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Background: Reports about side effects from cromolyn sodium (DSCG) are few
and only a minority of them indicate the possibility of an immediate type I
hypersensitivity reaction.
Methods:We report an 8-year-old boy with a history of seasonal rhinoconjunc-

tivitis and asthma. The patient reported two immediate episodes of acute asthma
following inhalation of a cromolyn sodium (DSCG) capsule with an interval of 6
months. The latter occasion was also associated with conjunctivitis and generalized
urticaria, requiring emergency treatment.
Results:An end-point prick test elicited a 4-mm wheal at 10 mg/mL with DSCG

solution for inhalation and DSCG eye drops. An end-point intradermal skin test with
DSCG solution for inhalation elicited a 12-mm mean diameter wheal at 10 mg/mL.
During the intradermal test, the patient developed conjunctivitis and wheezing with
a FEV1 fall of 27% from baseline. Controlled conjunctival and bronchial challenge
tests were positive. The bronchial challenge test was repeated 3 years later showing
a FEV1 fall of 22% five minutes after inhalation of 1 mg/mL DSCG during one
minute. A leukocyte histamine release test performed by an autoanalysis fluoro-
metric procedure, with several dilutions of DSCG, was negative.
Conclusions:This case of DSCG anaphylaxis satisfies the criteria for an IgE-

mediated reaction. We believe that thought should be given more frequently to this
mechanism when patients report adverse reactions to DSCG.
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INTRODUCTION
Disodium cromoglycate (DSCG) or
cromolyn, available since 1973, has
been considered an antiallergic drug,
acting principally as a mast cell stabi-
lizer. Reports about side effects from
DSCG are few and only in a minority
of them do the authors indicate the
possibility of an immediate type I hy-
persensitivity reaction.1–3

CASE REPORT
The patient is an 8-year-old boy with a
history of seasonal rhinoconjunctivitis
and asthma. Skin prick tests with 16
allergens demonstrated positive reac-
tions to grass and olive pollen. Treat-
ment with an oral antihistamine,
DSCG capsules (Intal, Fisons Limited,
England) by inhalation, and immuno-

therapy with a pollen extract was pre-
scribed for spring seasonal symptoms.
In a follow-up visit 1 year later, the
patient reported immediate acute
asthma following the first inhalation of
a DSCG capsule and, for this reason,
discontinued the medication. Six
months later, after inhaling one cap-
sule of DSCG (Frenal, Sigma-Tau SA,
Spain), he again had immediate acute
asthma. This occasion was also asso-
ciated with conjunctivitis and general-
ized urticaria, requiring emergency
treatment.

TESTS PERFORMED
The following tests were performed 3
months after the second reaction. The
patient and his parents received infor-
mation about possible risks of skin and
challenge tests, and prior to each chal-
lenge a written informed consent was
signed by the parents. As reagents for
the skin tests, the DSCG solution for
inhalation (Nebulcron, Fisons Limited,
England) without any additive and

DSCG eye drops (Cusicrom, Cusı´ SA,
Spain) containing benzalkonium chlo-
ride, both diluted in saline solution,
were used. An end-point prick test
elicited a 4-mm wheal at 10 mg/mL
with both reagents. An end-point intra-
dermal skin test with DSCG solution
for inhalation elicited a 12-mm mean
diameter wheal at 10 mg/mL. During
the intradermal test, the patient devel-
oped conjunctivitis and wheezing with
an FEV1 fall of 27% from baseline.
Prick and intradermal skin tests gave
negative results in ten atopic patients
previously treated with DSCG.
One drop of DSCG eyedrop solution

diluted with saline in increasing con-
centrations was applied to one of the
patient’s eyes. As control, a drop of
saline was used on the other eye. After
15 minutes, the concentration of 1
mg/mL of DSCG induced conjunctival
redness, itching, and slight edema in
the challenged eye.
A controlled bronchial challenge

test with a 20-mg capsule of DSCG
elicited a peak-flow fall of 48% five
minutes after inhalation. The patient
also had cough, wheezing, conjuncti-
vitis, and a generalized skin rash. The
symptoms improved, and the peak-
flow values returned to prechallenge
levels in 60 minutes without medica-
tion. Bronchial challenges with a cap-
sule containing lactose and inhalation
of 4 mg sodium nedocromil (Tilad,
Fisons Limited, Spain) did not produce
any bronchial reaction in the patient.
Methacholine PC20 was 14 mg/mL
prior to the bronchial challenge test.
Bronchial challenges with a 20-mg

capsule of DSCG were negative in six
patients who reported cough after in-
halation of this drug.
A prick test with DSCG (10 mg/mL)

was positive 8 months and 3 years
later. Bronchial challenge test repeated
3 years later elicited an FEV1 fall of
22% five minutes after inhalation of 1
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mg/mL DSCG during one minute.
FEV1 returned to prechallenge levels
in 30 minutes without medication.
Total IgE concentration in serum

was 1316 IU/mL. A leukocyte hista-
mine release test performed by an au-
toanalysis fluorometric procedure,
with several dilutions of DSCG, was
negative.

DISCUSSION
Since being introduced in England in
1968, cromolyn has achieved wide us-
age, with only occasionally reported
adverse reactions. The most common
side effects, such as cough, dry mouth,
pharyngeal irritation or mild transient
bronchospasm, have been attributed by
most investigators to local irritative ef-
fects of the powder on the hyperreac-
tive airways.4 In some cases, inhalation
of DSCG has resulted in severe ana-
phylaxis,5 even causing death.6 Al-
though in these cases an IgE mecha-
nism was not considered, other authors
have demonstrated an IgE-mechanism
in patients with reactions to DSCG by
skin prick tests,2 passive transfer,1 or
detection of serum specific IgE by
RAST.3

The failure of DSCG to release his-
tamine in vitro from the patient’s ba-

sophils may be due to an inadequate
drug protein interaction, permitting
cross-linking of receptors on the ba-
sophils in vitro, or to the tendency of
DSCG to form an insoluble complex
with calcium and magnesuium ions
contained in the buffer system.5

In our patient, the positivity of skin
tests and conjunctival and bronchial
challenges suggest that the mechanism
was the result of an IgE-mediated re-
action. Although in all reported cases
of anaphylaxis to the drug DSCG pre-
viously had been well tolerated in our
patient, the reaction apparently oc-
curred after inhalation of the first cap-
sule. The hypersensitivity to the drug
persisted 3 years later.
In summary, this case of DSCG ana-

phylaxis satisfies the criteria of an IgE-
mediated reaction. We believe that
thought should be given more fre-
quently to this mechanism when pa-
tients report adverse reactions to
DSCG.
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Servicio De Alergia
Hospital Del Niño Jesu´s
Av Menendez Y Pelayo 65
28009 Madrid
Spain

186 ANNALS OF ALLERGY, ASTHMA, & IMMUNOLOGY


