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deflazacort generally follows the same metabolic
route of all the corticoids.

The patient has shown a positive reaction to
betamethasone in three ways of presentation (beta-
methasone sodium phosphate, belonging to group
C, and betamethasone dipropionate and valerate,
both included in group D (4). Momethasone also
belongs to group D, and is a substance tolerated as
well by the patient, confirming in this case that this
corticoid does not usually cross-react with others (7).

The final diagnosis was hypersensitivity type IV
to betamethasone, dexamethasone, budesonide,
hydrocortisone, and deflazacort, but we could not
find any bibliographic reference on the last drug.
We have indicated for the patient treatment with
topical momethasone or 6-methylprednisolone by
oral or parenteral administration if needed.
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Anaphylactic-type reaction to
hymecromone

HYMECROMONE (H) (7-hydroxy-4-methylum-
belliferone, 7-hydroxy-4-2H-1 -benzopyran-2-

one), a coumarin derivative without anticoagulant
effect, has both true choleretic and antispasmodic
effect (1-3) when administered orally or intraven-
ously (1. 2). Furthermore, it is used as a reagent in
the determination of nitric acid (3). H has a low
molecular mass (176.16 Da). It is soluble in meth-

anol and glacial acetic acid, slightly soluble in ether
and chloroform, and practically insoluble in cold
water (3). This drug rarely produces adverse effects
in therapeutic doses. Diarrhea may occasionally
occur (2). Accordingly, we reviewed the literature
(Medline database from 1966 to January 1996,
inclusive) with emphasis on adverse reactions to H,
but no associated reactions have been reported;
hence, the interest of our case.

A 63-year-old woman, without previous history
of allergy, presented cutaneous pruritus, systemic
urticaria, and angi- ^ - ^ - i i ^ — — ^ — ^ — ^ —

Adverse reactions to an

anticoagulant in a

nonatopic woman.

oedema of the face
and hands 20-30 min
after eating codfish,
eggs, potatoes, let-
tuce, tomatoes, and
cake, and taking one - ^ — ^ — ^ — — ^ ^ - — i ^
tablet (400 mg) of Bihcanta® (hymecromone). The
patient had tolerated these foods previously and
after the reaction, but she did not remember taking
Bilicanta before. Six months after this episode, she
was referred to the Allergology Department to
determine the cause of the reaction. She had not
taken Bilicanta again. The patient gave her written
informed consent before the study.

Total serum IgE was 25 Ul/ml. Skin prick tests
with a standard allergen panel (pollens, mites,
molds, animal dander, and food allergens) were
negative (ALK Abello SA, Madrid, Spain).

In addition to H, other drugs with a similar
chemical structure were selected for in vivo and in
vitro tests: warfarin and acenocoumarol (coumarin
derivatives) and cromolyn sodium (chromone deriv-
ative) (Fig. 1). They were obtained as pure products
from the trade-name dealers in Spain. Lymphocyte-
transformation tests, human basophil-degranula-
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FIGURE I Cheinieal formulas of hymeeromone, two other
eoumarins (warfarin and aeenoeoumaroi), and eromogly-
eate (ehromone derivative).
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tion tests, and histamine-release tests were negative
for all of these drugs. Specific IgE antibodies against
H could not be determined for technical reasons.
Prick tests with the same drugs in different vehicles
(ether and methanol) and in different concentra-
tions (0.1, 1, and 10 mg/ml) were negative. We did
not perform intradermal tests because both ether
and methanol were irritants. The oral provocation
tests began with a dose of 40 mg of pure H (pro-
vided by Boehringer Mannheim SA., Barcelona,
Spain). Within 30 min, the patient developed a
severe reaction with hypotension (60/30 mmHg);
heart rate of 140 beats/min; edema of the face,
hands, and uvula; dyspnea; dysphagia; and dys-
phonia. She required admission to an intensive care
unit and administration of subcutaneous epineph-
rine, as well as intravenous fluids, dexchlorphenira-
mine, and methylprednisolone. Recovery from this
reaction was obtained over the next 2 h. Intravenous
dexchlorpheniramine and methylprednisolone were
continued for 48 h, enabling the patient to be dis-
charged. Laboratory investigation, including urin-
alysis; tests for blood cell and differential counts,
electrolyte levels., coagulation, arterial blood gases,
creatine phosphokinase, lactic dehydrogenase,
immunoglobulins, C3 and C4 components of com-
plement, total hemolytic complement (CH50), and
circulating immune complexes; and biochemistry
profile gave normal results. We did not perform
oral provocation tests with other coumarins or
eromoglyeate because of the serious reaction to H.

H was introduced for human use over 20 years
ago. However, we have not found any references in
the literature about adverse reactions with this drug,
excepting diarrhea (2). We describe an anaphylac-
tic-type reaction by H, a previously unreported
comphcation of this drug. Clinically, it is clear that
H caused the syndrome suffered by our patient. A
definitive diagnosis can be established from the
algorithm of Karch & Lassagna (4) and the "imput-
ability concept'' (5). However, it is more difiicult
to establish the mechanisms implicated in the reac-
tion. In our case, the clinical history made it possible
to exclude drug overdose, drug side-effect, and drug
interaction. But other conditions, such as drug
intolerance, drug idiosyncrasy, drug allergy, or
pseudoallergic reaction, which can occur in certain
susceptible patients, should be taken into account
(6). To confirm drug allergy, one must demonstrate
a relevant immunologic reaction to the drug or its
metabolites. H has a low molecular mass (176.16
Da) so it is not immunogenic and requires com-
plexing with a carrier protein to elicit an immuno-
logic response. Often, the organic radicals formed
by these complexes do not cross-react antigenically
with the parent compound, and testing with the
drug itself does not utilize the antigen responsible

for the symptoms (7, 8). For those reasons, we
cannot come to definitive conclusions regarding our
in vivo and in vitro negative results with H. It is
clear that our patient suffered a severe immediate
reaction to this drug, but we cannot establish the
exact mechanism. Neither an IgE-mediated reaction
nor other possible mechanisms of an immediate
reaction (such as direct mediator release, anaphylo-
toxins of the complement cascade, immunocomplex
aggregation, etc.) could be demonstrated.

We advised the patient to avoid drugs with similar
chemical structure, such as other coumarins and
chromones, because of the severity of the reaction.
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Tryptase - at last a useful
diagnostic marker for
anaphylactic death

THE postmortem diagnosis of anaphylactic shock
has previously been based on the circumstances

of death and absence at autopsy of specific patho-
logic and toxicologic findings which could explain
death. Analysis ofhistamine and degradation prod-
ucts in blood is not feasible after death (1).
Measurement of total IgE and IgE antibody with
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