
development of desensitization. The time course of
acquired sensitization and desensitization also differed
between the human and the rabbit, with the rabbit
requiring a shorter time to develop desensitization (14
weeks) than the human (21 weeks). This could represent
a true difference. It could also have occurred because the
human had less frequent mosquito bites than the rabbit
and received a relatively low dose of mosquito salivary
antigen (100 bites every 2 weeks in a 70 kg human vs 140
bites every week in a 2 kg rabbit).

We demonstrate prospectively for the first time that
regular, continuous, high-dose, natural allergen expo-
sure eventually leads to desensitization (defined as com-
plete loss of delayed and immediate responsiveness) and
that both IgE and IgG are involved in the sensitization
process. This model offers an excellent opportunity for
further in-depth study of immediate and delayed hyper-
sensitivity responses in humans. The immunologic mech-
anisms involved may be different in humans than in
animals (at least in rabbits) in which IgG acts as a
blocking antibody.

We thank Dr. Reinhart Brust and Mr. Ben Yang Ding for
their contributions to this work.
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Successful desensitization of a fixed drug

eruption caused by allopurinol

Ana Umpiérrez, MD, Javier Cuesta-Herranz, MD, PhD, Manuel De Las Heras, MD,

Magdalena Lluch-Bernal, MD, Elena Figueredo, MD, and Joaquı́n Sastre, MD, PhD

Madrid, Spain

Allopurinol (4-hydroxypyrazolol [3,4-d] pyramidine)
is the drug most commonly prescribed for the treatment
of hyperuricemia. This drug is generally well tolerated,
although 3% to 10% of patients treated develop adverse
reactions. This incidence may increase to 20% if allo-
purinol is administered together with ampicillin1 or to a
patient with renal insufficiency.

We report a case of successful desensitization to
allopurinol in a patient who had had a fixed drug
eruption on several previous occasions when allopurinol
had been administered for treatment of hyperuricemia.

The patient is a 51-year-old man with a history of
hyperuricemia and gouty arthritis. In August 1996, he
was referred to us from the rheumatology service of our
hospital with a history of having blister lesions on the
glans penis and labial mucosa 2 hours after taking one

100 mg tablet of allopurinol. The lesion cleared up 2 to
3 days after medication was stopped. This patient had
previously been treated for hyperuricemia with allopuri-
nol for several years with no adverse reaction. After the
first such adverse reaction, and on at least five occasions
thereafter, allopurinol was readministered, and a lesion
with similar characteristics once again occurred in the
same site.

Several previous analyses indicated high levels of uric
acid in the patient’s blood and above all in his urine,
confirming gout with hyperexcretion of uric acid (the last
analysis showed serum urate levels of 10.7 mg/dl with a
24-hour excretion of 1056 mg). In this type of gout,
allopurinol is absolutely indicated.

Colchicine, hydric overdose, and a low purine diet did
not control hyperuricemia.

Because of the several fixed drug eruptions caused by
allopurinol and the lack of therapeutic alternatives, we
decided to carry out a desensitization protocol. The
patient gave written informed consent before our study.

Allopurinol was reintroduced according to the modi-
fied Meyrier regimen2: 50 mg of allopurinol powder was
dissolved in 500 ml of distilled water with 14% sodium
bicarbonate. The patient began receiving allopurinol at a
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very low dose of 10 mg, increasing to 300 mg/day over a
period of 16 consecutive days. During the first 7 days, he
received three daily doses at half hour intervals. The
dosage schedule is shown in Table I.

The patient had no recurrence of his fixed drug
eruption either during or after the allopurinol desensi-
tization schedule; he was not receiving prednisone dur-
ing this treatment. The patient’s current allopurinol
daily regimen is 300 mg/day, which was the maintenance
dose for treating his hyperuricemia without recurrence
of an adverse reaction.

Three patients with fixed drug eruption to allopurinol
have been successfully desensitized and described in the
literature.3-5 The last of these three patients was receiv-
ing low-dose prednisone during his desensitization; how-
ever, prednisone was subsequently discontinued without
lesion recurrence. Accordingly, we would suggest that
desensitization should be more widely used for nonse-
vere gout cases when allopurinol cutaneous hypersensi-
tivity rules out the use of this drug.

The immunologic studies reported indicate that the
immune system plays a major role in the pathogenesis of
fixed drug eruption. In spite of studies suggesting immu-
nologic mechanisms, the pathogenesis of fixed drug
eruption remains unknown, and there is a lack of
knowledge concerning the pathophysiologic changes
produced during desensitization.

In conclusion, we report a case of successful desensi-
tization to allopurinol with no premedication following a
modified dose regimen in a patient who had had a fixed
drug eruption caused by allopurinol on several occa-
sions. Allopurinol is the first-choice drug for the main-
tenance of gout patients. In many of these patients with

hyperuricemia, allopurinol is the only possible therapy,
and desensitization must be attempted.
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Esophageal retention of loratadine plus

pseudoephedrine extended-release tablets

(Claritin-D 24 Hour)

James H. Ransom, MD Topeka, Kansas

The following case report details an adverse event
accompanying the ingestion of loratadine and pseudo-
ephedrine USP extended-release tablets (Claritin-D 24-
Hour tablets).

CASE REPORT

A 56-year-old atopic white female with a 30-year history
of asthma and rhinitis consulted her allergist on May 16,
1997 with complaints of severe nasal stuffiness for 2 two
weeks. Previous skin prick tests had identified multiple
pollen sensitivities. Past courses of immunotherapy on two
occasions had resulted in marked improvement of all symp-
toms, but she discontinued this therapy in 1994. It was noted
that her symptoms correlated closely with local seasonal
peaks of hickory, walnut, and mulberry pollen, all of which
had caused strong skin prick test responses. She had been
maintained on therapy with inhaled beclomethasone and
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TABLE I. Desensitization Schedule

Day Solution Dose Day Solution Dose Day Dose

1 0.1 ml 5 10 mg 4 1 ml 5 100 mg 8 50 mg
0.2 ml 5 20 mg 2 ml 5 200 mg 9 75 mg
0.3 ml 5 30 mg 4 ml 5 400 mg 10 100 mg

5 6 ml 5 600 mg
8 ml 5 800 mg

2 0.4 ml 5 40 mg 10 ml 5 1 mg 11 125 mg
0.5 ml 5 50 mg 12 150 mg
0.6 ml 5 60 mg 6 20 ml 5 2 mg 13 175 mg

40 ml 5 4 mg
80 ml 5 8 mg

3 0.7 ml 5 70 mg 7 160 ml 5 16 mg 14 200 mg
0.8 ml 5 80 mg 250 ml 5 25 mg 15 250 mg
0.9 ml 5 90 mg 350 ml 5 35 mg 16 300 mg
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