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Abstract
Erythema Multiforme (EM) is an acute, immune–mediated condition characterized by the appearance of
distinctive target like lesions on the skin. The lesions are often accompanied by erosions or bullae involving the oral,
genital and/or ocular mucosa. We report a case of Erythema Multiforme minor (EMm) who initially presented with a
non healing bleeding target like lesions over the upper lip and latter developed target lesions on both hands.
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Introduction
Erythema Multiforme (EM) is an acute, immune–mediated
condition characterized by the appearance of distinctive target like
lesions on the skin. It is characterized by acrally distributed, distinct target
like lesions with concentric color variation, sometimes accompanied
by oral, genital, or ocular mucosal erosions or a combination of these
[1]. Although EM is usually self-limiting, frequent episodes over the
course of years can lead to recurrent disease in a subset of patients [2].
EM minor (EMm) is without mucosal disease and EM Major (EMM)
involves mucosa.
Despite being often caused by, or at least associated with, infection
or drug therapy, the pathogenic mechanism of EM remains unclear,
and as a consequence there are no evidence-based, reliably effective
therapies. A variety of factors have been implicated in the pathogenesis
of EM. Herpes simplex virus being the most frequent precipitator
[3-5]. Other factors include Mycoplasma infection, medication use,
autoimmune disease, radiation, immunization, and menstruation.
We report a case of Erythema Multiforme minor (EMm) who
presented with a non healing target like lesion over his upper lip and
after a gap of about two weeks developed distinct lesions in both hands.
It can be a challenge for an internist to diagnose EMm presenting first
time with minimal skin manifestations.

Case
A 47 year old Kashmiri male presented with a black coin shaped
lesion over the upper lip in midline, of two weeks duration (Figure
1). The patient denied any history of fever, rigors, sweating, cough,
sputum production, diarrhea, loss of weight. He is married and has
no history of extra-marital relation or high risk sexual behavior. No
contact with a sick person or history of taking any medication. Other
than lesions on upper lip his general physical examination and systems

review was normal. He was prescribed topical antiviral (acyclovir) and
antibacterial medication with no benefit. Subsequently topical steroids
were prescribed and lesion showed no signs of healing. The lesions were
friable and would bleed, making one to consider other possibilities i.e.
malignancies, Sexually Transmitted Disease (STD), chronic infections
viz. tuberculosis. He had bleeding from excoriation of nasal mucosa.
Patient was apprehensive for none healing of lesions.
His initial investigations were CBC: hemoglobin 13 gm/dL, WBC
5.6×109, neutrophils 80%, lymphocytes 18%, monocytes 2%, Platelet
230×109, ESR 25 mm 1st hour. U&E: urea 22 mg/dL, creatinine 0.8 mg/
dL, Glucose 93 mg/dL, Biluribin 1 mg/dL, ALT 47 IU/L, AST 35IU/L.
Urinalysis: normal. Chest X Ray: Normal.
As we were contemplating biopsy from lip lesion he developed
target like lesions on both hands. He also complained of discomfort
in hands associated with pruritis and heat intolerance. The lesions
were present over palms as well as over back side of hands. They
were round erythematosus papules with a dusky central area, a dark
red inflammatory zone, and an erythematosus halo on the extreme
periphery of the lesion (Figures 2 and 3). The lesions were classical of
EMm and biopsy was not considered necessary now. He was treated
with oral prednisolone 1 mg/kg for ten days and the lesions disappeared
from lip as well as from hands. The healing was followed by peeling off
of skin from hands.

Discussion
EM has been classified into a number of variants, mainly minor and
major forms. EM minor (EMm) is mainly a cutaneous disease. Typical
and/or raised atypical target lesions are the hallmark. Disease involves
less than 10% of the body surface area. Lesions are often symmetrical
in distribution, with a predilection for the extensor surfaces of the
extremities. Mucosal involvement is uncommon, when present, only
one site is affected, most commonly the mouth. EM Major (EMM)
typically involves two or more mucous membranes with more variable
skin involvement. Symmetrically distributed typical cutaneous target
lesions and/or atypical raised target lesions are the hallmark. Oral
lesions are usually widespread and severe [6].
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Figure 1: Target like lesion over upper lip.
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bloody encrustations (Figure 1). Target lesions may be seen on the lip
but rarely on the intraoral mucosa [7]. Our patient had itching as well
as burning sensation in both hands which persisted after healing of
lesions. Although the skin lesions do not lead to scarring, a resultant
post-inflammatory hyper pigmentation may persist for months after
disease resolution [12]. Other mucosal surfaces including ocular,
nasal, pharyngeal, laryngeal, lower respiratory, and anogenital may be
involved.

