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Nonsteroidal antiinflammatory drug (NSAID) and aspirin reactions remain commonplace. Specific reccommendations

and standardized approaches to the us
evolving. Cross reactivity and sensitiza
nonsteroidal antiinflammatory drugs may offer a means of lo
NSAID for the treatment of rheumatoid arthritis and osteoart

with incremental oral challenge in a patient using this agent.

CASE REPORT

A 32-year-old white woman with
severe inflammatory arthritis pre-
sented to the allergy clinic for
evaluation of aspirin (ASA) and
nonsteroidal antiinflammatory drug
(NSAID) allergy. She reported ex-
periencing a reaction in 1981 con-
sisting of periorbital swelling, gen-
eralized itching with hives, followed
by a sensation of throat tightness,
dysphagia, cough, and wheezing.
This reaction occurred within 20 to
30 minutes of tolmetin (Tolectin)
ingestion. She recalls similar reac-
tions with zomepirac (Zomax) and
ibuprofen (Motrin) ingestion. She
furthermore reports exactly the
same reaction with aspirin ingestion
in 1974. She denies using any aspi-
rin or nonsteroidal antiinflamma-
tory drugs since 1981. She had
known allergic rhinitis but there was
no personal history of asthma, si-
nusitis, or nasal polyposis. Because
of the severity of her arthritis and

From the Allergy and Immunology Serv-
ice, Department of Internal Medicine, Ma-
digan Army Medical Center, Tacoma, Wash-
ington.

* The views expressed are those solely of
the authors and are not to be construed as
official opinions or policies of the Depart-
ment of the Army or the Department of
Defense.

Received for publication December 4,
1992.

Accepted for publication in revised form
May 12, 1993.

A R

the patient’s reluctance to use other
classes of antiarthritic agents, her
primary care physician desired to
use a nonsteroidal antiinflamma-
tory agent in her treatment regimen.
We therefore planned to perform a
NSAID desensitization/challenge
procedure.

The patient was electively admit-
ted to the medical intensive care
unit to undergo this procedure be-
cause of her past history of life
threatening signs and symptoms
with ASA/NSAID ingestion. She
was not taking any other medica-
tions at the time of administration.
She had no other medication nor
drug allergy history. The challenge’
was performed using flurbiprofen
(Ansaid). (This was the agent pre-
ferred by the patient and rheuma-
tologist.) The oral challenge proce-
dure was performed as follows: flur-
biprofen at dosages of 1, 10, 25, 50,
100, and 200 mg was given at 30-
minute intervals. The patient was
observed at the bedside by a physi-
cian throughout the procedure. She
was monitored continuously for
blood pressure, heart rate, respira-
tions, oxygen saturation through
pulse oximetry, and cardiac rhythm
by telemetry. Flurbiprofen was ad-
ministered as a 1 mg/mL suspen-
sion, 25 mg/mL suspension, and
100 mg/tablet.

The challenge was marked by a
mild to moderate macular erythem-
atous rash on her face, neck, and
upper trunk, and a sensation of
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e of NSAIDs in patients with known hypersensitivity to these agents are

tion are frequent within this group of agents. The advent of newer synthetic
wering reaction rates. Flurbiprofen (Ansaid) is a new
hritis. We report successful flurbiprofen desensitization

throat itchiness with a cough within
ten minutes following administra-
tion of the 25-mg dose. This had
completely resolved by the time the
100-mg dose was given (except for
mild throat itchiness). The final
dose of 200 mg was administered
without any symptoms or signs
noted. Throughout the challenge
and during her reaction at 25 mg
the vital signs, oxygen saturation by
pulse oximetry, and electrocardi-
ogram remained within normal lim-
its. Following the procedure the pa-
tient was observed in the intensive
care unit for 24 hours. The remain-
der of her hospital course was un-
eventful. She was discharged on
flurbiprofen, 200 mg/day.

DISCUSSION

Flurbiprofen was recently released
for the long-term treatment of rheu-
matoid arthritis and osteoarthritis.
Its long half-life and convenient
twice daily dosaging make it poten-
tially useful in improving patient
compliance. It was chosen for that
reason in our patient.

ASA/NSAID intolerance or idio-
syncratic reactions remain com-
monplace. Although the actual
prevalence of ASA/NSAID reac-
tions in the general population re-
mains unknown, in patients with
asthma, Stevenson' estimates the
incidence at 8% to 20%.

