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Abstract

Introduction: Erythema multiforme is a skin disease manifested with “target lesions™ as an iris
that affects skin and mucous system. It is an acute hypersensitivity reaction with various etiological
factors and mostly due to infections such are herpes simplex virus, medications, autoimmune
diseases, and malignancies. The diagnosis is based on clinical manifestations, symptoms and
histopathology.

Case Presentation: In this article we report the case of a patient diagnosed with Erythema
multiforme associated with reactivation of Herpes simplex virus. The biopsy of the skin confirmed
the diagnosis of EM during the reactivation and positive serology of HSV. The treatment of the
case consisted on the treatment of symptoms and the prophylactic treatment with acyclovir or
valacyclovir for 6 months.

Conclusions: The prophylactic treatment of EM due to reactivation of HSV is a must for any
clinician that treat patients with Erythema Multiforme.

Keywords: Erythema Multiforme, Herpes Simplex Virus, CD34+, Herpes Associated. Erythema
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SHOQERIMI | RIAKTIVIZIMIT TE VIRUSIT HERPES ME ERITEMEN
MULTIFORME.

Abstrakt

Hyrje: Erythema multiforme eshte nje semundje lekure ge manifestohet me ‘lezione target” ge
mund te prekin lekuren dhe mukozat. Eshte nje reaksion hipersensibiliteti me etiologji te ndryshme
si semundje infektive, Herpes Simplex virus, medikamente, semundje autoimmune dhe semundje
malinje. Diagnoza bazohet ne manifestimet klinike, simptomat dhe histopatologjine.

Prezantim rasti: Ne kete artikull ne raportojme nje rast klinik te diagnostikuar me Erytheme
multiforme shogeruar me riaktivizim te Herpes simplex virus. Biopsia e lekures konfirmon
diagnozen e EM nderkohe ge ne serologji kemi rezultate pozitive per HSV. Trajtimi konsiston ne
trajtim simptomatik dhe trajtim profilaktik me acyclovir ose valacyclovir per 6 muaj.
Konkluzione: Trajtimi profilaktik i EM nga ri aktivizimi i virusit HSV eshte nje domosdoshmeri
per cdo mjek Klinicist ge trajton pacient me EM me etiologji nga virusi HSV.

Introduction

Erythema multiforme is a recurrent disease manifested with “target lesions” as an iris that affects
skin and mucous system. It is an acute hypersensitivity reaction with various etiological factors
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and mostly due to infections and drugs. Etiopathology is not well understood, but the most
frequent etiologic factors reported are Herpes Simplex Virus, medicaments, autoimmune diseases,
premalignancy conditions. (1,2) EM may occur at any age, and several reports suggest that males
are affected more than females. (3) Clinical manifestations reported are erythema with different
shades within the element, vesicula or bulla on the center. The disease affects or not oral cavity or
other mucous area, genital, ocular, laryngeal, and esophageal mucosae.

Case prescription

A 28-year-old female patient presented to the Dermatology Department complaining of pruritic
skin rashes on the face since the last 5 days after symptoms of weakness and fatigue in the prior
days. On physical examination, there were multiple annular erythematous papules with central
bullae and peripheral erythematous margins, localized on the face, and trunk. (Fig.1)

e

Figure 1: Erythematous papules with central bullae and peripheral erythematous margins,
localized on the face and erosive lesions on the oral mucosa.

Intraoral examination revealed numerous painful erosions in the palate, buccal mucosae and on the
lips. The patient referred for a history of recurrences of these oral lesions that were presented very
often these last four years. Laboratory examinations showed normal levels of complete blood
count, liver function, serum creatinine and electrolytes levels as well as the serological tests for
Hepatitis B and C viruses and HIV infection. Serological test for Herpes Simplex Virus (HSV1)
was positive. The main differential diagnosis was Erythema Multiforme, Pemphigus Vulgaris. To
confirm the diagnosis a skin biopsy was performed on the oral mucosa. Direct
immunofluorescence was also performed to exclude Pemphigus Vulgaris. The histological
examination revealed dermal inflammatory infiltrate and edema of the lamina propria with
perivascular infiltrate of mononuclear cells, features compatible with Erythema Multiforme.

