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Desensitization to acetazolamide in a patient with previous

antimicrobial sulfonamide allergy

Acetazolamide is a carbonic anhydrase inhibitor that is frequently
used in the management of idiopathic intracranial hypertension.
Acetazolamide is a sulfonamide agent; specifically, it is a non-
sulfonylarylamine, which lacks the amine moiety found at the N4
position that is seen in sulfa antibiotics.! Sulfonamide antibiotics
contain a substituted ring at the N1 position that is thought to be
the driving factor in immediate hypersensitivity reactions.?
Although sulfa allergies are commonly reported, there is no evi-
dence to suggest cross-reactivity between sulfonamide antibiotics
and sulfonamide nonantibiotics. However, patients can report a
history of allergy to both categories of drugs. We present a rapid
desensitization protocol to acetazolamide in a patient with history
of immediate hypersensitivity reactions to both a sulfonamide
antibiotic and acetazolamide.

Our patient is a 21-year-old woman with a history of idiopathic
intracranial hypertension who was referred to our clinic by her
neuro-ophthalmologist. Her allergic history was significant for
development of a pruritic rash after taking 1 week of
trimethoprim-sulfamethoxazole a few years before presentation.
She had initially been treated with acetazolamide therapy for 12
years, which was later discontinued and replaced with top-
iramate, which she tolerated without adverse effect. However,
because of suboptimal results after 8 months of topiramate, the
patient was again transitioned back to acetazolamide. Within 30
minutes of the first dose of acetazolamide, she developed stomach
cramps and urticaria, which responded to diphenhydramine.
Acetazolamide treatment was discontinued, and she was subse-
quently referred for allergy evaluation. Because of the subsequent
failure of alternative therapies, including nonmedical manage-
ment, and after discussion with her neuro-ophthalmologist, the

Table 1
Twelve-Step Desensitization Procedure for Acetazolamide

decision was
acetazolamide.

We formulated a 12-step intravenous protocol that was per-
formed in the intensive care unit setting (Table 1). Informed con-
sent was provided by the patient, and she tolerated the procedure
well without any adverse reactions. The desensitization procedure
took 395 minutes or approximately 6.5 hours. She was monitored
overnight in the hospital and was observed the following morning
after taking 500 mg of acetazolamide orally to ensure tolerance. She
was thereafter able to continue her recommended dose of acet-
azolamide without any issues to date.

The risk of a patient with sulfonamide antibiotic allergy reacting
to acetazolamide is rare; only a few occurrences have been docu-
mented. The literature generally supports the notion that patients
with a history of sulfonamide antibiotic allergy will tolerate sul-
fonamide nonantibiotics. Tzanakis et al® described a patient with
hypersensitivity to sulfonamides who developed anaphylactic
shock after a single dose of acetazolamide. Lee et al* historically
reviewed 34 patients with sulfa allergy and intracranial hyperten-
sion who received acetazolamide; 2 developed hives, and the
remainder had predictable adverse reactions, such as parasthesias.
Alternatively, Platt and Griggs' described 3 patients with a history
of sulfonamide antibiotic who subsequently received acetazol-
amide with no adverse reaction.

To date, there have been no documented attempts to perform
desensitization to acetazolamide. The 12-step drug desensitization
protocol used in our case has been described in detail by Castells
et al° with regard to use in patients with allergic reactions to
chemotherapeutic agents. As with all desensitization procedures,
care must be taken to avoid lapses in therapy; significant lapses,

made to proceed with desensitization to

Step Solution Rate, mL/h Time, min Volume infused per step, mL Dose administered per step, mg Cumulative dose administered per step, mg
1 1 2 15 0.5 0.010 0.010
2 1 5 15 1.25 0.025 0.035
3 1 10 15 25 0.05 0.085
4 1 20 15 5 0.1 0.185
5 2 5 15 1.25 0.25 0.435
6 2 10 15 2.5 0.5 0.935
7 2 20 15 5 1 1.935
8 2 40 15 10 2 3.935
9 3 10 15 25 5 8.935
10 3 20 15 5 10 18.935
11 3 40 15 10 20 38.935
12 3 60 230.5 230.5 461 500
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often greater than 48 hours, would require repeat desensitization.
The patient has since been able to successfully continue her dose of
acetazolamide without adverse reactions.
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