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Successful desensitization for treatment of a
fixed drug eruption to allopurinol

John M. Kelso, MD, and Richard M. Keating, MD San Diego, Calif.

Fixed drug eruption is the term used to describe
a lesion of the skin or mucus membranes that
occurs with administration of a drug, subsides
when the drug is withdrawn, and recurs at the same
location when the drug is reintroduced.! We report
the case of a man who had a fixed drug eruption on
several previous occasions when given allopurinol
for treatment of hyperuricemia. In an attempt to
readminister this drug without recurrence of the
lesion, a desensitization protocol was followed.
This protocol was previously described for a more
generalized rashes caused by allopurinol.?

CASE REPORT

The patient is a 71-year-old man with multiple
medical problems including diabetes, coronary artery
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disease, hypertension, atrial fibrillation, chronic renal
insufficiency, and polyarticular, tophaceous gout. He
had been treated for hyperuricemia for several years
with allopurinol without side effects. About 5 years
ago, the medication had been discontinued briefly.
When it was restarted, a red, raised, weeping lesion
developed on the glans penis. The allopurinol was
discontinued, and the lesion resolved. On at least two
subsequent occasions, most recently about 1 year ago,
the allopurinol had been readministered, and a lesion
of the same description recurred in exactly the same
location within about 2 days. It resolved over several
days after the medication was stopped.

The patient’s gout remained poorly controlled, re-
quiring frequent bursts of prednisone, as well as
long-term prophylaxis with prednisone at a dose of 10
mg/day. Therefore an additional attempt was made to
administer allopurinol according to a desensitization
schedule, with the hope that the drug could be
reintroduced without recurrence of the fixed drug
eruption. '

The patient began receiving allopurinol at a dose of
50 pg/day for 3 days. The dose was then increased to
100 pg and, at subsequent 3 day intervals, to 200 pg,
500 pg, 1 mg, 5 mg, 10 mg, 25 mg, 50 mg, and finally
100 mg. He continued to receive prednisone, 10
mg/day, during the desensitization and for about a
month after achieving his maintenance allopurinol
dose of 100 mg/day. The prednisone was subsequently
discontinued. The patient had no recurrence of his
fixed drug eruption during or after the allopurinol
desensitization.
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DISCUSSION

Fixed drug eruptions have been reported with
the administration of many drugs,! and the glans
penis is a common location for such lesions.* The
lesion begins as a red macule, which evolves into
an edematous plaque. Vesicles and crusting may
develop. As the lesion resolves, residual hyperpig-
mentation remains and may bccome more pro-
nounced with subsequent flares.! The pathophysi-
ology of these lesions is unknown, but presumably
it is immune-mediated and may involve dysregula-
tion of intercellular adhesion molecule-1.* Treat-
ment is discontinuation and subsequent avoidance
of the causative drug.

Our patient had a classic fixed drug eruption on
several occasions while taking allopurinol, which
resolved when the drug was withdrawn and re-
curred in the same location when it was readmin-
istered. By following a desensitization schedule,
beginning with very low doses of drug and increas-
ing the dose every 3 days, a therapeutic dose was
achieved in about 4 weeks. The lesion did not
recur. We are aware of only one previous report of
allopurinol causing fixed drug eruption, which also
involved a desensitization.” The drug’s brand name
manufacturer had received no previous direct re-
ports of this phenomenon (personal communica-
tion, Drug Information Department, Burroughs-
Wellcome).

Our patient was receiving low-dose prednisone
during his desensitization, and this may have en-
hanced his ability to tolerate the protocol without
development of a fixed drug eruption. However,
the prednisone has subsequently been discontin-
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ued without recurrence of the lesion. Some au-
thors have reported a refractory period in a few
patients with fixed drug eruption.® However, this
seems unlikely in our patient, given the quick
recurrence of his lesion on several previous occa-
sions.

In conclusion, we report a man who had a classic
fixed drug eruption in response to allopurinol, who
had the drug successfully reintroduced, after a
desensitization protocol, without the development
of the lesion. We suggest that this approach may be
useful in other patients who have had fixed drug
eruptions to medications they subsequently need
to receive.

We thank Margaret Cording, RPh, for assistance with
the preparation of allopurinol doses used in the desen-
sitization.
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