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Abstract

Erythema multiforme (EM) is an acute self-limiting disease that is characterized by target-like lesions and may exhibit
cutaneous and mucosal involvement. It is known to be caused most commonly by infections, although several factors have
been impeached for etiology. In this manuscript, a case of EM caused by cytomegalovirus (CMV) infection, which is a rare agent
in etiology, is reported. In the literature, immunocompetent children with CMV infection are known to not admit commonly
with cutaneous symptoms. Pediatric CMV infection usually is asymptomatic, although it may also lead to different clinical

manifestations. CMV infection should be considered in determining the etiology of EM.

Keywords: Child; Cytomegalovirus Infection; Erythema Multiforme

Abbreviations: EM: Erythema multiforme; EBV: Epstein and parasites [2-4].

Barr virus; CMV: Cytomegalovirus; HSV: Herpes Simplex
Virus. Target lesions, the characteristic cutaneous sign, are

lesions composed of an erythematosus external layer, with
a pale periphery and a dark red-purple center, although
their morphology is extremely variable. It may manifest as
an erythematous macule, papule, vesicle, bulla or urticarial
plaques. It is characterized by acute symmetrical rashes

Introduction

Erythema multiforme (EM) is a mucocutaneous
disease that is self-limiting, usually includes infections and

medications in its etiology, and is characterized by target-like
lesions [1]. Infections account for approximately 90% of the
cases and the most commonly identified microorganism is
herpes simplex virus (HSV). Other infectious agents involved
in the etiology include Mycoplasma pneumoniae, Group A
Streptococcus, Mycobacterium tuberculosis, Hepatitis A, B
and C viruses, human immunodeficiency virus, Epstein-Barr
virus (EBV), Cytomegalovirus (CMV), enteroviruses, fungi,
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which usually begin from the extensor surfaces of the upper
extremities and may spread to other parts of the body, which
may be accompanied by burning and itching sensation, and
may involve mucosal involvements [5].

In the literature, it has been reported that

immunocompetent children rarely present with cutaneous
symptoms. In this manuscript, a case diagnosed with EM
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caused by CMV infection, which is a rare agent in etiology,
is reported to make clinicians have its characteristic
appearance in their minds.

Case Report

A 1-year-old male patient was admitted with an
erythematous pruritic rash which had begun from his face
one day before and spread to the arms, legs, and trunk.
The patient without history of similar complaints, known
systemic disease, recent vaccination or allergy was found
to have been hospitalized shortly for febrile seizures
and treated with ceftriaxone for three days ten days ago.
Physical examination of the patient with insignificant
family history revealed that his general condition was fine
and the vital signs were stable. The patient had widespread,
multiple, erythematosus target-like lesions 2-10 mm in
diameter all over the body (Figures 1-3). He had no mucosal
lesion. The laboratory work-up results were determined
to be as follows: Hemoglobin: 9 g/dl, leukocytes: 12.000/
mm3, and platelets: 684.000/mm3. Liver-kidney function
and coagulation tests were normal. C-reactive protein was
5.8 mg/L and procalcitonin 0.09 mcg/L. The patient had
normal sedimentation rate, complement-immunoglobulin
levels, and ANA profile. Anti-CMV IgM was found to be
positive with 1.01 in the patient with negative serological
tests for Mycoplasma pneumonia, HSV, Parvovirus B19,
EBV, Hepatitis A, B, C viruses, and adenovirus.Our patient
was monitored for symptoms for 5 days while on 1 mg/
kg/day of systemic metylprednisolone, 4 mg/kg/day of
pheniramine, and 0.5 mg/kg/day of cetirizine. During
the follow-up, time-to-time aggravations and alleviations
in rashes were observed, with a significant remission of
rashes within approximately 10 days. Given these findings,
the patient was thought to develop EM caused by the CMV
infection he was having.

Figure 1: Target lesions on face and trunk.
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Figure 2: Targetlesions observed in the flexor and extensor
parts of the upper extremity.

Figure 3: Target lesions consisting of a red-purple center
on the lower extremity.

Discussion

Erythema multiforme (EM) is an immune-mediated
disease characterized by acute, target-like skin lesions [6].
In EM minor, single mucosal ulceration is characterized by
typical target lesions, whereas multiple ulcerations in the
mucous membranes accompanying cutaneous target lesions
in EM major [7].