Referring the anamnesis, clinical manifestations, and biopsy the diagnosis was Erythema
Multiforme after the reactivation of Herpes Simplex Virus (Herpes Activation Erythema
Multiforme HAEM). The patient was treated with prednisone 50 mg a day for 10 days, supportive
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IV fluids, local antiseptics. Referring the history of recurrences, the patient was treated with
valaciclovir 500 mg a day for 6 months. On a follow up after 3 months the patient denied any sign
of recurrence.

Discussion

EM is diagnosed based on clinical manifestation (target lesions) and histopathology examination.
Target lesions are erythematous lesions with 2-3 different concentric shades of pigment. On the
center of the lesion is evident a bulla or vesicula. Based on the affection of mucous area EM is
classified in EM major (with manifestations on skin &amp; mucosa) and EM minor (without
lesions on oral cavity or other mucosae). (4) Manifestations on oral cavity can be alone or may
precede lesions on other sites. (3) At the beginning of the disease different differential diagnosis
have to be taken in consideration; primary herpetic infection, hand-foot-and-mouth disease,
erosive lichen planus, urticaria, lupus erythematosus, fixed drug eruption, cutaneous vasculitis,
Sweet syndrome, mucositis due to methotrexate. (4, 5, 6,7) In cases of erosions of lips and oral
mucosae direct immunofluorescence may help to differentiate with pemphigus vulgaris,
paraneoplastic pemphigus, mucosal bullous pemphigoid, and linear IgA dermatosis.

Lesions may progress through erythematous macules presented to the skin and mucosae, to bullae,
erosions and crusted lesions to the lips and mouth. Herpes Simplex Virus infection was reported
as a most common cause in many publications. (8) Asier et al reported that 23% of patients were
found to have associated HSV infection. (2, 3) EM typically follows a lesion of recurrent herpes
simplex within 1 to 3 weeks. The interval usually is about 10 days. There is reported that lips are
the most common site of preceding HSV infection in recurrent EM implicating HSV-1. (1) Other
factors implicated in etiopathogenesis of EM are bacterial, viral, and fungal infections, drugs,
radiation therapy, and emotional stress. (2,4,6)

Table 1. Etiological factors of Erythema Multiforme.

Infectious agents Medications

Herpes Simplex Sulfonamides

Epstein Bar virus Penicillins, Cephalosporins
Citomegalovirus Quinolones

Varicella Zoster virus Anticonvulsants

Mycoplasma pneumoniae Analgesics

Streptococci Anti-inflammatory Nonsteroidal
Fungal agents Antifungals

Parasites

The diagnosis is based on clinical view and histopathology examination as in our case report. The
histopathology concluded in necrosis of some keratinocytes and epidermal damage. This damage
is particularly noticed on the center of the target lesions of EM. (9, 10) In more severe cases with
bulla and erosions were reported necroses of the whole dermis. (11)

The differences between EM and Steven Johnson Syndrome are not just referring the etiology
where SJS is mostly caused by medicaments bur either referring the severity of the disease and the
surface of the body affected in SJS that is around 10% or less. (1,6) Making the right decision for
the treatment of EM is based on severity of the disease, mucosal involvement, reactivation, and
risk factors. Most EM minor forms may regress within 2 to 4 weeks. If the manifestations are not
severe it is recommended conservative care. In case of oral mucosal involvement, the symptomatic
treatment includes topical analgesics and anesthetics and liquid foods. Patients are recommended
to avoid spicy foods, acidic foods, and liquids. Systemic treatments, besides the supportive therapy
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consist of corticosteroid therapy and in cases of secondarily infected lesions systemic antibiotics
are also indicated.

