Clinical

Management of

Erythema Multiforme
in the Urgent Care Setting

Urgent message: With the increasing use of medications, especially
antibiotics, more and more patients are presenting to urgent care with
erythema multiforme. Correct diagnosis and identification of the under-
lying cause can result in rapid clinical resolution of the lesions.

Shailendra Kapoor, MD

Introduction However, the recent ten-
escriptions of erythema dency has been to categorize
multiforme (EM) first ap- SJS and TEN in a different
peared in the work of Al- category from EM.! §JS and

bert and Bazin in 1822,

but it was not until 1866
that von Hebra categorized
these erythematous eruptions
and labeled them “erythema
exudativum multiforme.” To-
day, we know that EM is more
common in younger adults,
especially men.

There are two types of EM:
EM minor and EM major. EM
minor comprises nearly 70%
of the cases. Most cases of EM
minor resolve in one to three
weeks, while EM major
might take three to six weeks thought to be caused by vi-
to resolve. Recurrences are ral, bacterial, or chemical
more commonly seen in EM triggers that initiate a hyper-
minor, but are rare in EM major. Traditionally, Stevens-  sensitivity reaction. It may represent a type Ill immune
Johnson syndrome (§JS) and toxic epidermal necrolysis ~ complex-mediated hypersensitivity reaction, with a
(TEN) were included in the same spectrum as EM. portion of the pathology arising from a type IV de-

TEN wusually involve the
torso, and the Nikolsky’s sign
is usually positive; in EM, the
torso is usually spared and
the Nikolsky’s sign is usually
negative.” The body surface
area involved in TEN is
greater than 30%, while in
SJS and EM less than 10% of
body area is involved.

Etiology and Pathogenesis

Even though the exact
pathogenesis of EM is not
completely understood, it is
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layed hypersensitivity reaction. A majority of the pa-
tients with EM have deposits of complement 3,
immunoglobulin M, and fibrin around the dermal
blood vessels.

In early stages, a lymphocytic infiltrate is character-
istically seen at the dermo-epidermal junction. The
pathognomic finding in later stages is dermal edema
along with lymphocytic infiltration (predominantly
CD-4 cells) accompanied by epidermal necrosis (which
may involve the entire epidermal thickness but is usu-
ally predominant in the stratum basale). Satellite cell
necrosis (i.e., lymphocytes surrounding necrotic ker-
atinocytes) is another characteristic histological feature.
Studies have shown that individuals with HLA-DQB1
are especially susceptible to the disease; HLA-B62, HLA-
B35, and HLA-DQ3 are commonly seen in patients with
recurrent EM.

Many different etiologies have been proposed in the
pathogenesis of EM. Currently, herpes simplex virus
(HSV) is thought to be the trigger in nearly 100% of
cases of EM minor and nearly 50% of cases of EM ma-
jor.34 Other viral causes include adenovirus, hepatitis,
coxsackievirus, and echoviruses. Mycoplasma pneumo-
niae infection is the most common bacterial trigger.>
Other bacterial causes include pneumococcus, Proteus,
Neisseria, and Salmonella.

Drugs, especially sulfonamides, have been implicated
in EM major. Some of the other drugs commonly impli-
cated include NSAIDs, aspirin, barbiturates, phenytoin,
and penicillin. (See Table 1.) Often, the etiology remains
unknown.

TABLE 1.

Medications Usually Associated with Erythema Multiforme

Clinical Diagnosis

Symptoms

Most patients with EM minor present with new-onset
mucocutaneous lesions which are usually symmetri-
cal and rapidly progressing in nature. These lesions
may be pruritic or may be associated with a burning
sensation.

Skin involvement in EM major is usually preceded by
prodromal symptoms such as fatigue, fever, headaches,
and myalgias. These symptoms can appear up to two
weeks prior to the mucocutaneous manifestations. Oral
mucosal involvement may lead to difficulty in drinking
and eating. Ocular involvement may lead to complaints
of redness, discharge and ocular pain.

Signs

The initial skin lesion is an erythematous macule or
papule, usually less than 3 cm. The hallmark of EM is a
typical “target” or “iris” or “bull’s eye” lesion which con-
sists of a dusky red center surrounded by an intermedi-
ate pale and edematous ring® (Figure 1). The periphery
of the lesion gradually becomes violaceous giving rise to
a concentric appearance. The greatest damage occurs at
the center, with the peripheral rings showing lesser
damage. Atypical “target” lesions consist of two rings in-
stead of the usual three rings. These lesions are usually
symmetrical and usually involve the palms, extensor
surfaces of extremities, backs of hand, and feet, face, and
neck. Involvement of the palms and soles is a character-
istic feature of EM.