The pathogenetic mechanism in-
volved in ASA/NSAID reactions re-
mains unknown. Following the dis-
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covery that aspirin inhibits prosta-
glandin synthesis, Vane® hypothesized
that a mechanism for hypersensitiv-
ity reactions to aspirin and aspirin-
like drugs particularly in subjects
with asthma, was that the type of
prostaglandin predominantly re-
leased in the lung was a bronchodi-
lator and aspirin selectively inhib-
ited its formation thereby promot-
ing bronchoconstriction. Parker’
suggested the possibility that the ar-
achidonic acid metabolism pathway
is involved with ASA/NSAIDs pro-
viding a preferential diversion of
metabolites from the cyclooxygen-
ase enzymatic to the lipoxygenase
enzymatic pathway with subsequent
production of leukotrienes.

Szczeklik* recently reported on
the cyclooxygenase theory of aspi-
rin-induced asthma mentioning
that “the idea that the attacks might
result from specific inhibition of a
single enzyme, namely cyclooxy-
genase, has gained both experimen-
tal and clinical support.”

It is well known that not all pa-
tients who ingest ASA/NSAIDs will
develop adverse reaction, implying
that other factors may be important
in the development of reactions to
these agents. Certain patient groups
are associated with an increased risk
of adverse ASA/NSAID reactions
such as asthmatic patients, or pa-
tients with nasal polyposis. Stevenson'
has noted the existence of a quatrad
of ASA sensitivity, nasal polyposis,
rhinosinusitis, and asthma. This
complemented the classic observa-
tions by Samter and Beers’ of the
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“aspirin triad,” which consisted of’

ASA sensitivity, nasal polyposis,
and asthma. Our patient had a his-
tory of allergic rhinitis only. Mathi-
son and Stevenson® published rec-
ommendations on the indications
and methods for oral challenges
with NSAIDs in 1979.

With regards specifically to flur-
biprofen, Bosso’ recently reported
on the use of a flurbiprofen provoc-
ative challenge to confirm a sus-
pected flurbiprofen reaction in a pa-
tient with perennial rhinitis and
asthma. He and his colleagues were
able to demonstrate an aspirin Cross
sensitivity/desensitization mecha-
nism in their patient with flurbipro-
fen.

We have demonstrated that de-
sensitization to a specific NSAID,
such as flurbiprofen, can be per-
formed utilizing a slow incremental
challenge technique. Our patient
did not experience any significant
adverse reaction during the chal-
lenge. Our challenge was performed
in the intensive care unit setting due
to the severity of prior ASA/NSAID
reactions experienced by our patient
and the known existence of cross
sensitization among these agents.**

ACKNOWLEDGMENTS

The authars thank Jennifer Gray for
manuscript preparation and tech-
nical assistance.

REFERENCES

1. Stevenson DD. Diagnosis, preven-
tion, and treatment of adverse re-
actions to aspirin and nonsteroidal
anti-inflammatory drugs. J Allergy

Clin Immunol 1984;74:617-22.

2. Vane JR. The mode of action of
aspirin and similar compounds. J
Allergy Clin Immunol 1976;58:
691-712.

3. Parker CW. Prostaglandins and
slow reacting substance. J Allergy
Clin Immunol 1979;63:1-14.

4. Szczeklik A. The cyclooxygenase
theory of aspirin induced asthma.
Eur Resp J 1990;3:588-93.

5. Samter M, Beers FR. Intolerance to
aspirin: clinical studies and consid-
eration to pathogenesis. Ann Intern
Med 1968;68:975-83.

6. Mathison DA, Stevenson DD. Hy-
persensitivity to nonsteroidal anti-
inflammatory drugs: indications
and methods for oral challenges. J
Allergy Clin Immunol 1979;64:
669-74.

7. Bosso JV, Creighton D, Stevenson
DD. Flurbiprofen (Ansaid) cross
sensitivity in an aspirin-sensitive
asthmatic patient. Chest 1992;101:
856-8.

8. Szczeklik A, Gryglewski RJ, Czer-
niawskawa-Mysik G. Clinical pat-
terns of hypersensitivity to nonste-
roidal anti-inflammatory drugs and
their pathogenesis. J Allergy Clin
Immunol 1977;60:276-84.

9. Pleskow WW, Stevenson DD, Ma-
thison DA, et al. Aspirin desensiti-
zation in aspirin sensitive asthmatic
patients: clinical manifestations and
characterization of the refractory
period. J Allergy Clin Immunol
1982;69:11-9.

Request for reprints should be addressed to:
Danny Douglas, MD, MAJ, MC

Assistant Chief v

Allergy and Immunology Service

Madigan Army Medical Ctr

Ft. Lewis, WA 98433

ANNALS OF ALLERGY




