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ABSTRACT

Vulvar ulcers are a frequent reason for doubt and difficulty of etiological diagnosis. Among the causes of genital ulcers, we can mention sexually
transmitted infections such as herpes simplex virus infection, syphilis, chancroid, granuloma inguinale or Donovanosis, and lymphogranuloma
venereum, as well as non-infectious etiologies including psoriasis, sexual trauma, Behget’s syndrome, Wegener’s granulomatosis, and Zoon Vulvitis.
In the present study, a case of a seven months evolution genital ulcer patient (who did not respond to the various proposed therapies) was referred to
the Service of Vulvar Pathology of the Hospital Universitario Antonio Pedro (Universidade Federal Fluminense). A biopsy of the lesion was performed,
and the histopathological report was compatible with Zoon Vulvitis. The treatment with corticosteroids was initiated. Patient presented a successful
evolution. An extensive review of the literature on differential diagnoses of vulvar ulcers was carried out in order to guide a clinical reasoning and a
therapeutic approach to the different etiologies.
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RESUMO

Ulceras vulvares constituem um motivo frequente de divida e dificuldade no diagndstico etioldgico. Dentre as causas de tlceras genitais estdo as infecgdes
sexualmente transmissiveis, como infec¢do pelo virus herpes simplex, sifilis, cancro mole, granuloma inguinal ou donovanose, e linfogranuloma venéreo e
também as etiologias ndo infecciosas, que incluem psoriase, trauma sexual, sindrome de Behget, granulomatose de Wegener, vulvite de Zoon. No presente
artigo, ¢ relatado caso de paciente com quadro de tlcera genital com sete meses de evolucdo, sem resposta as diversas terapéuticas propostas, encaminhada
ao Servigo de Patologia Vulvar do Hospital Universitario Antonio Pedro, sendo realizada biopsia da lesdo com laudo histopatologico compativel com
Vulvite plasmocitaria de Zoon e iniciado tratamento com corticoide. Paciente apresentou evolugdo bem-sucedida. Aproveitamos para realizar também
uma ampla revisao da literatura sobre diagnosticos diferenciais de ulceras vulvares a fim de orientar o raciocinio clinico e a abordagem terapéutica das

diferentes etiologias.
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INTRODUCTION

Vulvar ulcers are a frequent cause of doubt and difficulty of etio-
logical diagnosis. It may be associated with sexually transmitted dis-
eases (STDs), but also with autoimmune diseases (Behget Disease),
cancer, trauma, or be related to the use of pharmaceuticals (hormonal
non-steroidal anti-inflammatory drugs), among others®".

The research into STDs is necessary for patients presenting gen-
ital ulcer; however, due to the waiting time to obtain test results, the
treatment starts empirically in most cases. Even with adequate lab-
oratory analyses, the pathogen is not identified in 25% of women
with genital ulcers®.

As a rare disease, Zoon Vulvitis is among the differential diag-
nosis, revealing chronic genital ulcer, probably caused by a reaction
of the vulvar mucosa after lesions, trauma or infections in general.
The characteristics are similar to infectious and neoplastic diseases,
requiring a histopathological analysis to be confirmed®.

The purposes of the present study are: to accomplish a litera-
ture broad revision on vulvar ulcers differential diagnosis in order
to guide the clinical opinion and the therapeutic approach of this
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syndrome in the daily clinical practice, and to describe the case of
a chronic vulvar ulcer patient who did not respond to previous pro-
posed treatments, but was successfully diagnosed with Zoon Vulvitis
and treated at the Vulvar Pathology Service of Hospital Universitario
Antonio Pedro (HUAP).

CASE REPORT

VLMEF, 52 years old, menarche at the age of 14, menopause at
49. The patient was sent to the HUAP Service of Vulvar Pathology
in May 2013, showing extremely painful ulcers in the vulvar region
started in November 2012. Novacort®, Candicort®, Nebacetin®, cor-
ticoid, antifungal and antibacterial prepared topics were adminis-
tered, in addition to benzathine penicillin 2,400,000 IU in a single
dose; in success. The examination showed ulcerated lesion of poor
delimited borders, flat, clean and erythematosus erosive aspect fun-
dus affecting the inner surface of right labia majore and external
surface of labia minora on the same side, from the cranial portion
(next to the clitoris) until lower third of the vulva. Whitish areas of
membranous aspect were distributed where non-ulcerated lesions
were observed (Figure 1). Biopsy carried out showed histopatho-
logical finding of dense plasmacytic inflammatory infiltrate, com-
patible with plasmacytic Zoon Vulvitis diagnosis. Prednisone 40 mg/
day was prescribed. After 15 days of treatment, the patient reported
improvement of symptoms and lesion in healing process.
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DISCUSSION

Sexually transmitted infections should be considered among the causes
of genital ulcers, including: infection by herpes simplex virus (HSV),
syphilis (Treponema pallidum), soft chancre (Haemophilus ducreyi),
inguinal granuloma or Donovanosis (Klebsiella granulomatis), and lym-
phogranuloma venereum (Chlamydia trachomatis serotypes L1,1.2 and
L3). Non-infectious etiologies include sexual trauma, Lipschiitz ulcer,
Behget syndrome, drug source ulcers and ZoonVulvitis®.

The herpetic lesions may originate from both the HSV-1 and HSV-
2, which are most commonly associated with subclinical conditions.
Genital herpes begins with pruritus and erythema, followed by the
development of vesicular lesions on the external genitalia, and may
evolve into ulcerating lesions of clean fundus®.