The target lesions are characteristic lesions, though
they may not always be present [8]. In EM, both cutaneous
and mucosal lesions are usually present simultaneously.
Furthermore, it may present with cutaneous lesions or
mucous membrane involvement alone [9]. Cutaneous
lesions usually begin symmetrically from extensor surfaces
of the extremities and then spread [2]. In atypical cases, it
may also involve the face, neck, palm soles, flexor surfaces
of the extremities, or the trunk [8]. In our patient, there
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were cutaneous lesions alone without mucosal involvement.
Target-like lesions were widespread all over the body. These
lesions had begun on the face and then spread to other parts
of the body. The rashes were observed predominantly on the
flexor and extensor surfaces of the extremities.

The pathophysiology of EM has not been clearly
understood; however, a keratinocyte injury induced by a cell-
mediated immune response against an antigenic stimulus
is being thought of. The released cytokines may lead to
epidermal cell injury. The microscopic findings include the
presence of dermo-epidermal lymphocyte infiltration and
dyskeratotic keratinocytes [5]. Although the etiology cannot
be clearly determined in some cases, infections, medications,
and malignancies have been reported as the triggering
factors in others [10].

EM isareactive dermatosis, the etiology of which involves
HSV and other infections, rather than drugs [11]. Phenytoin,
Phenobarbital, carbamazepine, lamotrigin and valproic
acid, among anticonvulsants, and many drugs, particularly
penicillins, sulphonamides, isoniazide, kinolons, cefaclor and
among antibiotics, have been found to be associated with
EM [12]. Drugs are thought to act as an hapten, adhering to
surface of keratinocytes and making them antigenic [13].

Since the patient had no rash after antibiotherapy
administered during hospitalization and had rashes later,
the rashes were not considered to be associated with
the medication used. The work-up ordered revealed no
pathology, but CMV infection, which was thought to cause
the rashes.

In immunocompetent children and adolescents, CMV
infections usually have an asymptomatic course. The
disease usually is self-limiting and, therefore, does not
require treatment mostly. However, it may present with
different clinical manifestations which may lead to severe
infections [14]. In the literature, a very limited number of
cases of EM caused by CMV infections have been reported in
immunocompetent individuals [15].0ur patient is known to
have no immune system concerns.

Although the laboratory findings in EM are usually
normal, elevated levels of erythrocyte sedimentation rate,
leukocyte count, acute phase reactants, and liver function
tests may be observed in some severe cases [16]. The
diagnosis of EM usually is established based on history and
clinical findings, although a skin biopsy might be performed,
when necessary, to confirm the diagnosis [6].

Our patient did not have a severe course, with the
laboratory findings being normal in consistence with the
literature. The diagnosis of our case was made based on
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history, physical examination and laboratory findings,
without obtaining a skin biopsy.

Erythema multiforme usually is self-limiting, with
healing within 2 weeks without any sequelae and supportive
careis provided [5]. Symptomatic treatment is recommended
for patients with skin-limited lesions or simple mucosal
involvement. Topical corticosteroids and oral antihistamines
are effective in eliminating the symptoms. Oral intake may be
diminished due to pain in patients with severe oral mucosal
involvement. These patients may require oral prednisone
treatment and, when necessary, hospitalization [6].

Treatment with systemic corticosteroids is still
controversial. However, steroid use has been shown to reduce
the symptoms and have favorable effects on the prevention
spreading of the lesions [17-20]. We administered systemic
methylprednisolone and antihistamine treatment for our
patient, and followed-up for symptoms. It was observed that,
during the follow-up, a favorable response was noted, and
that the rashes completely vanished within 2 weeks. During
this period, no sequelae were observed in our patient.

In conclusion, EM usually is a self-limiting disease,
although it may also lead to severe clinical manifestations.
In EM, the lesions usually heal within two weeks without
any sequelae, and the treatment is supportive care.
Antihistamines may provide symptomatic relief but
do not have an impact on the disease course. Except in
Mycoplasma pneumoniae and secondary bacterial infections,
antibiotherapy is unnecessary. Steroid treatment in EM is
controversial. Since its etiology has not yet been elucidated,
it should be remembered that, although rare, CMV infections
may be found in patients with suspected EM.
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