Figure 2: Note the central blister, dark red inflammatory zone, surrounded
by pale ring of edema typical of erythema multiform.

Figure 3: Lesions over dorsum of hand.

EM is a disorder that reacts primarily to antigens that are induced
by exposure to microbes or drugs [7] and has been reported to be
triggered by numerous microbial agents, particularly viruses, mainly
Herpes Simplex Virus (HSV), which is implicated in up to 70% of
recurrent cases [8]. In one study, it has been reported that 71% of the
EMm/EMM attacks were precipitated by a preceding HSV infection
[9], particularly herpes labialis [10].
No specific objective markers or criteria are required for a diagnosis
of EM. The important clues to diagnosis continue to be the clinical
history and clinical findings. Pertinent components of the history
include: (i) an acute, self-limiting or episodic course (ii) signs and
symptoms of associated infections, such as HSV or M. pneumonia
infection and (iii) a history of the use of new medications. Clinical
clues to diagnosis include the presence of target lesions, raised atypical
papules or mucosal involvement, or a combination of these. Laboratory
studies and skin biopsies are not required in all cases of EM [11]. As in
our case we cancelled the skin biopsy, when classical lesions appeared.
However, laboratory evaluation and histopathology may assist in
confirming the diagnosis, determining the inciting factor and ruling
out other diseases in the differential diagnosis.
Classic EM is a self-limiting skin disease. However, some patients
have frequent episodes over years (recurrent EM) and, rarely, others
may have continuous uninterrupted disease (persistent EM). The
lesions of EM typically appear over 3-5 days and resolve over 1-2
weeks [4,12]. The period from disease onset to resolution is <4 weeks.
However, in severe cases of EM with mucosal involvement, resolution
may require up to six weeks [4,12]. Itching and burning of skin,
swelling of hands and feet, pain caused by mucosal erosions, and poor
oral and fluid intake are important causes of morbidity in EM [4].
The lips tend to become swollen and show diagnostically distinctive
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The management of EM can be difficult. An important element
in EM treatment is the discontinuation of all inciting factors. In
addition, disease management depends on other factors, such as the
presence of mucosal disease, the development of recurrent disease and
overall disease severity. Antiviral agents may be indicated in herpes
associated EM, and a 5 day course of acyclovir 200 mg five times daily
at the first sign of lesions, or 400 mg four times daily for 6 months, or
continuous treatment using valacyclovir, 500 mg twice a day, is useful
for prophylaxis [13]. In cases of Mycoplasma pneumonia infection,
appropriate antibiotic therapy should be considered if the patient is
symptomatic [14]. Tetracycline 250 mg four times a day for at least 1
week may be indicated in EM related to Mycoplasma pneumonia.
Corticosteroids are the most commonly used drugs in the
management of EM, despite the lack of evidence. EM may respond
to topical corticosteroids. Our patient’s lip lesion which was initially
treated empirically with week corticoid hydrocortisone for one week
did not respond. Patients with EMM should be treated with systemic
corticosteroids (prednisolone 0.5-1.0 mg/kg/day tapered over 7-10
days) or azathioprine, or both or other immunomodulatory drugs such
as cyclophosphamide, dapsone, cyclosporine, levamisole, thalidomide
or interferon-a [15]. Cyclosporine given intermittently may control
recurrent EM [9]. The lesions over lip and hands responded well to oral
prednisolone at 1 mg/kg/day for ten days period in our case. He also
needed antihistamines for uncomfortable itching of hands.

Conclusion
It can be quite frustrating both for physician and patient when a
lesion over lip is not responding to usual topical treatment like antiviral,
steroid, antibiotics, for possible common etiologies at this site. However
diagnosis and treatment gets much clear when the classical lesions
appear over the extremities such as hands and extensor surface of arms.
It requires high degree of suspicion and knowledge about usual course
of Erythema Multiforme presenting first time.
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