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A 7-year-old boy was admitted to the pediatric ward (University of 
Chieti) for the onset of multiple erythematous target lesions, some with 
vesicles in the middle, located on the ears, face (Figure 1 A), in the oral 
cavity (Figure 1 B), on both hands, feet and lower limbs. Four days prior 
to admission the patient presented prodromal symptoms, such as fever 
(maximum temperature 38°C), sore throat and asthenia. All these fea-
tures supported a diagnosis of erythema multiforme (EM) secondary to 
an infection. Blood examination revealed lymphopenia (1.28 × 10,000/µl),  
neutrophilia (6.10 × 10,000/µl), erythrocyte sedimentation rate of  
15 mm/h (normal range: 1–12 mm/h) and alanine aminotransferase of 
80 U/l (normal range: 11–66). Serum antibodies against Mycoplasma 
pneumoniae, Adenovirus, Varicella Zoster, Epstein-Barr virus and Herpes 
Simplex Virus (HSV) 1 and 2 were negative. In contrast, cytomegalovirus 
(CMV) IgM antibody titers were positive (23.6 U/ml; normal range: 0 to 
18), whereas IgG antibody values were normal (< 5 U/ml; normal range: 
0 to 12). Four weeks later, the levels of anti-CMV IgG antibodies rose  
(190 U/ml) with normalization of anti-CMV IgM levels. During hospital-
ization, management included intravenous fluids and electrolyte infusion 
for skin and mucosae dehydration and for the poor oral intake due to an 
intense oral burning sensation; methylprednisolone (0.8 mg/kg/day); in-
travenous antibiotic therapy (ceftriaxone) to prevent skin bacterial infec-
tion, because the patient (unable to take oral drugs for the several lesions 
in the oral cavity) presented fever and neutrophilia (6.10 × 10,000/µl) and 
mild elevation of erythrocyte sedimentation rate (15 mm/h).

The erythematous vesicular lesions gradually improved. Erythema 
multiforme is a rare, acute, self-limiting, immune-mediated hypersensi-
tivity reaction [1] in children and it is exceptional in newborns [2]. Er-
ythema multiforme presents over a period of 12 to 24 h. A relatively 
mild prodromal phase that resembles an upper respiratory infection 
usually occurs before the skin eruption. The papular lesions appear 
symmetrically on the extremities and are target-shaped, with 3 differ-
ent-colored zones and a blister in the center clearly demarcated from 
the surrounding skin. Mucosal disease is typically restricted to the oral 
mucosa [3]. The precise incidence of EM is unknown, but it has been pos-
tulated to be less than 1% but probably greater than 0.01% [4]. Several 
factors have been suggested to be associated with the development of 
EM, such as infections (90%, particularly HSV and Mycoplasma pneu-
moniae), medication use, autoimmune disease, malignancy, immuniza-
tion, radiation, and menstruation [4]. Erythema multiforme can also be  
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an early cutaneous manifestation of a particular 
disease, such as Lyme disease [5], a multi-organ 
animal-borne disease, caused by spirochetes of 
Borrelia burgdorferi, which typically affect the 
skin, nervous system, musculoskeletal system and 
heart [6]. In our patient, a role of CMV infection 
seemed highly plausible, due to the temporal re-
lationship between the skin and mucosa lesions 
and the changes in the antibodies against CMV. 
Furthermore, our patient did not have any histo-
ry of other past infectious diseases or drug use, 
therefore ruling out the possibility of EM related to 
drugs or other infections. To our knowledge only 
some cases of EM associated with CMV infection 
are reported in children and in adults [7] and one 
case in a newborn [2]. In HSV-associated EM, the 
findings are thought to result from a cell-mediat-
ed immune reaction against viral antigen-positive 
cells that contain the HSV DNA polymerase gene.  
A number of subjects with EM is genetically predis-
posed to develop EM. A study [8] revealed the role 
of the HLADQB1*0301 allele, which is important 
particularly for patients with HSV-associated EM. 
However, the diagnosis of EM is a clinical one [9].  

The severity of EM and mucosal disease varies 
between patients. For this reason, management 
should be personalized for each patient. Mild cu-
taneous EM can be treated primarily with a goal 
of achieving symptomatic improvement. Hospi-
talization is necessary in the presence of severe 
mucosal disease that produces poor oral intake 
and subsequent fluid and electrolyte imbalance 
[4]. Some clinical evidence suggest treating mi-
nor EM with topical steroids. The use of systemic 
steroids for EM major remains controversial, as 
there is evidence both for and against treatment, 
and no randomized controlled trials have been 
performed [10]. Other studies are necessary to 
determine the effectiveness of these therapeutic 
approaches. This case report provides a rare clin-
icopathological correlation in pediatric age, be-
cause although already but rarely reported in the 
literature, it highlights the need to consider CMV 
infection as a potential cause of EM in patients 
without a history of other infections (particularly 
HSV and Mycoplasma pneumoniae), drug intake or 
other causes (autoimmune disease, malignancy, 
immunization, radiation). It can be useful in the 

Figure 1. The erythematous and vesiculo-bullous lesions on the face (A), numerous injuries in the oral cavity (B) 
and lesions on the hands (C)
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future to estimate the incidence of the various 
pathogenic agents that can cause EM, and it also 
provides significant images of this serious disease 
that can help clinicians in diagnosis. On the other 
hand, it provides another experience in the use of 
corticosteroids in these patients, supporting the 
usefulness of these drugs in children with EM.
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