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Herpes zoster - associated erythema multiforme
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Abstract

Background: Erythema multiforme is a cutaneous reaction that has only
rarely been described in varicella zoster virus infection.

Main observations: We describe a 76-year old immunocompetent male pa-
tient with thoracic herpes zoster. While treated with oral brivudin he de-
veloped a widespread cutaneous erythema multiforme. The lesions completely
cleared with two weeks with systemic corticosteroids.

Conclusion: Varicella zoster infections are possible triggers of erythema mul-
tiforme and this is the oldest patient reported with such an association.
Brivudin itself has not been reported to induce erythema multiforme and is an
unlikely cause of disease in our patient.
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Introduction

Erythema multiforme is a skin condition considered to
be a hypersensitivity reaction to infections or drugs. It
consists of a polymorphous eruption of macules, papules,
and characteristic "target" lesions that are symmetrically
distributed with a propensity for the distal extremities.
There is minimal mucosal involvement.

Histopathologic characteristics include a lymphocytic in-
filtrate at the dermal-epidermal junction and around
dermal blood vessels, dermal edema, epidermal keratino-
cyte necrosis, and subepidermal bullae formation. Inflam-
matory infiltrates of EM have a high density of cell infilt-
rate rich in T-lymphocytes.

The incidence of EM has been estimated to be between
0.01 and 1%. EM usually is not associated with any mor-
tality. Most cases are self-limited and resolve without
sequelae in 2-4 weeks. EM affects males more often than
females, with a ratio ranging from 3:2 to 2:1. All ages are
affected, with a peak incidence in the second through
fourth decades of life. This condition is rare in persons

younger than 3 years and older than 50 years. The onset
is sudden with rapidly progressive, symmetrical, and cu-
taneous and / or mucocutaneous lesions, with concentric
colour changes in some or all lesions. Pruritus is generally
absent. The major causative factors are herpes simplex
(HSV) infection and drugs.1

A patient with EM associated with herpes zoster virus
(VZV) infection will be described.

Case report

A 76-year old imunocompentent male developed
herpes zoster thoracicus. The patient had no history of
other diseases (also no HSV infection) or medications. He
was treated with oral 125 mg brivudin (Zostex®) once
daily for 7 days according to German guidelines for
herpes zoster treatment.2

During this period herpes zoster improved but a multi-
form, partly vesiculous, non-pruritic exanthematous rash de-
veloped (Figs. 1 and 2). There was no mucosal involvement.
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We took a skin biopsy that revealed the typical histopatho-
logic findings of EM (Fig. 3), with high density lymphocytic
infiltrates and epidermal necrosis of the basal layer.

Figure 1

Herpes zoster thoracicus with multiform erythematous lesions.

Figure 2

vesiculation.

Erythema multiforme: detail shows targetoid lesions with some

Figure 3

Histopathology of multiform erythema showing with high
density lymphocytic infiltrates and epidermal necrosis of the
basal layer (HE, x20).

Because of the widespread cutaneous lesions we star-
ted corticosteroid therapy, beginning with 100 mg pred-
nisolone intravenously per day. The dosage was tapered
down after partial response and the application was
switched to oral tablets. EM showed a complete clearing
within two weeks.

Discussion

Varicella zoster -associated EM is a rare occasion. In re-
cent years 7 patients including two children have been de-
scribed.345 Some cases had vesicobullous EM lesions. At
least in one patient anti-viral therapy with acyclovir might
have been responsible for EM eruption.> Only three adult
patients have been identified with herpes zoster followed
by EM (Table 1).

It has been suggested that soluble factors of T-cells
may be responsible for epidermal detachment and
vesicobullous eruptions in both viral lesions and EM.
Identified factors involved in pathophysiology of EM-le-
sions are perforin, thymus- and activation-regulated
chemokine (TARC), IL-12 and soluble Fas - ligand among
others.6/7

Table 1. Overview of published cases of herpes zoster-associated erythema multiforme.

Patient

Caucasian male
Caucasian male
Caucasian female
Japanese male
Caucasian male

Age
(years)

35
22
20
49
76

Zoster
type

thoracic
thoracic
thoracic
cervical
thoracic

Zoster
treatment

oral acyclovir

oral acyclovir

oral acyclovir
intravenous acyclovir
oral brivudin

Mucous | Conjunctivitis | Bullae | Delay in | Reference
membranes days after
zoster
+ + 10 3
- + 14 3
- - + 14 3
- - + 14 5
- - + 6 present
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Remarkable that our patient: 1) does not belong to the
preferred age group of zoster-induced erythema multi-
forme and 2) no other case treated with brivudin has yet
been described. This drug may me theoretically the indu-
cing factor for EM, however the course of EM in our pa-
tient suggests a closer relationship to virus-induced im-
mune alterations than to antiviral drug use.8 Although
mild cases do not need treatment, we decided in this par-
ticular patient to use systemic corticosteroids because of
widespread cutaneous involvement.

In conclusion, varicella-zoster virus infections have to
be considered as possible trigger of erythema multiforme
eruptions.
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