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Abstract

Histoplasmosis is a systemic fungal disease, which can manifest with extrapulmonary lesions.
Oral lesions are rarely the first manifestation of late histoplasmosis and can represent an
important process of immune imbalance. The objective of this work is to present a clinical
case of Histoplasmosis with an oral manifestation of a patient who was unaware of her
condition with the Human Immunodeficiency Virus (HIV). The patient's main complaint was
a painful ulcer in the central region of the tongue present for two months, whose incisional
biopsy resulted in the diagnosis of Histoplasmosis. Although referred for medical treatment
with an infectologist, the patient had complications resulting from the disease and died after
one month. This situation demonstrates the importance of multidisciplinary care in the
prevention, diagnosis and treatment of diseases. The correct diagnosis and treatment can be
decisive in the prognosis of patients and demonstrates the relevance of the dentist's
knowledge about the various systemic diseases that present oral manifestations.
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Resumo

A histoplasmose ¢ uma doenca fungica sistémica, que pode manifestar-se com lesGes
extrapulmonares. As lesdes orais raramente sdo a primeira manifestacdo da histoplasmose
tardia, e pode representar um importante processo de desequilibrio imunologico. O objetivo
desse trabalho é apresentar um caso clinico de Histoplasmose com manifestacdo oral de uma
paciente que desconhecia sua condicdo portadora do Virus da Imunodeficiéncia Humana
(HIV). A queixa principal da paciente era uma Ulcera dolorosa em regido central da lingua
presente ha dois meses, cuja bidpsia incisional resultou no diagnostico de Histoplasmose.
Embora encaminhada para tratamento médico com infectologista, a paciente teve
complicacgdes decorrentes da doenga e veio a Obito apds um més. Essa situagdo demonstra a
importancia do cuidado multidisciplinar na prevencéo, diagndéstico e tratamento de doencas.
O diagndstico e tratamento acertados podem ser decisivos no prognéstico dos pacientes e
demonstra a relevancia do conhecimento do cirurgido-dentista acerca das diversas doengas
sistémicas que apresentam manifestacdo oral.

Palavras-chave: Soropositividade para HIV; Histoplasmose; Manifestagdes bucais;
Diagndstico Bucal.
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Resumen

La histoplasmosis es una enfermedad fangica sistémica que puede manifestarse con lesiones
extrapulmonares. Las lesiones orales rara veces son la primera manifestacion de
histoplasmosis tardia y pueden representar un proceso importante de desequilibrio
inmunoldgico. Este trabajo tiene como finalidad presentar un caso clinico de Histoplasmosis
con manifestacion oral de una paciente que desconocia su condicién con el Virus de la
Inmunodeficiencia Humana (VIH). Ademas, tuvo como principal sintoma una Glcera dolorosa
en la region central de la lengua durante dos meses, cuya biopsia incisional resulto el
diagndstico de Histoplasmosis. Aunque hizo el tratamiento médico con un infectdlogo, la
paciente tuvo complicaciones debido a la enfermedad y fallecio después de un mes. Por lo
tanto, esta situacién sefiala la importancia de la atencion multidisciplinar en la prevencion,
diagnostico y tratamiento de enfermedades. Al mismo tiempo, el diagndstico correcto y
tratamiento puede ser determinante en el prondstico de los pacientes y demuestra la relevancia
del conocimiento del odont6logo acerca de las diversas enfermedades sistémicas que
presentan manifestaciones bucales.

Palabras clave: Seroposividad para VIH; Histoplasmosis; Manifestaciones bucales;

Diagnostico bucal.

1. Introduction

Histoplasmosis is a systemic mycosis that is caused by inhalation of the spores of
Histoplasma Capsulatum (CDC, 2018) and can result a distinct clinic aspect depending on the
host’s immunological response, the size of the inhaled inoculum and the virulence of the
pathogen (Almeida et al., 2019; Oliveira et al., 2020).

Disseminated form of the histoplasmosis can be observed months to years after
contamination, and it is characterized by chronic progression of the primary infection and
presents damage in several organs (Hendren et al., 2017; Oliveira et al., 2020). In the tardy
manifestation, extrapulmonary lesions can be observed especially in the oral cavity and
intestine (Azar & Hage, 2017; Evrard et al., 2018). Lesions in the oral cavity rarely are the
first finding and can represent a relevant progress of the disease or an immune deficiency
(Telles, Karki & Marshall, 2016; Vidya et al., 2016; Folk & Nelson, 2017), and the
differential diagnosis must include tuberculosis and carcinoma (Valle et al., 2016; Oliveira et
al., 2020). The correct diagnosis and treatment can be decisive in the prognosis of the patient

and shows the importance of the dentist about it.
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The purpose is to present a case of oral histoplasmosis in a patient who is unknown to
Human Immunodeficiency Virus (HIV) positive. The case is discussed to call the attention of

the importance of multi professional care in health.

2. Case Report

A female patient, 54 years-old, melanoderma, was referred to the clinic at
Universidade Norte do Parand - UNOPAR/PR for evaluation of complaints of pain in the
tongue two months ago. The informed consent form was signed at the first appointment.

