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A woman experienced exacerbations of bronchial asthma after taking aspirin and other non-steroidal anti-inflamma-
tory drugs (NSAIDs) for rheumatoid arthritis. On oral challenges, she developed an urticarial reaction after tartrazine;
urticarial and bronchospastic reactions after salicylsalicylic acid; and urticarial and bronchospastic reactions after
choline magnesium trisalicylate. Non-acetylated salicviates have been recommended for use in aspirin- and/or
tartrazine-sensitive patients. The results of sensitivity studies of our patient indicates that such patients may also be

sensitive o non-acerviated salicylates.

ABBREVIATIONS
MMEF. maximal mid-expiratory
flow rate

NSAIDs, non-steroidal anti-in-
flammatory drugs

PF, peak expiratory flow

PFT, pulmonary function
tests

INTRODUCTION

Sensitivity to aspirin and other
NSAIDs has been reported in asth-
matic and other patients.'”’ Pa-
tients’ symptoms are usually bron-
chospastic, urticarial, or both.* It
has generally been accepted that
non-acetylated salicylates, such as
choline salicylate or salicylsalicylic
acid, are tolerated by these pa-
tients.'** We describe a patient with
asthma, nasal polyps, and rheuma-
toid arthritis who developed bron-
chospastic and urticarial reactions
after administration of choline mag-
nesium trisalicylate and salicylsali-
cylic acid, as well as multiple other
NSAIDs and tartrazine.

CASE REPORT

The patient is a 49-year-old white
female with a history of mild, inter-
mittent asthma since age 21 years.
When she was 46 vears old, she
developed seropositive rheumatoid
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arthnitis. She had exacerbations of
her asthma after taking aspirin for
joint pain. She was then treated with
naproxen (Naprosyn) 500 mg B.1.D.
and developed status asthmaticus.
Subsequently, she received a variety
of NSAIDs, including tolmetin so-
dium (Tolectin), sulindac (Clinoril),
ibuprofen (Motrin), piroxicam (Fel-
dene), diflunisal (Dolobid), phenyl-
butazone (Butazolidin), and benox-
oprofen (Oraflex) with varving ef-
fects on her arthritis. Her asthma
continued to worsen.

The patient was first scen by us
in March, 1983 at which time she
was found on physical examination
to have nasal polyps and wheezing.
A diagnosis of triad asthma (Sam-
ter's syndrome) was made on the
basis of her asthma. nasal polyps,
and history of aspirin sensitivity.
Choline magnesium trisalicylate
(Trilisate) was recommended, but
her asthma continued to be symp-
tomatic while taking the non-acet-
ylated salicylate despite treatment
with theophylline and albuterol,

In April, 1984, the patient was re-
evaluated. Positive findings on
physical examination included a na-
sal polyp on the left side, bilateral
inspiratory and expiratory wheezes,
and joint findings consistent with
rheumatoid arthritis. Laboratory
studies included hemoglobin = 11.7
g/dL; white blood cell count =
11,400 per mm*® with 36% neutro-

phils, 9% band forms, 27% lympho-
cytes, 2% monocytes, and 24% eo-
sinophils; Westergren sedimenta-
tion rate = 54 mm/h; positive rheu-
matoid factor; negative antinuclear
antibody; and positive radioallergo-
sorbent tests (RAST) for house dust,
animal dander, grass pollens, and
molds. On prick skin testing she
exhibited significant dermograph-
ism. A chest x-ray was normal. Pul-
monary function testing revealed a
MMEF of 54% predicted and
FEV,/FVC of 76% predicted, con-
sistent with mild obstruction.

METHODS

After informed consent was ob-
tained, single-blind oral challenges
with tartrazine, salicylsalicylic acid
(Disalcid). and choline magnesium
trisalicylate (Trilisate) were per-
formed on different days. Increasing
oral doses of each agent were ad-
ministered hourly. Baseline PFTs
were performed and repeated every
30 minutes. The challenge was con-
sidered positive if urticaria or an-
gioedema developed, or ifa 15% or
greater drop in PF was measured.

RESULTS

Tartrazine

The patient was given | mg of tar-
trazine orally. Urticaria developed
over her face and neck with mild
angioedema within 30 minutes. No
further doses of tartrazine were ad-
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ministered. Over the next hour there
were no significant changes in PFT
values.

Salicylsalicylic Acid

The patient received 50 mg of sali-
cylsalicylic acid (Disalcid) orally.
Within 60 minutes urticaria devel-
oped over her neck, abdomen, and
feet. At the same time, the patient
complained of chest tightness and a
17% decrease in PF (from 84% pre-
dicted to 67%) was measured.
Choline Salicyvlate

Urticaria and mild angioedema de-
veloped 30 minutes after receiving
100 mg of magnesium choline tris-
alicylate (Trnlisate). Wheezing was
noted and, an additional 30 minutes
later, a 25% decrease in PF (from
74% predicted to 49%) was seen.
The bronchospasm was eventually
reversed by inhaled albuterol. An
earlier 50 mg dose had not provoked
a reaction.

DISCUSSION

Aspirin sensitivity is well recognized
in patients with chronic urticaria.
asthma, nasal polyps, or rhinosinu-
sitis.'~” Settipane has reported that
aspinn intolerance occurs most
" commonly in patients with chronic
urticaria (23% to 28%) where an
urticarial response is seen and in
patients with asthma (4% to 19%)

who develop bronchospastic reac-
tions.* He also states that the fre-
quency of aspirin intolerance in pa-
tients with nasal polyps is 14% to
23% and the response is generally
bronchospastic,

Cross-reactivity between aspirin
and tartrazine in aspirin-sensitive
patients has been described.”™ In
double-blind studies, the frequency
of aspinin-sensitive patients who
react to tartrazine 1s between 8% to
15%.* The symptoms produced by
tartrazine are similar to those pro-
duced by aspirin in such patients.

Cross-reactivity between aspirin
and NSAIDs has been widely re-
ported. The frequency of reactions
1o NSAIDs in known aspirin-sensi-
tive patients has varied in different
studies and with different agents
from 20% to 100%. The use of non-
acetylated salicylates has been sug-
gested for therapy in patients who
are aspirin  and/or tartrazine
sensitive'*: however, the patient
described here developed urticarial
and bronchospastic reactions on
oral challenge with choline magne-
sium trisalicylate and salicylsalicylic
acid, two commonly used alterna-
tives to NSAID.

The etiology of chemical sensitiv-
ities such as those to aspirin,
NSAIDs, and tartrazine is un-
known.'** The experience with our

patient emphasizes that caution
should be used in the routine sub-
stitution of non-acetylated salicy-
lates in aspirin-sensitive patients,
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“Observation more than books, experience rather than persons are the

prime educators.”

A. Bronson Alcott
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