Primary syphilis is characterized by a localized cutaneous lesion
called chancre. The lesion begins as a papule, which is typically
(but not always) painless, appearing at the site of inoculation and
evolving into an ulcer with a high and hardened margin, with non-ex-
udative basis and associated with a moderate, often bilateral, regional
lymphadenopathy. Soft chancre evolves into spontaneous healing
within 3 to 6 weeks, even if not treated©.

The soft chancre arises as painful ulcerated lesions with dirty fun-
dus with purulent exudate and may progress in suppurative lymph-
adenopathy by a drainage of a single orifice.

The granuloma inguinale or Donovanosis begins with the upris-
ing of a subcutaneous nodulation, generally unilateral and pain-
less, whose erosion produces well defined flat edge or hypertrophic
ulceration with a granular basis of bright red appearance and easy
bleeding, evolving to vegetative but painless injury, which may
be single or multiple. It is not associated with adenitis, and the
presence of Donovan corpuscles in the biopsy material confirms
the diagnosis®.

Figure 1 — Patient’s genital ulcer at first appointment in Hospital

Universitirio Antonio Pedro.

The lymphogranuloma venereum is characterized by inocula-
tion lesion, papule, pustule or painless ulcerations, which disappear
without sequelae, followed by generally one-sided painful inguinal
adenopathy, whith suppuration and fistulization of multiple holes®.

Lipschiitz ulcer, or ulcus vulvae acutum — a rare entity, but prob-
ably under-diagnosed disease —, is an acute painful vulvar ulcers
in young women. Etiology and pathogenesis are unknown although
there are reports associating the vulvar acute ulcers with infection
by Mycoplasma, influenza A, and especially the primary infec-
tion by the Epstein-Barr virus (EBV) and Cytomegalovirus (CMV).
This disease can be preceded with feverish symptoms and is char-
acterized as influenza prodromal symptoms, showing lesions that
affect labia majora, perineum and vaginal introitus, well-defined
ulcers, and may show discreet gray exudate with adhered peseudo-
membranous lesions in mirror?.

Behget’s disease is an autoimmune disease manifested by recur-
rent oral ulcers and may be associated or not with genital well-de-
fined ulcers. These are usually deeper lesions than the oral ones with
necrotic material in their base and an erythematous halo. The lesions
in labia minora usually heal without scar evidence, however the most
common ulcerations occur in the vagina and may evolve into deep
ulcerations, causing tissue destruction and subsequent urethral and
vesical fistulas!".

Drug source ulcers occur 30 minutes to 8 hours, approximately,
after administration of drug associated with itching and burning.
These lesions tend to disappear in 1-2 weeks, followed by cicatriza-
tion with hyperpigmentation, which can persist for months. This drug
reaction is mainly associated with the use of non-steroidal anti-in-
flammatory drugs, although medications like clotrimazole, tetracy-
clines and ampicillins can also initiate this type of ulcer. Intercourse
with partners using these drugs can also cause the reaction®.

It is also worth mentioning the possibility of acute aphthous ulcers
triggered by immune reaction by Epstein Barr virus, Mycoplasma
pneumoniae, Varicella infection, viral gastroenteritis and respira-
tory infections, which develop multiple painful ulcers that last from
1 to 3 weeks™.

As already mentioned, the differential diagnosis of genital ulcers
involves a number of infectious and non-infectious etiologies.
Evaluation of patients during the initial approach should always
take place in order to verify the presence of STDs, since these infec-
tions may be transmitted and increase the risk of contracting HIV.

Faced with the possibility of co-infection by multiple organisms,
the determination of the etiology of a genital ulcer based on a clas-
sic sign can lead to misdiagnosis and inappropriate treatment.'?
In addition, immunocompromised patients may have atypical clin-
ical symptoms, including more widespread and serious diseases®.

Once the diagnostic tests results may not be available in the ini-
tial medical appointment and the appropriate laboratory analyses
does not identify the pathogen in 25% of genital ulcers patients, the
empirical treatment of these patients can be performed®.

The empirical treatment should take into consideration the most
likely diagnosis based on the patient’s epidemiological and clini-
cal history, as well as on careful physical examination. The disad-
vantage of an empirical treatment approach is the administration of
inadequate therapy, affecting the ability to confirm the diagnosis
and causing an impact on the contactants trace. This is a particular
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concern when treating supposed syphilis patients. However, this sit-
uation is a compensation for the risk of unattendance of an untreated
patient for monitoring or infection transmission while waiting for
the diagnostic tests results®.

The Zoom Vulvitis, the subject of our study, was first described
in 1954. It is a chronic inflammation of the vulvar mucosa char-
acterized by itching, burning, dysuria and dispaurenia affecting
primarily the labia minora, clitoris, vaginal and urethral meatus.
The symptoms are usually erythematous, bright, limited and sym-
metrical plaques affecting the patient’s life quality. The lesions tend
to chronicity, but the progression to malignancy was not described.
The definitive diagnosis is histopathological, showing plasmocytic
and vascular changes — vascular hyperplasias and extravasation of
red blood cells (Figure 2 and 3). There are many proposed therapeu-
tic schemes, but their results are inconsistent, including estrogens,

Figure 3 — Plasmocytes, ovoid-shaped cells with nucleus in the petiphery.
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steroids, antibiotics, antifungals, cryotherapy, laser ablation and
surgical resection?.

The conclusion is that it is important to refer those genital ulcer
patients who do not respond to the proposed treatment to a service
of reference so that the histopathological diagnosis can be confirmed
and the monitoring done properly.
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