When the suspected etiological factor is a specific medication, the main step of management is to
stop the suspected drug and avoid the use of other drugs to prevent cross reactivity reactions. In
cases of recurrent HSV episodes, antiviral therapy is indicated in order to prevent further
recurrences. (12) In a double-blind placebo-controlled study conducted by Tatnall et al., which
involved 20 patients with recurrent EM, where of 15 had a proven HSV association; it was shown
superiority in the use of acyclovir in the prevention of EM episodes. Furthermore, the
discontinuation of acyclovir resulted in clinical remission on some patients, instead of recurrences
in all the patients treated with placebo. (13) For individuals facing HSV-related erythema
multiforme (EM) who do not respond to standard antiviral treatments, alternative approaches
include oral cyclosporine. Thalidomide, despite its known risk of birth defects, can also be used
due to its ability to modulate TNFa. (4) Additionally, corticosteroid-sparing medications like
dapsone, azathioprine, methotrexate, and mycophenolate mofetil are options worth considering for
managing these difficult cases. (5) How is it explained the etiopathogenesis in the case of HSV
and Herpes Associated EM? In a paper published by Miura et al 1992 was concluded that HSV
persists in the skin sited of previous lesions for up to 3 months and as a conclusion was noted that
the difference in Herpes Associated Erythema Multiforme HAEM patients were an inability to
clear the virus. (15) A group of authors reported the implication of CD34+ cells in HAEM
pathogenesis. HSV-associated EM (HAEM) lesions are virus-free (15, 16), but they contain
HSV DNA fragments, most often comprising sequences that encode the viral DNA polymerase
(Pol). (15, 17-23) The percentages of circulating CD34+ (and CD34+/CLA+) cells were
significantly higher in HAEM patients at the time of acute lesions. A similar increase was not seen
for HSV patients. (24)

Conclusions

The prophylactic treatment of EM due to reactivation of HSV is a must for any clinician that treat
patients with Erythema Multiforme. The use of antiviral therapy minimizes the recurrences of the
disease and has a great impact in the quality of life of the patients.

Conflict of interests: No conflict of interests is declared.
References:

1. Kokuba H, Aurelian L, Burnett JW. Herpes simplex virus associated erythema multiforme
(HAEM) is mechanistically distinct from drug-induced erythema multiforme: interferon-y is
expressed in HAEM lesions and tumor necrosis factor-a in drug-induced erythema
multiforme lesions. J Invest Dermatol. 1999;113(5):808-15.

2. Lamoreux MR, Sternbach MR, Hsu WT. Erythema multiforme. Am Fam Physician.
2006;74(11):1883-8.

3. P. Farthing, J. V. Bagan, and C. Scully, “Number IV erythema multiforme,” Oral Diseases,
vol. 11, no. 5, pp. 61-267, 2005.

4. M. Lerch, C. Mainetti, B. T. Beretta-Piccoli, and T. Harr, “Current perspectives on erythema
multiforme,” Clinical Reviews in Allergy &amp; Immunology, vol. 54, no. 1, pp.177-184,
2018.

5. L. Ayangco and R. S. Rogers 3rd, “Oral manifestations of erythema multiforme,”
Dermatologic Clinics, vol. 21, no. 1, pp. 195-205, 2003.

S ALBANIAN JOURNAL
OF INTERNAL MEDICINE

Page | 86



6.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

P. O. Fritsch and R. R. Maldonado, “Erythema multiforme,” in Dermatology in General
Medicine, vol. 2, T. B. Fitzpatrick, A. Z. Eisen, K. Wolff, I. M. Freedberg, and K. F. Austen,
Eds., pp. 636-643, McGraw-Hill, New York, NY, USA, 4th edition, 1993.

S. D. Helander and R. S. Rogers Ill, “The sensitivity and specificity of direct
immunofluorescence testing in disorders of mucous membranes,” Journal of the American
Academy of Dermatology, vol. 30, no. 1, pp. 65-75, 1994.

Assier H, Bastuji-Garin S, Revuz J, Roujeau JC. Erythema multiforme with mucous membrane
involvement and Stevens-Johnson syndrome are clinically different disorders with distinct
causes. Arch Dermatol. 1995 May;131(5):539-43. PMID: 7741539.

Weston WL. Herpes-associated erythema multiforme. J Invest Dermatol. 2005;124(6):Xv-XVi.

. Ng PP, Sun YJ, Tan HH, Tan SH. Detection of herpes simplex virus genomic DNA in various

subsets of Erythema multiforme by polymerase chain reaction. Dermatology.
2003;207(4):349-53.

Nanda S, Pandhi D, Reddy BS. Erythema multiforme in a 9-day-old neonate. Pediatr Dermatol.
2003;20(5):454-5.

