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DESCRIPTION
A previously healthy 3- year- old girl presented to 
the emergency department with a 6- day- worsening 
pruriginous maculopapulovesicular rash with ceph-
alocaudal progression predominantly in her face 
and upper limbs.

Two weeks before she had been admitted for 
a suppurative otitis media and was treated with 
systemic cefotaxime, fluconazole and topic clotrim-
azole and gentamicin.

At admission she was feverish and presented 
symmetrical distributed lesions on her face, upper 
and lower extensor surface of her limbs and scarce 
lesions on her trunk. Lesions evolved to round 
atypical target lesions with two different zones: a 
raised oedematous lesion with a central blister or 
necrotic centre. The lesions were at the same stage 
of evolution and affected her palms but not the 
scalp. Each individual lesion lasted more than 24 
hours (figure 1).

Chickenpox followed by Staphylococcus aureus 
superinfection as bullous impetigo was considered 
and she was treated with flucloxacillin and clinda-
mycin. There was a progressive worsening with oral 
mucositis with erythema and painful erosions and 
a superficial skin detachment of the lesions with a 
positive Nikolsky sign and 2% of body surface area 
epidermolysis (figure 2).

Stevens- Johnson syndrome (SJS) or an immune- 
mediated skin reaction as erythema multiforme 
(EM) was then considered. Skin biopsy was 
performed, systemic and topical steroids were 
started and antibiotics were changed to linezolid, 
in order to avoid beta- lactams. Laboratory investi-
gation was extended. PCR skin swabs were negative 
to Herpes simplex virus (HSV) and Varicella zoster 
virus (VZV). Serological tests to HSV 1/2, VZV, 
HIV, Coxsackievirus, Cytomegalovirus and Myco-
plasma pneumoniae, often associated with EM and 

MIRM (Mycoplasma- induced rash and mucositis) 
were negative to acute infection. Blood and urine 
cultures were negative.

She was started on oral prednisolone 1 mg/kg/day 
for 7 days with progressive healing of the lesions 
and was discharged after 10 days. Besides residual 
skin hyperpigmentation, no complications associ-
ated with EM major were seen.

She has been followed up in the allergy outpa-
tient clinic and was submitted to drug allergy tests. 
Specific immunoglobulin E to penicillin G and V, 
amoxicillin, ampicillin and cefaclor were negative. 
Skin prick tests and intradermal tests to parac-
etamol were negative. Epicutaneous tests to parac-
etamol, amoxicillin, flucloxacillin, ceftriaxone, 
ibuprofen, gentamicin, fluconazole and cefotaxime 
tested negative at 48 hours. Oral drug challenge 
tested negative to paracetamol. It was considered 
safe to use paracetamol, ibuprofen and amoxicillin 
on this child.

The atypical non- confluent raised target lesions 
with predominant acral distribution and centrip-
etal spread made EM the most probable diagnosis 
supported by histological findings. Severe oral 
mucosa involvement classifies it as EM major.

Paediatric EM is rare and sometimes misdiag-
nosed. It was crucial to investigate differential 
diagnoses as life- threatening conditions such as SJS 
and possible causative agents such as infections, a 
well- known trigger in EM.1–3 Although consid-
ered different clinical entities, both SJS and EM 
may be secondary to drugs, so it was prudent to 
stop possible causative drugs such as beta- lactams. 
Although EM is a self- limited condition, corti-
cotherapy is suggested in severe cases, decreasing 
the days and severity of the rash.4 5

Figure 1 Atypical target lesions: a round lesion with a 
raised oedematous border and a central blister or necrotic 
centre (black arrows).

Figure 2 Atypical target lesion with a central bullae 
(black arrow). Malar superficial skin detachment is 
seen (yellow arrow, on the left). Severe oral mucositis is 
present on the right.
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Learning points

 ► In contrast with chickenpox, erythema multiforme is 
characterised by lesions that evolve to typical or atypical 
raised target lesions with predominantly acral distribution; 
also, skin detachment is present, affecting less than 10% 
of the body surface area. PCR skin swabs allow to identify 
Varicella zoster virus in vesicles in chickenpox.

 ► Paediatric erythema multiforme is a rare condition, often 
misdiagnosed. It is a clinical diagnosis but skin biopsy may 
be needed to confirm it and exclude other conditions. Drugs 
are known precipitating factors. Differential diagnosis should 
include life- threatening conditions such as Stevens- Johnson 
syndrome, so it is important for the paediatrician to be aware 
of this condition.
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