The medical history was not contributed to the diagnosis. The patient reported that has
been attended at a hospital health unit in the municipality because of the facial lesion, but it
was asymptomatic. Reported to the doctor that was been felt a lot of pain in your tongue.
According to the patient, the doctor performed only a biopsy of the facial lesion 21 days ago
but did not prescribe medication for tongue pain control nor requested serological tests. While
waiting for the biopsy result, the patient returned to the doctor because she felt a lot of pain in
your tongue. The doctor examined the patient again and asked her to wait for the biopsy
result, as it was the same lesion on her face.

The patient reported not using continuous medications and not having chronic
diseases. In the extraoral physical examination, an ulcerated lesion on the face was observed
in the masseteric region (Figure 1a), which had already undergone a biopsy (later diagnosed
as Kaposi's Sarcoma). On your face was possible observed several purplish papules (Figure
1b). The patient reported that the lesion of the figure la started like this lesion of the figure
1b.
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Figure 1 - 1a - Extraoral view showing the ulcerated lesion in patient's right masseteric

region; 1b - Extraoral view showing the purpish papule (arrow) in her face.

Source: Authors.

The intraoral physical examination showed an extensive ulcer (5cm) in the center of
the back of the tongue (Figure 2). The lesion had a granulomatous background and high
painful symptoms. It was possible to observe tissue destruction and exposure of muscle
bundles, which justifies the patient-related pain.

Figure 2 - Extensive ulcer in the center of the back of the tongue.

Source: Authors.
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Because of the distinct clinical condition, dental team choose to perform an incisional
biopsy of the right side of the tongue lesion. The biopsy was performed anteriorly of the
lesion to facilitate suturing. The presumptive diagnosis was made of histoplasmosis and
squamous cell carcinoma.

The material was taken to anatomopathological examination, and microscopically a
fragment of the mucosa with parakeratinized squamous epithelium and under connective
tissue showing chronic inflammatory infiltrate was observed. It was also noted the presence of
structures stained by periodic acid Schiff (PAS) and Gomori-Grocott (GMS) positive,
compatible with Histoplasma (Figure 3).

Figure 3 - Silver stain histoplasm (Gomori-Grocott)

Source: Authors.

The patient was referred to the doctor at hospital health unit, confirming the diagnosis
of HIV seropositive and starting local treatment with nystatin prescribed by the medical team.
She died 45 days after the diagnosis due to complications of Histoplasmosis, with pulmonary

complications.

3. Discussion

The common clinical manifestations of progressive disseminated histoplasmosis are
fever, fatigue, weight loss and hepatomegaly (Wheat et al., 2016; Hendren et al., 2017), and
the most common areas of lesion manifestation are tongue, cheek mucosa and palate (Telles,
Karki & Marshall, 2016; Folk & Nelson, 2017). The oral manifestation can often show
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similarity with squamous cell carcinoma lesions, as was one of the diagnostic hypotheses
raised: ulcers with inflamed base, irregular edges and high level of pain that last for several
weeks. Tongue squamous cell carcinoma often occurs on the posterior lateral edge or the
ventral surface. The clinical recognition about these pathologies is essential for the possibility
of early diagnosis and adequate treatment.

Most individuals (immunocompetent) who contract histoplasmosis show no signs or
symptoms of infection. In patients with Acquired Immune Deficiency Syndrome (AIDS), the
clinical manifestations are similar, and changes occur, in the central nervous system,
gastrointestinal and cutaneous, however in a small percentage of the population (Vidya et al.,
2016) and disproportionally the immunocompromised (Folk & Nelson, 2017). Approximately
10% of patients have shock and multiple organ failure (NIH, 2019). The approximate
mortality of Disseminated Histoplasmosis is 30 to 50%, when treated and 100%, when not
treated (Bongomin, Kwizera & Denning, 2019) and quite related to HIV infection (CDC,
2018).

Disseminated histoplasmosis is currently one of the factors that determine AIDS status
(Vidya et al., 2016; Hendren et al., 2017). Histopathological examination shows a typical
granuloma and with specific staining. That represents the gold standard for the diagnosis of
histoplasmosis. The presence of hyphae is not pathognomonic of active disease and, when
present, must be associated with clinical signs to conclude the diagnosis (Azar & Hage,
2017).

The Center for Disease Control and Prevention (CDC) indicates the training of
laboratories in Latin America to perform Histoplasmosis, to carry out surveillance and reduce
the burden of HIV-associated Histoplasmosis in these areas (CDC, 2018). Therefore, some
facial and oral alterations can instigate the patient to seek a professional diagnosis of the
alteration because they are visually accessible. Diagnosis time consuming and difficult to
appropriate treatment can lead histoplasmosis may be killing numerous patients in Latin
America (Nacher et al., 2020). The treatment of disseminated histoplasmosis is usually

carried out with amphotericin B and itraconazole.

4. Final Considerations

Although Histoplasmosis primary oral manifestations are rare, knowledge about the

clinical characteristics (single ulcer with firm edges associated with high pain that last for

several weeks) and need for appropriate diagnostic tests is of paramount importance for
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dentists and doctors, who can assist in the diagnosis of systemic pathologies with
immunological involvement. This case demonstrates the need for multidisciplinary care so
that the correct diagnosis and treatment of oral lesions as manifestations of systemic diseases

can occur to improve the prognosis.
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