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Multiple fixed drug eruption
due to intradermal test with
metamizole

C. Vidal*, A. Gonz�lez-Quintela

Key words: fixed drug eruption; metamizole;
intradermal test.

The fixed drug eruption (FDE) is a

specific type of drug reaction in which the

probability of

the eruption

being drug-in-

duced is definit-

ive. Diagnosis of

FDE is mainly

based on clinical

history of recur-

rent, well-defined skin lesions that

repeatedly appeared at the same sites

each time the responsible drug is taken.

Residual hyperpigmentation is common

and serves as an indicator of the reaction.

There is no reliable in vitro diagnostic

method currently used in clinical practice

and rechallenge is the definitive method

of identifying causative drugs in FDE (1).

However, prick, intradermal, epicutane-

ous, and even topical provocation tests

have been used for this purpose because

they are a safer first step method (2).

Metamizole (dipyrone), a pyrazolone

derivative, is the third most common

offender for FDE and the drug that most

frequently induced lesions on trunk and

extremities (3). Metamizole is banned in

many countries because of the undesir-

able agranulocytosis. However, it is one

of the leading analgesic drugs in Spain.

A 47-year-old man reported several

episodes of multiple erythematous hives

over his trunk and extremities hours after

taking metamizole capsules orally. The

lesions resolved without treatment in

hours or days. No residual hyperpig-

mentation was reported. The patient

suspected a similar reaction after aspirin

intake. Allergy tests were performed 2-

years later when he was referred to the

Allergy Unit. A prick test with metamiz-

ole (400 mg/ml) was negative. Twenty-

four hours after the intradermal test with

0.03 ml of 0.04 mg/ml metamizole solu-

tion, the patient exhibited a skin reaction

beginning as generalized itching sensa-

tion, followed by multiple erythematous

sharply marginated, oval burning plaques

several centimetres in diameter on his

trunk and extremities (Fig. 1). Lesions

cleared slowly within the next 14 days

despite treatment with oral prednisone.

Residual hyperpigmentation was evident

and persisted up to 3 months. An oral

challenge test with aspirin performed

6-months later elicited no reaction.

Clinical data from this patient sugges-

ted a delayed urticarial reaction (presence

of hives, absence of residual hyperpig-

A generalized multiple
fixed drug eruption
after an intradermal
test with metamizole is
presented.

Figure 1. Clinical appearance of one of the lesions of the multiple FDE after intradermal test with

metamizole.
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mentation, and a similar reaction after

aspirin) and for that reason prick and

intradermal tests were programmed as

previously recommended (4). However,

an unsuspected widespread FDE ap-

peared after the intradermal application

of a small dose of the drug. There is only

one case in which such a small dose as the

one presented in a patch test elicited a

generalized reaction (5). Even though

initial episodes occurred without hyper-

pigmentation, it was evident after this

test, ruling out nonpigmented fixed ex-

antemas as previously described with this

drug (6). It is evident from this case that

prick and intradermal tests can elicit

systemic reactions and delayed readings

are recommended before oral challenge

tests, especially in those patients with

clinical history not clearly defined.
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Type I allergic reaction to
benzimidazole antihelmintics
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Antihelmintics are widely used in tropical

areas, but also prescribed in Western

countries. Benz-

imidazole deriv-

atives (BNZD)

are used to treat

broad-spectrum

helmintic infec-

tions. The benz-

imidazole nucleus is an important

heterocyclic ring (Fig. 1), because of its

synthetic utility and broad range of

pharmacological activities. Some BNZD

with different pharmacological effects,

including antifungal, antihelmintic, anti-

HIV, antihistaminic, antiulcer, cardio-

tonic, antihypertensive and neuroleptic,

are in clinical use.

Antihelmintic (also spelled anthel-

minthic) is a chemical substance used to

expel or destroy tapeworms in domestic

animals and in humans. Some common

antihelmintic active ingredients classified

by chemical structure include amongst

others, benzimidazoles. These are: al-

bendazole, fenbendazole, mebendazole,

oxfendazole, oxibendazole and triclaben-

dazole. They work by inhibiting glucose

uptake in the parasite, resulting in

immobilization and death. Allergic reac-

tions to these drugs are rare (1).

A 52-year-old woman suffering from

acute parasitic infection took the first dose

of mebendazole (100 mg) and 2-h later

developed acute generalized urticaria.

Afterwards, omeprazole – another BNZD

– has been well tolerated by the patient.

After obtaining written informed con-

sent, we performed skin prick test (SPT)

and intradermal tests (IDT) and simple-

blind oral challenge test with mebendaz-

ole and albendazole.

Skin prick test and IDT (0.1–0.01 mg/

ml) were negative with mebendazole. Oral

challenge with mebendazole gave a posit-

ive reaction after 90 min of taking 75 mg.

The patient developed itching and wheal

flares located on her forearms. She was

treated with i.m. methylprednisolone and

dexchlorpheniramine improving in 1–2 h.

Skin prick test and IDT (0.1–0.01 mg/

ml) were negative with albendazole.

Seven hours after taking 400 mg, the

patient developed identical lesions in

trunk. The patient was treated as previ-

ously described and recovered within 1 h.

Mebendazole and albendazole-specific

IgE was not detectable with the available

laboratory techniques.

The absence of cross-reactivity

between mebendazole, albenzole and

other BNZD, except omeprazole, could

not be excluded because the patient

refused to continue the study.

To our knowledge, this is the first case

of immediate hypersensitivity to meben-

dazole and albendazole documented up to

date. In the review of the literature, fixed

drug eruptions were the most common

reactions described with drugs of this

group (2–6). In our patient, cutaneous test

were not useful for the diagnosis.

Mebendazole and albendazole-specific

IgE was not detectable with the available

laboratory techniques. We think these

results do not exclude the responsibility of

the drug or an IgE mediated mechanism.

In our case, clinical history, physical

examination and provocation tests allow

us to establish the diagnosis of hypersen-

sitivity to mebendazole with cross reac-

tivity with albendazole. Cross reactivity

between omeprazole, mebendazole and

albendazole was not observed. Cross

reactivity with other BNZD could not be

excluded. More studies are needed to dem-

onstrate cross reactions among BNZD.
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Figure 1. Benzimidazole nucleus.
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