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Severe maculopapular eruption due to pseudoephedrine
in a combination drug, with cross-reactivity to phenylephrine
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INTRODUCTION

Pseudoephedrine (P-eph) is a sympathomimetic drug and a stereo-

isomer of ephedrine. It has direct α- and β2-adrenergic receptor

agonist activity. It is, in association with antihistamine drugs, widely

used in oral preparations to relieve nasal congestion in adults and

children.1,2

Such drugs may, however, cause adverse effects such as nervous-

ness, dizziness, stomach pain, nausea, weakness, palpitation, breathing

difficulties, and urinary retention.2 Cutaneous adverse drug reactions

have also been reported, but despite the frequent use of these drugs,

such reactions appear to be rare.3-5

CASE REPORT

A 48-year-old female patient, with a personal history of hypothyroid-

ism and migraine was referred to our allergy consultation because she

had developed—12 hours following the oral intake of Cortafriol (con-

taining paracetamol, P-Eph and ascorbic acid, elaborated by Famar

Health Carte Services Madrid SA, Spain)—generalized itching shortly

followed by a maculopapular eruption on her trunk, arms, and thighs,

together with erythema and edema of the face. In less than 24 hours,

the skin lesions progressed rapidly, also affecting her lower legs and

ankles, where bullous lesions appeared. She visited the emergency

room three times because the cutaneous symptoms were itching so

intensely, even though she was already treated with oral corticoste-

roids (prednisone 60 mg/d, tapering the dose every 3 days until it was

withdrawn) and antihistamines (ebastine, 20 mg/12 h). The skin rash

only slowly, but progressively, improved. No general symptoms or

mucosal lesions were ever present.

Laboratory analyses only showed a mild leukocytosis (11 000 leu-

kocytes/μL with 72% neutrophils), and all the biochemical parameters

(glucose, urea, and liver tests) remained normal.

An allergy work-up was performed 3 months after complete reso-

lution of the skin eruption: baseline patch tests with TRUE Test,

occluded for 2 days and read on day (D) 2, D4, and D7, all remained

negative. However, patch tests with P-Eph and phenylephrine (Ph-l)

(2 days occlusion), both diluted in water 30% and petrolatum 30%,

were positive (+) to both drugs on D2 and D4, but only to the

pet.-based preparations; the aq. dilutions remained completely nega-

tive (Figure 1). PT (P-Eph and Ph-l) were negative in three control sub-

jects, both in aq. and in pet.

Patch tests with paracetamol and ascorbic acid, both in water

30% and petrolatum 30%, were negative.

Oral challenge tests with paracetamol and ascorbic acid per-

formed on two different days were equally negative.

DISCUSSION

P-Eph and Ph-l are alkaloids belonging to the phenylamine family,3

which includes two groups, derivatives of phenylpropanolamine (such

as ephedrine, P-Eph, and norephedrine), and derivatives of phe-

nylethanolamine (such as Ph-l and epinephrine).5

Most allergic reactions to these drugs concern delayed-type

(IV) hypersensitivity, with various clinical presentations. There is a

published case of a patient with allergic contact dermatitis (ACD) to
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Ph-l, who subsequently developed an erythroderma to P-Eph.3 In our

patient, a maculopapular eruption first appeared following the oral

intake of P-Eph, and subsequently cutaneous sensitization to Ph-l was

detected. This was relevant as our patient was scheduled to undergo

an ophthalmological examination 2 months later, a procedure during

which typically Ph-I may be used. Due to the positive patch test to

Ph-I it was reasonable to counsel our patient to avoid its future use

and to use alternatives instead. In fact, cyclopentolate hydrochloride

1% eye drops were eventually used without any problem.

Cross-reactivity may exist among the drugs of the phenylamine

family, but the reported data are inconclusive.3 Some studies have

shown that patients who develop a generalized rash following the oral

administration of P-Eph have a stronger response to, and more cross-

reactivity with, other sympathomimetic drugs during patch testing, as

opposed to those who only experience ACD.4 A similar phenomenon

occurred in our patient, who had a generalized eruption caused by orally

administered P-Eph, with patch tests also showing sensitization to Ph-l.

In conclusion we presented a case of a severe, maculopapular

eruption due to P- Eph, with cross-reactivity to Ph-l, showing that

such patients may need to undergo a full allergy workup in order to

prevent potentially adverse reactions resulting from cross-reactivity.
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F IGURE 1 Reading at 96 hours of patch tests with patch tests
pseudoephedrine (30%) and phenylephrine (30% in petrolatum, both
positive, and in water, both negative)
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