported that bradykinin was produced as a mainly
inflammatory mediator in the cold-provoked weals of
11 patients with cold urticaria. Later on, participation
of the kallikrein-kinin system in the formation of cold-
induced weals has been suggested by various authors
(7, 8). Because treatment with ACE inhibitors was
recently shown to increase weal and flare reactions to
cutaneous applied bradykinin (9), we decided to change
the antihypertensive therapy in our patient. ACE inhib-
itor therapy has been associated with elevated plasma
kinin levels (10), and we believe this elevation was
responsible for life-threatening attacks in this patient
with long-standing ACU.

The mainstay of ACU therapy is awareness, avoidance
of the inciting stimulus “cold”, and finally it may be
symptomatic by applying antihistamines (1, 6).
However, identifying and avoidance of drugs known to

trigger or potentiate mediator effects are essential in
preventing more severe adverse events in ACU patients.
We therefore recommend avoidance of ACE inhibitor
therapy in patients with cold urticaria — analogous to
avoidance in patients with hereditary angioedema, who
are known to have elevated bradykinin levels (11).
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Sir,

Pyoderma gangrenosum usually occurs in immuno-
competent individuals suffering from ulcerative colitis,
M. Crohn, M. Bechterew or lupus erythematosus.
Pyoderma gangrenosum has also been described
in immunosuppressed patients with haematologic
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malignancies, hypogammaglobulinemia or IgA-defi-
ciency (1, 2). Only a few patients with HIV-associated
pyoderma gangrenosum have been reported to date
(3-5). We here report a HIV-positive patient with
simultaneous exacerbation of pyoderma gangrenosum
and psoriasis.