EM Minor

EM minor may be episodic or
recurrent and is usually self lim-
iting. Less than 10% of the

Antibiotics Anti-Epileptics Anti-Tuberculosis body surface area (BSA) is in-
Sulfprquldes Barblturates. Is.on|a2|.d. volved in EM minor. Typically,
Penicillins Carbamazepine Rifampicin . T :

I~ i RN Nikolsky’s sign is negative. Le-
Amoxicillin Phenytoin Pyrazinamide ) last f N K
Ampicillin Valproic acid sions last qr onetot r'eewee S
Cephalexin Anti-Cancer and heal without scarring.
Minocycline Antihypertensives Thiouracil
Ciprofloxacin Hydralazine Dideoxycytidine EM Major

Nifedipine Didanosine Less than 10% of the body sur-

Antifungals Verapamil Methotrexate face area (BSA) is involved in

Fluconazole EM major. Nikolsky’s sign is
Griseofulvin Analgesics Vaccines' . J L . 1 y R gh

NSAIDS BCG nege?tlve. esions ast. or t. ree

ASA DT to six weeks. The skin lesions

OPV are more severe, confluent, and
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vesiculo-bullous compared with
EM minor. Mucosal lesions are

WWWw.jucm.com



MANAGEMENT OF ERYTHEMA MULTIFORME IN THE URGENT CARE SETTING

FIGURE 1.
Typical target lesions of erythema multiforme.
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Source:Elena Pope, Bernice R. Krafchik In Atlas of Pediatrics: Pediatrics.
Edited by Ronald M. Laxer, Elizabeth Lee N. Ford-Jones, Jeremy N. Fried-
man, J. Ted Gerstle. Current Medicine, Inc. 2000.

TABLE 2.
Differential Diagnosis of Erythema
Multiforme

Kawasaki disease
Apthous ulcers

Behcet’s syndrome
Herpes simplex

Pemphigus Viral exanthems
Drug eruptions Dermatitis
Urticaria herpetiformis
Stevens-Johnson

syndrome

seen in 40% to 60% of EM major cases. At least two mu-
cosal surfaces must be involved to make a diagnosis of
EM major. Mucosal involvement usually involves the
lips and buccal mucosa and may present as bullae, ul-
cerations with or without a pseudomembrane, or hy-
perkeratotic plaques interspersed with erythematous
changes.” Ocular involvement may present as redness,
discharge, swelling, corneal ulcers, anterior uveitis, and
panophthalmitis. Usually, patients with EM major also
have fever and generalized lymphadenopathy. Rarely,
the genitourinary, gastrointestinal, and respiratory tracts
may be involved.

Laboratory Tests
Usually, no laboratory tests are required for diagnosing

14 JUCMThe Journal of Urgent Care Medicine | May 2007

EM minor. In EM major, elevated white blood cell
counts, elevated erythrocyte sedimentation rate, and el-
evated acute phase reactants may occur. In severe cases,
a basic metabolic panel and blood, skin, and mucosal
cultures should be ordered to rule out renal involve-
ment, electrolyte imbalances, and secondary infections.

In patients in whom the diagnosis is uncertain, punch
biopsy of the skin lesions should be performed. In early
stages, a lymphocytic infiltrate is seen at the dermo-
epidermal junction; later stages are characterized by
dermal lymphocytic infiltrates, epidermal necrosis, and
satellite cell necrosis.

Complications

Most cases of EM minor resolve without any complica-
tions. Some of the complications that might occur in-
clude hyperpigmentation, hypopigmentation, or sec-
ondary bacterial infection. EM major is more likely to
be associated with complications, especially in immuno-
compromised patients. Corneal ulcers, corneal opacities,
anterior uveitis, panophthalmitis, conjunctival scar-
ring, and blindness have been reported with ocular in-
volvement. Severe systemic disease can lead to dehydra-
tion and electrolyte imbalances. Rarely, scarring may
lead to stricture formation in bronchi, esophagus, ure-
thra, and vagina. Besides the above-mentioned compli-
cations, myocarditis, nephritis, and respiratory failure
can also occur rarely.

Differential Diagnosis

The differential diagnosis includes herpes simplex,
which usually presents with predominantly vesicular le-
sions and other dermatological conditions which might
resemble EM, such as dermatitis herpetiformis, urticaria,
drug eruptions, pemphigus, and Behget’s syndrome
(Table 2). Behcet’s syndrome manifests as recurrent
aphthous ulcers, genital ulcerations, and uveitis.

Systemic diseases that may present with similar le-
sions include viral exanthems, septicemia, Kawasaki
disease, and serum sickness.

EM may also occur in patients with tuberculosis; in
such a case, chest x-rays are helpful in establishing the
diagnosis. Target lesions may also be seen in Lyme
disease. However, the target lesions in Lyme disease are
usually limited to the site of the tick bite.

In questionable cases, punch-skin biopsies are
diagnostic.

Treatment
Treatment for EM minor and EM major is basically sim-

WWWw.jucm.com



MANAGEMENT OF ERYTHEMA MULTIFORME IN THE URGENT CARE SETTING

ilar (Table 3). However, oral and ocular
care may be an additional necessity if mu-
cous membranes are involved in EM major.

An emergency dermatologic consulta-
tion is indicated if it is unclear whether a
patient has TEN, SJS, or EM. A dermato-

TABLE 3.

