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Erythema multiforme secondary to primary varicella infection in 
an adult: a case report
Eritema multiforme secundário a primo-infecção por varicela num adulto: relato de um 
caso
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CASE REPORT

Abstract

Erythema multiforme (EM) is an acute mucocutaneous hypersensitivity reaction, most commonly triggered by herpes simplex 
virus. Varicella-zoster virus is a rare precipitant, with primary varicella-associated EM being exceptionally uncommon, particu-
larly in adults. We report a 44-year-old woman who developed primary varicella, followed 5 days later by a diffuse eruption of 
vesicular lesions and erythematous target lesions across the trunk and extremities, with mild buccal erosions and cheilitis, 
suggestive of EM major. The diagnosis was confirmed by biopsy showing lymphocytic infiltration and apoptotic keratinocytes 

with spongy edema. This case reinforces the notion that primary varicella may be a potential trigger for EM.

Keywords: Erythema multiforme. Primary varicella. Target lesions. Varicella zoster virus.

Resumo

O eritema multiforme é uma reação de hipersensibilidade mucocutânea aguda, mais comummente desencadeada pelo vírus 
herpes simplex. O  vírus varicela-zóster é um precipitante raro, sendo o eritema multiforme associado à varicela primária 
excecionalmente incomum, particularmente em adultos. Relata-se o caso de uma mulher de 44 anos que desenvolveu vari-
cela primária, seguida, cinco dias depois, por uma erupção difusa de lesões vesiculares e lesões eritematosas em alvo no 
tronco e extremidades, com erosões bucais ligeiras e queilite, sugestivas de eritema multiforme major. O  diagnóstico foi 
confirmado por biópsia, que mostrou infiltração linfocítica e queratinócitos apoptóticos com edema esponjoso. Este caso re-
força a noção de que a varicela primária pode ser um potencial desencadeador de eritema multiforme.
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Introduction

Erythema multiforme (EM), an immune-mediated 
hypersensitivity reaction, is an affection of the skin and 
mucous membranes1. It results in macular, papular, 
urticarial, or bullous lesions, typically presenting as 
classic “target lesions” mainly in the extremities2. 
Affected mucous membranes (oral, ocular, and/or gen-
ital) are more commonly observed in the EM major than 
the minor form1. Infections are the most frequent 
causes, with herpes simplex virus (HSV) playing the 
major role3. Varicella-zoster virus (VZV) is a rare trig-
ger4, and its association with primary varicella is 
uncommon, with only a few documented cases5-7. We 
report a case of a 44-year-old woman who developed 
EM major 1 week after the onset of typical skin lesions 
of varicella.

Case report

A 44-year-old female patient was admitted to our 
hospital with a widespread rash involving the whole 
body, which was composed of lesions in different 
stages, such as erythematous macules, papules, and 
translucent vesicles, some of them umbilicated, on the 
forearms and trunk that had been lasting for 3  days 
(Fig. 1). The skin rash was preceded by pain and fever. 
During history-taking, the patient denied any prior epi-
sode of varicella in childhood. The diagnosis of primary 
varicella was made clinically based on prodromal 
symptoms, a characteristic polymorphic rash with 
lesions at different stages starting on the trunk and 
scalp, and centrifugal spread. Laboratory workup (com-
plete blood count, liver and renal function tests) and 
chest X-ray were normal. Five days later, she devel-
oped new lesions and was readmitted for further 
assessment. There was no history of previous medica-
tion. On dermatological examination, there were multi-
ple erythema target lesions with erosive centers, some 
of which had purpuric areas and desquamation, dif-
fusely distributed over the body, associated with a few 
clear vesicles (Fig. 2). The buccal mucosa showed mild 
erosions and dry cheilitis, but no genital lesions were 
seen, nor was ocular involvement present. The Nikolsky 
sign was negative. A diagnosis of EM associated with 
varicella was made based on clinical symptoms and 
confirmed by skin biopsy, which demonstrated epider-
mal hyperkeratosis and focal subepidermal detachment 
with rare apoptotic bodies, spongy edema, and infiltra-
tion of lymphocytes (Fig.  3). The search for immuno-
suppression was negative, and the patient’s condition 

Figure 1. Vesiculo-maculopapular eruption on the trunk 
and right upper extremity.

improved with supportive care, topical corticosteroids, 
and a 7-day course of acyclovir. At the 2-month fol-
low-up after discharge, the patient reported complete 
resolution of the rash with no recurrence; examination 
found only residual hyperpigmented macules.