F. Drago, A. Parodi, and A. Rebora, “Persistent erythema multiforme: report of two new cases
and review of literature,” Journal of the American Academy of Dermatology, vol. 33, no. 2,
pp. 366—-369, 1995.

F. M. Tatnall, J. K. Schofield, and I. M. Leigh, “A double-blind, placebo-controlled trial of
continuous acyclovir therapy in recurrent erythema multiforme,” The British Journal of
Dermatology, vol. 132, no. 2, pp. 267-270, 1995.

T. Bashir, S. Arti, G. Jyoti, Y. Monu, K. Vijay, and A. Naeem, “Erythema multiforme: a case
report,” International Journal of Scientific Study, vol. 2, no. 7, pp. 249-251, 2014.

Miura, S., C. C. Smith, J. W. Burnett, and L. Aurelian. 1992. Detection of viral DN within skin
of healed recurrent herpes simplex infection and erythema multiforme lesions. J. Investig.
Dermatol. 98:68-72

Aurelian L, Kokuba H, Burnett JW. Understanding the pathogenesis of HSV-associated
erythema multiforme. Dermatology. 1998;197(3):219-22. doi: 10.1159/000018000. PMID:
9812024.

Darragh TM, Egbert BM, Berger TG, Yen TS. Identification of herpes simplex virus DNA in
lesions of erythema multiforme by the polymerase chain reaction. J Am Acad Dermatol. 1991
Jan;24(1):23-6. doi: 10.1016/0190-9622(91)70003-k. PMID: 1847956.

Aslanzadeh J, Helm KF, Espy MJ, Muller SA, Smith TF. Detection of HSV-specific DNA in
biopsy tissue of patients with erythema multiforme by polymerase chain reaction. Br J
Dermatol. 1992 Jan;126(1):19-23. doi: 10.1111/j.1365-2133.1992.tb08397.x. PMID: 1311188.
Imafuku S, Kokuba H, Aurelian L, Burnett J. Expression of herpes simplex virus DNA
fragments located in epidermal keratinocytes and germinative cells is associated with the
development of erythema multiforme lesions. J Invest Dermatol. 1997 Oct;109(4):550-6. doi:
10.1111/1523-1747.ep12336800. PMID: 9326389.

Kokuba H, Imafuku S, Huang S, Aurelian L, Burnett JW. Erythema multiforme lesions are
associated with expression of a herpes simplex virus (HSV) gene and qualitative alterations in
the HSV-specific T-cell response. Br J Dermatol. 1998 Jun;138(6):952-64. doi:
10.1046/j.1365-2133.1998.02260.x. PMID: 9747355.

Aurelian L, Ono F, Burnett J. Herpes simplex virus (HSV)-associated erythema multiforme
(HAEM): a viral disease with an autoimmune component. Dermatol Online J. 2003 Feb;9(1):1.
PMID: 12639459.

Aurelian L, Ono F, Burnett J. Herpes simplex virus (HSV)-associated erythema multiforme
(HAEM): a viral disease with an autoimmune component. Dermatol Online J. 2003 Feb;9(1):1.
PMID: 12639459.

\ ALBANIAN JOURNAL

OF INTERNAL MEDICINE

Page | 87



23.Sun Y, Chan RK, Tan SH, Ng PP. Detection and genotyping of human herpes simplex viruses
in cutaneous lesions of erythema multiforme by nested PCR. J Med Virol. 2003
Nov;71(3):423-8. doi: 10.1002/jmv.10502. PMID: 12966549.

24. Fumitake Ono, Bhuvnesh K. Sharma, Cynthia C. Smith, Joseph W. Burnett, Laure Aurelian.
CD34+ Cells in the Peripheral Blood Transport Herpes Simplex Virus DNA Fragments to the
Skin of Patients with Erythema Multiforme (HAEM), Journal of Investigative
Dermatology,Volume 124, Issue 6, 2005, Pages 1215-1224, ISSN 0022-202X,
https://doi.org/10.1111/j.0022-202X.2005.23712.X.

S ALBANIAN JOURNAL
OF INTERNAL MEDICINE

Page | 88



