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An Infant with Erythema Multiform: A Case Report
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Abstract

Erythema Multiform (EM) is a rare disease in infancy. We present an infant
with EM who was first considered to have immunodeficiency or a serious
infectious disease because of the strange appearance of the cutaneous lesions
at presentation. Erythema multiform (EM) is a muco-cutaneous hypersensitivity
reaction that appears acutely but is self-limiting, and it is triggered by infections,
drugs, immune conditions and food additives. Twenty percentof EM cases happen
in children. It is important for the clinicians to be familiar with the presentation of
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lesions

this disease to avoid unnecessary work-ups and mismanagement.
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Introduction

Erythema multiform (EM) is a mucocutaneous hypersensitivity
reaction that appears acutely but is self-limiting, and it is triggered by
infections, drugs, immune conditions and food additives. 20 percent
of EM cases happen in children [1]. Herpes simplex virus (HSV) is
the most common etiology of EM and HSV infection is the trigger
of almost all of the recurrent EM cases which is frequently associated
with sun exposure [2].

EM is presented as target-like lesions, distributed acrally,
sometimes with oral, genital, mucosal and eye lesions. If mucosal
tissues are involved, it is called EM major, and in EM minor, no
mucosal involvement is seen [3]. The common presentation of the
disease with the other prevalent illnesses make the diagnosis difficult
for the clinicians and misdiagnosis and mismanagement (as happened
in this case) may happen if they are not familiar with EM.

Case Presentation

A 75- day-old boy was brought to the emergency clinic, presented
with bullous lesions in face (Figure 1), papules and erythema on
genitalia (Figure 2), and bullae and aphthous like lesions in the lips
(Figure 1). The mucosa of eyes was not involved.

The lesions appeared about 10 days ago as papulovesicular rash,
firstly on face and then on the back of the hands, the lesions changed
to bulla gradually and enlarged, the base of the lesions changed to
red-purple color in a few days, the bulls’ roof ruptured and a scar with
well-defined edge, hemorrhagic base and necrotic center remained
(Figure 1), he also had popular lesions on the back of the hands
(Figure 3).

He had had occasionallylow grade fever in the recent days, but
he didn’t have poor feeding or lethargy. About one week before
of having the skin lesions, he had mild upper viral respiratory
symptoms such as, mild fever, runny nose and coryza and received
amoxicillin and diphenhydramine. His last vaccination was at birth
time which he had received Hepatitis B, oral Poliomyelitis, and BCG
(BacilleCalmette-Guerin).

In the previous medical visits, he had received cephalexin, with
the impression of impetigo, without any improvement. Tzanksmear,

Figure 1: Facial lesions with a well-defined edge, hemorrhagic base and
necrotic center.

Figure 2: Papules and erythema on genitalia.

HSV Antigen 1 and 2 test of the lesion, and VDRL test were negative.
Erythrocyte sediment rate was 15mm/hour and white blood cells
were 12200/milliliter, with lymphocyte predominance.

In the first assessment in CMC, he wasn’t ill-appeared but was
restless. Vital signs were as follows: respiratory rate=40 breaths per
minute, pulse rate=142 beats per minute, and temperature=36.7
centigrade degrees. The anthropometric measures were on the 50"
percentile. He was transferred to the Immunology ward. The liver
and kidney function tests, coagulation assessment, blood and urine
cultures reported normal. Immunoglobulins levels, NBT, flow-
cytometry of CD markers (CD3, CD16-56, CD19, CD20, CD4, and
CD8) have also been assessed and were normal. Blood and urine
bacterial and fungal cultures were negative for infections. C-reactive
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Figure 3: Popular lesions on the back of his hands.

Figure 4: Erythema multiform, with high density of necrotic tissues that can
be suggestive of some degree of Toxic Epidermal Necrolysis (TEN) and
without any viral inclusions.

protein (CRP) was 5.2 milligram per liter (mg/l) (reference range
up to 6mg/l) and erythrocyte sediment rate (ESR) was 15 milliliter
per hour (ml/h) (reference range up to 10ml/h). The complete blood
cells test reported as follows: white blood cells=14630/milliliter,
neutrophil=22.7%, lymphocyte=68.5%, hemoglobin=9.7 gram per
deciliter, platelet=522000/milliliter.

During the hospitalization period (about 17 days after beginning
of the illness) the popular lesions of the hand changed to vesicles and
ruptured and crusted papules remained and healed gradually. He had
also afflicted by oral candida lesions of mouth that treated by local
nystatin.

Dermatologistconsultantsuggestedarangeofdifferentialdiagnosis
from bullous viral infectious lesions (Echovirus, Coxsackievirus,
and varicella), erythema multiform following previous viral disease,
idiopathic, autoimmune bullous disease, congenital bullous lupus
and leukocytoclasticvasculitis and recommended to perform a skin
biopsy, starting acyclovir for varicella, assessing lupus serology and
antiphospholipid antibody in blood. Only the antiphospholipid
antibody serology (IgM and IgG) was checked and reported normal.