Type of Erythema

Multiforme

Treatment of Patients with Erythema Multiforme

Management

logic consultation, and possibly a subse- EM minor W Treatment of underlying cause

quent skin biopsy, may also be necessary. : \SNI;:]dtrc?r\glz'lcigftra:azcr;aeunsta—tlve drugs
The underlying cause, if identified, a?/]tir?i staminic, analgesic

should be treated. If a medication is sus- m Topical steroids

pected, then it should be discontinued. ® Burow solution dressings

Generally, mild cases are not treated. Symp-

tomatic treatment involving oral antihist- EM major ® Treatment of underlying cause

amines and analgesics is usually affective. W Withdrawal of any causative drugs
Patients with mild symptoms are usu- ® Symptomatic treatment .

ally treated as outpatients. W Burow solution dressings for severe skin

lesions

Patients with severe cases should be ad-
mitted to a burn unit. Dehydration may
also be severe. The clinician should be
vigilant in monitoring electrolyte imbal-
ances. Antibiotics may be necessary if sec-
ondary infection of lesions is suspected.

Skin Care

In mild cases, cold compresses and topical
steroids can be used. Severe skin lesions
should be treated as heat burns; 5% alu-
minum subacetate (Domeboro) solutions
should be used and nonadherent dress-
ings should be applied.

B Xylocaine and diphenydramine elixir
for oral ulcers

B Consider dermatology consultation

B Consider ophthalmology consultation
if eyes involved

B Consider medicine consult if systemic
organ involvement

B Liquid diet

B |ntravenous fluid therapy and electrolyte
replacement

B Antibiotics if secondary infection suspected

B Acyclovir 400 mg bid x 10 days or children
10 mg/kg/day for recurrences

B Consider systemic steroid use

Oral Care

Viscous lidocaine or lidocaine gel can be used for pain re-
lief in oral lesions. Diphenhydramine elixir may also be use-
ful for oral lesions. Antibiotics may be necessary if second-
ary infections are suspected. A bland liquid diet may be
necessary if eating and drinking are compromised by pain.

Systemic Steroids

Systemic corticosteroids may be considered in severe
cases, though their use remains controversial. A one- to
three-week course of prednisone is usually used. Pred-
nisone (40 mg/day to 80 mg/day) is continued until
control is achieved and is then tapered rapidly over a
week.3? Treatment with prednisone may be successful
in aborting a recurrence.

Antivirals

Acyclovir may be considered for prophylaxis for patients
with more than five episodes per year. Doses are 400 mg
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twice a day, usually for six months. In children, a dose
of 10 mg/kg/day is used. Herpes-associated EM is not
prevented if oral acyclovir is administered after a herpes
simplex recurrence is evident, and it is of no value after
EM has occurred. Famciclovir and valacyclovir may be
considered in patients resistant to acyclovir.

Alternative Treatments

If all the above treatments fail, thalidomide (100 mg/day),
cyclosporine,'® immunoglobulins (0.75 g/kg/d for four
days),!! azathioprine (100 to 150 mg/day), dapsone (100
to 150 mg/day),'? or interferon alpha'? can be tried.

Summary

Erythema multiforme is a hypersensitivity reaction usu-
ally occurring one to two weeks after exposure to a
drug or antigenic stimulus. Typically, it presents as a
symmetrical, expanding, erythematous, maculopapular
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rash usually affecting the palms and the acral extensor
surfaces. The typical lesion is described as the “target”
or “iris” or “bull’s eye” lesion. The spectrum of the dis-
ease ranges from EM minor, which is characterized by
skin involvement usually sparing mucosa, to EM major,
in which the lesions are larger and more confluent and
the mucosa are usually involved. Most mild cases of ery-
thema multiforme resolve without treatment; however,
more severe cases may require hospital admission.!* |
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TAKE-HOME POINTS

B The hallmark of erythema multiforme is the “target”
or “iris” lesion.

B Antibiotics such as sulfonamides and penicillins are
common cause of erythema multiforme.

B Treatment of erythema multiforme involves treat-
ment of underlying cause and withdrawal of any
causative drugs.

B Acyclovir may be considered for prophylaxis for pa-
tients with more than five episodes per year.

Y
CaeNow

For your career For your life

16 JUCMThe Journal of Urgent Care Medicine | May 2007

« Enjoy your work, still have time to enjoy your life
e Full-time, part-time, moonlighting

« $10,000 sign-on bonus for full-time

* New centers opening throughout the D-FW area
¢ Quality lifestyle

» Great stability

» Practice medicine, not run a business

At CareNow, we offer you the benefits of a career in
medicine without the private practice hassles or hospital
headaches.

Full-time physicians work about 40 hours a week and receive
competitive salary, generous bonuses, a complete benefits
package and ample vacation time. They also benefit from
excellent support and an established work environment. We
offer relocation assistance, too.

Plus, CareNow is opening new centers throughout the
Dallas-Fort Worth area, creating great opportunities for full
and part time physicians like you.

We hire family practice, emergency medicine and internal
medicine physicians who have a Texas license.

Phone: 972-906-8124
Fax: 972-745-0323
Email: doctorpositions@carenow.com
Website: carenow.com

WWWw.jucm.com