Discussion

EM was first described by Ferdinand von Hebra in 
18668. It can affect people of any age, though it most 
often appears between 20 and 40 years, with a slight 
male predominance2 and an estimated annual inci-
dence of < 1%. in the general population3. Clinically, 
EM is recognized by papules that evolve into the clas-
sic target or iris lesions. These have at least three 
concentric zones with well-defined borders that can 
appear as macular, papular, vesicular, or even bullous. 
They usually show up within 48-72 h2. The rash starts 
symmetrically on the extremities, mainly on extension 
surfaces3, then can spread more widely across the 
body and sometimes take on a purpuric appearance9. 
The condition generally resolves within 1  week to 
21 days2. The histopathological features of EM include 
a prominent lymphocytic infiltrate, predominantly 
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Figure 2. Target or iris lesions on the trunk and 
extremities with hemorrhagic crusts in places. Figure 3. The biopsy specimen on the right thigh 

shows a scattered lymphocytic infiltration and 
vacuolar degeneration and necrotic keratinocyte 
(H&E staining, 200×). 

composed of T-lymphocytes, along the dermoepider-
mal junction and around superficial dermal vessels, 
accompanied by dermal edema, epidermal keratino-
cyte necrosis, and subepidermal bullae formation10. 
A  variety of etiologic factors have been reported to 
cause EM, including medications, autoimmune disor-
ders, and vaccinations2. However, infectious agents 
are a major cause, with HSV-1 in 66.7% of cases, 
HSV-2 in 27.8%3. Although VZV infection has rarely 
been associated with EM, our literature review identi-
fied only a few case reports linking the two4-7,9-13, most 
of which involved herpes zoster rather than primary 
varicella. Notable cases of EM secondary to primary 
varicella have been described in the literature, though 
they remain uncommon, particularly in adults. For 
instance, Kishore et al.6 reported a 14-year-old girl who 
developed EM 2 weeks after a varicella rash, present-
ing with vesicles on an erythematous base and target 
lesions involving the trunk, extremities, face, and 
scalp; the diagnosis was confirmed by VZV poly-
merase chain reaction, and she was treated with intra-
venous acyclovir. In a similar vein, Liyanage et al.7 
described a 35-year-old man with a 3-day history of 

generalized erythematous vesicular rash that pro-
gressed to targetoid lesions and oral vesicles; biopsy 
confirmed EM, with a Tzanck smear supporting vari-
cella. Our case closely resembles these reports, 
demonstrating EM in an immunocompetent adult fol-
lowing primary varicella, biopsy-proven, and respond-
ing well to oral acyclovir. In contrast, the majority of 
documented cases involve EM triggered by herpes 
zoster reactivation rather than primary varicella, and 
this appears more common in adults. Weisman et al.11 
described four patients aged 20-95 years who devel-
oped bullous or target lesions days to weeks after 
thoracic herpes zoster; diagnoses were made clinically 
or by biopsy, with VZV serology or antigen detection, 
and disease duration ranged from 7 days to 3 weeks 
with a fatal outcome in one elderly patient. Other 
reports follow a similar pattern: Wollina and Gemmeke10 
documented a 76-year-old man with widespread EM 
after thoracic zoster, biopsy-confirmed and resolving 
over 2 weeks; Zhu et al.4 presented a 50-year-old man 
whose EM appeared 9 days after herpes zoster on the 
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left thorax, with biopsy showing lymphocytic infiltrate. 
He was treated successfully with oral acyclovir and 
topical mometasone. Additional cases, such as those 
by Park et al.12 and Aljehani et al.13, show targetoid or 
annular lesions developing 3-10  days after zoster 
onset, often biopsy-confirmed and responding favor-
ably to supportive care with antivirals. Prais et al.5 also 
highlighted pediatric cases associated with varicella 
and Ramsay-Hunt syndrome, with durations varying up 
to 8 months. Overall, EM triggered by primary varicella 
seems distinctly less frequent in adults compared with 
zoster-associated cases. When it occurs, the onset is 
typically 3–14 days after the viral rash, and outcomes 
are generally favorable with antiviral therapy and sup-
portive measures. It’s very important to distinguish the 
vesicular lesions that show up as part of the polymor-
phous rash in EM from the classic vesicles seen in 
VZV infection. Given how common chickenpox and 
herpes zoster actually are, it’s striking that there are 
still only a rare reported cases linking VZV to EM. One 
possible explanation is that when EM already has 
these central vesicles as one element of its varied 
eruption, it can easily hide or confuse the typical 
appearance of primary varicella. Acute EM is managed 
supportively in most cases, with treatment aimed at 
relieving symptoms and providing comfort2. Antivirals 
are added when an active viral cause is confirmed3. In 
our patient, the active lesions cleared within 7  days, 
and at the 2-month follow-up, she had only residual 
hyperpigmented macules remaining. This case brings 
another example to the very small body of evidence 
linking primary varicella to EM and reminds us to keep 
VZV in mind when dealing with post-infectious 
presentations.

Conclusion

The rarity of varicella-associated erythema multi-
forme in adults, as evidenced by limited historical 
cases, calls for a reevaluation of its diagnostic thresh-
olds in clinical practice. This underscores the need for 
heightened awareness among healthcare providers to 
ensure timely recognition and management, paving the 
way for targeted research to address this understudied 
condition.
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