Skin biopsy was performed (Figure 4) and the result was Erythema
Multiform, with high density of necrotic tissues that can be suggestive
of some degree of Toxic Epidermal Necrolysis (TEN) and without
any viral inclusions.

Discussion

The initial lesion of erythema multiform usually appears as
round, erythematous plaques with edema that are similar to insect

bites or popular utricaria [3]. The skin lesions are most common
between the ages of 10 and 40-year-old. Cutaneous eruption is usually
asymptomatic but sometimes a burning sensation or itching is
present. Symmetric skin lesion most common on the extensor surface
of the upper limbs with abrupt onset is characteristic. Skin eruptions
are relatively scant on the legs, trunks and face. Palms and soles can
also be involved. The initial lesion often appears as red macules or
urticarial plaques [2]. Lesions in mouth are often erythematous
macules on the lips and oral mucosa that change to epithelial
necrosis, bullae, ulceration and maybe with bloody encrustation on
the lips [1]. Oral lesion more commonly occur on the buccal mucosa
and vermilion border of the lips. Skin eruptions often resolve in about
2 weeks without sequelae. EM doesn’t progress to Steven Johnson
Syndrome [2].

Rarely, involvement of mucosal membrane without cutaneous
lesion occurs. Oral mucosa is the most common involved mucosal
membrane [3].

Prodromal symptoms such as malaise, fever and myalgia are not
prominent in most cases of EM, but may occur a week or more before
the onset of EM and are common in EM with mucosal involvement

[3].

Some of the causes of EM include: HSV, mycoplasma pneumonia,
non steroid anti-inflammatory agents (NSAIDs), sulfonamides,
antiepileptics, and antibiotics. Recurrent EM causes are; HSV,
mycoplasma pneumonia, hepatitis C virus, vulvovaginal candidiasis,
complex aphthous, polymorphous light eruption, menstruation and
benzoic acid (food additive) digestion, and causes of continuous
episodes of EM include; HSV, Epstein-Barr virus, influenza virus,
inflammatory bowel disease and malignancy [3].

Mycoplasma pneumonia infection can present with several skin
manifestations such as exanthematous skin eruption, erythema
nodosum, utricaria, Stevens-Johnson syndrome (SJS), Bullous EM,
Thrombotic Thrombocytopenic Purpura, Kawasaki disease and
Urticarial vasculitis [4].

The mechanism of EM is partly due to type 4 hypersensitivity
immune response, which is mediated through T cell lymphocytes [5].

EM is very rare in infancy. In a case report, a male preterm
neonate, born at 35 weeks and 6 days of gestational age, afflicted by
several annular, erythematous patches with target lesion, figure over
the body at the 36" day of age (corrected age was 7" day), and BCG
and Hepatitis B vaccination were the only known triggering factors
and was treated with intravenous methyl prednisolone [6].

EM has a wide range of differential diagnosis like: Stevens-
Johnson syndrome, Sweet’s syndrome, utricaria, bullous pemphigoid,
paraneoplastic pemphigus, Rowell’s syndrome (cutaneous lupus
erythematous), cutaneous small vessel vasculitis and polymorphous
light eruption [3]. It has also been reported as a rare cutaneous
presentation of incomplete Kawazaki disease [7], following HPV
vaccination [8], following HBV vaccination [9], after ethanol
ingestion [10], after urinary tract infection with candida albicans
infection in a preterm neonate [11], and due to parainfluenza virus
in a newborn [12].

Diagnosis of EM 1is often clinical and cutaneous biopsy can
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confirm the diagnosis [9].

Topicalsteroidsin EM minor maybe helpfuland theadministration
of systemic corticosteroids in EM major is controversial [5].
Symptomatic comfort maybe provided by administration of systemic
antihistamine, topical emollients or NSAIDs, but the course of the
disease is not changed. The pain of severe mucosal disease can be
controlled by opioids [2]. In case of recurrent HSV-associated EM,
antiviral prophylaxis is required [3]. EM after vaccination is not a
contraindication for the subsequent vaccination [9].

In the case presented here, the first impression of the emergency
doctors were serious skin infection and immune deficiency, a
thorough viral and infectious investigation was not made, as the
patient’s general condition was fair and the lesion were not active
or oozing. The immunologist consultant suggested EM. EM is very
rare in infancy, so other diagnosis should always be kept in mind and
assessed for.

Infectious disease (in this case viral upper respiratory one) and
the medication (amoxicillin) he had received could be responsible for
this case of EM. However it could have a frightening appearance the
course is usually self limited and benign. Our patient didn’t receive
any medication other than cutaneous emollients, wound care and
nystatin for oral thrush.
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