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Objective: To report a case of immediate rhinoconjunctivitis induced by both
metamizole and metronidazole.

Methods: Skin-tests (prick and intradermal) were performed with metamizole,
metronidazole, and espyramicine. Standard RAST was carried out with metamizole
and metronidazole. Oral challenge tests were performed single blind with Rhodogil,
metronidazole, espyramicine, metamizole, aspirin, and propyfenazone.

Results: Both skin tests and RAST were negative. We also found that the patient
tolerated therapeutic doses of espyramicine, aspirin, and propyfenazone. Challenges
with Rhodogil, metamizole, and metronidazole elicited immediate rhinoconjuncti-
vitis.

Conclusion: This is an exceptional case of immediate rhinoconjunctivitis induced
by two unrelated drugs (metamizole and metronidazole). The pathogenic mecha-
nism implicated in this process remains unclear. Inhibition of the cyclooxygenase
pathway was excluded and we could not demonstrate the presence of specific IgE
antibodies. Nevertheless, an immunologic or idiosyncratic mechanism could be

responsible.

INTRODUCTION

Metamizole is the sodium sulfonate
derived from aminopyrine (Fig 1), a
pyrarolone nonsteroidal antiinflamma-
tory .gent used in our country. Phar-
macoiogic actions are similar to aspirin
which is able to inhibit the cyclooxy-
genase pathway. This drug produces a
relatively high incidence of allergy and
intolerance. Urticaria, anaphylaxis and
asthma are the most frequently re-
ported reactions.'?

Metronidazole, a nitroimidazole
(Fig 1), is an antiprotozoal agent gen-
erally well tolerated, despite its wide-
spread use. Cutaneous reactions, serum
sickness, and systemic hypersensitivity
reactions have been reported rarely.’-

We report the case of a patient who
preseiited an exceptional clinical reac-
tion consisting of immediate rhinocon-
junctivitis following administration of
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two different drugs, metamizole and
metronidazole.

CASE REPORT

The patient is a 19-year-old woman
with history of facial angioedema and
rhinoconjunctivitis due to horse hair
sensitization. One year prior to her first
visit to our department, she had been
treated with Nolotil (575 mg met-
amizole) for a toothache; 15 minutes
after the first dose, she experienced
nasal and ocular itching, rhinorrhea,
sneezing, and watery eyes. There was
no shortness of breath, wheezing or
cutaneous symptoms. Antihistamines
were administered through an emer-
gency service and the reaction was
controlled within one hour.

Six months later, for the same prob-
lem, the patient received two tablets of
Rhodogil (750,000 1U espyramicine
and 125 mg metronidazole); 15 min-
utes after the first dose she developed a
reaction similar to that described
above.

She had previously tolerated both
drugs and there was not any other ap-
parent precipitating factor.

She had no clinical history of nasal
polyps, chronic rhinitis, sinusitis, nor
asthma. She had received aspirin be-
fore and after both reactions without
any problem.

Physical examination was normal.
The skin prick tests to common inhal-
ants (mites, pollens, molds, and dan-
der) were all negative but horse hair
extract elicited a positive cutaneous re-
sponse. Total serum IgE (CAP Sys-
tem) was 502 KU/L. Serum specific-
IgE to horse hair (CAP-System) was
0.87 KU/L.

Skin tests (prick and intradermal)
with metamizole, metronidazole, and
espyramicine diluted in saline were
negative. A specific-IgE analysis car-
ried out by standard RAST was also
negative for metamizole and metroni-
dazole.

Oral drug challenges with met-
amizole, Rhodogil, espyramicine, met-
ronidazole, aspirin, and propyfenazone
were performed single-blind after ob-
taining written informed consent. Only
one drug was administered each day.
After a positive reaction, the next chal-
lenge was separated by at least 2
weeks. Progressively increasing doses,
with 1-hour intervals, were given until
reaching the therapeutic dose or the
appearance of clinical symptoms.

Ten minutes after 150 mg met-
amizole, the patient developed intense
rhinoconjunctivitis; at that moment,
the pulmonary auscultation was nor-
mal and no changes were observed in
FEV, values and blood pressure read-
ings. Dexchlorpheniramine was ad-
ministrated and the symptoms sub-
sided within one hour.

On another day, ten minutes after
the administration of one tablet of
Rhodogil (750,000 IU espyramicine
and 125 mg metronidazole) the patient
had the same reaction as described
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Figure 1. Chemical structure of metronidazole (1) and metamizole (2).

above for metamizole. Later, we un-
dertook challenge with the different
compounds of Rhodogil (espyramicine
and metronidazole) separately. Thirty
minutes after 75 mg metronidazole
(Flagyl) she developed another episode
of rhinoconjunctivitis.

Afterwards the patient tolerated 1.5
million units of espyramicine (Rovam-
icine) and therapeutic doses of aspirin
and propyphenazone without any reac-
tions.

A control patient, with immediate
urticaria and skin prick test positive to
metamizole, underwent oral challenge
with 250 mg metronidazole with a neg-
ative result.

DISCUSSION
We report an exceptional case of im-
mediate rhinoconjunctivitis induced by
two different drugs (metamizole and
metronidazole) in an atopic woman, as
demonstrated by oral challenges.
There are two major types of ad-
verse reactions to pyrazolone, allergy
and intolerance. The allergic patients

are more often atopic women with el-
evated serum IgE levels and good tol-
erance to other aspirin-like drugs.! Pa-
tients with intolerance to the drug
usually have asthma, chronic rhinitis,
nasal polyps, and sensitivity to aspirin
and other cyclooxygenase inhibitors.!
The mechanism involved in the reac-
tion of our patient remains unclear.
Inhibition of the cyclooxygenase path-
way was excluded due to good toler-
ance of aspirin and other nonsteroidal
anti-inflammatory drugs. Symptoms
are consistent with, or even suggestive
of an underlying allergic etiology, but
the role of IgE as a mediating agent
could not be demonstrated. We could
therefore not elucidate the true mech-
anism involved. Other immunologic or
idiosyncratic mechanisms cannot be
ruled out in this process because addi-
tional diagnostic study was not possi-
ble.

Metronidazole is generally well tol-
erated. There have been isolated re-
ports of immediate allergic reactions
including urticaria, rash, or broncho-
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spasm to this drug.*® To date und to '}
best of our knowledge, the case re.
ported here is the first case describeq |
of immediate rhinoconjunctivitis due_ﬁj
to metronidazole. :
Our patient had acute rhinoconjunc-
tivitis induced by two unrelated drugs, '
metamizole and metronidazole. This |'§
could be due to a multiple drug hyper- 4
sensitivity or to the presence of a com-
mon epitope to both drugs (Fig 1). In
this case, the epitope would be differ-
ent from the antigenic determinant re- '}
sponsible of pyrazolone allergv in '}
other patients since the control paiicnt S
with demonstrated metamizole allurgy JEs
tolerated metronidazole.
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