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Abstract: This case report describes an uncommon manifestation of histoplasmosis on the soft palate. The importance of
appropriate treatment and follow-up in complex cases is emphasized, especially in patients with chronic diseases. Oral lesions
may occur as multiple, granular and painful ulcers, as well as verrucous growths. Lesions may also be deep, with infiltrative
edges and erythematous or with white areas, accompanied by local lymphadenopathy, resembling a carcinoma on clinical
examination. In this sense, a fast and accurate diagnosis is essential to the success of treatment of oral histoplasmosis.
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INTRODUCTION

Histoplasmosis is a systemic disease caused by Histoplas-
ma capsulatum, a dimorphic fungus that can cause multiple clinical
manifestations. It is more prevalent in some regions in the North,
Central, and Latin America, as well as in Africa, and is typically
found in tropical and temperate rural areas. The disease is acquired
by inhalation of dust particles from the soil, contaminated with bat
or bird feces, which contain fungal spores, the infectious form of the
microorganism. Lesions on the oral mucosa are rather rare, and can
be a presentation of disseminated histoplasmosis or the only site
involved. More severe and generalized cases can be observed in pa-
tients with immune deficiencies, like the elderly, or HIV positive in-
dividuals.! Histoplasmosis may also be associated with chronic ob-
structive pulmonary disease (COPD) and to the use of corticosteroid
or immunosuppressants required for organ transplant patients.? We
herein report a case of an oral lesion of histoplasmosis.
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CASE REPORT

An 8l-year-old male Caucasian patient was referred to our
unit with a lesion on the soft palate that had appeared three months
before (Figure 1). Past medical history included smoking, COPD, asth-
ma, arthrosis, and a prostate cancer, already treated. For his pulmonary
conditions, he needed to use immunosuppressant medication regular-
ly. Physical examination revealed a 25-mm granular ulceration with
red and yellow dots in the hard-soft palate transition zone. With an
incisional biopsy, histoplasmosis was diagnosed. The slides with the
specimens were stained with hematoxylin-eosin (HE) and Gomori’s
methenamine-silver (GMS), confirming the presence of the fungus
(Figure 2). The patient was referred to assess pulmonary involvement,
and there was no evidence of active pleuropulmonary lesions (Figure
3). Itraconazole 200 mg/day was prescribed for the treatment of oral
histoplasmosis, with significant improvement after 30 days (Figure 4).
However, 60 days after starting the treatment, the patient’s respirato-
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ry condition worsened, with dyspnea on exertion. He quickly evolved
to acute respiratory failure and sepsis of unknown origin. With no re-
sponse to the treatment, the patient eventually died.

DISCUSSION

Histoplasmosis is a systemic fungal infection caused by in-
halation of H.capsulatum spores, a dimorphic fungus held responsi-
ble for a variety of clinical manifestations. It can be found in hot and
humid environments, with a predilection for areas with acid soils.
After contagion of the airways, the microconidia are phagocytosed
by macrophages and start to replicate intracellularly. Hematogenous
spread occurs within two weeks after infection. In immunocompe-
tent patients, the macrophages have a fungicidal role, phagocytizing
H.capsulatum and controlling the disease.’

Histoplasmosis has been reported in all continents, partic-
Figure 1: Clinical aspect of the histoplasmosis lesion: granular ularly in temperate regions. It is an endemic disease in some areas
ulcer with red and yellow dots in the hard-soft palate such as Ohio, Mississippi River Valley, Central and South America
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Ficure 2: Histopathological aspects of histoplasmosis. A: microphotograph showing diffuse infiltrate of epithelioid
macrophages containing H. capsulum (arrow). Presence of lymphoplasmacytic inflammatory infiltrate with
polymorphonuclear neutrophils (Hematoxylin & eosin, X400). B: microphotograph showing small particles of H. capsulatum
measuring between 1 and 2um (arrow). (GMS, X200)
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Ficure 3: Radiograph revealed micronodules and fibroatelectatic changes, which are nonspecific and may be residual, asso-
ciated with smoking and COPD. There is no evidence of active pleuropulmonary lesions
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Ficure 4: Clinical aspect of the lesion 30 days after starting treat-

ment

and Africa.® In Brazil, endemic regions include the states of Rio de
Janeiro, Minas Gerais, Ceara and Rio Grande do Sul, in the Jacui
River Valley in particular.*

Most oral lesions occur in the disseminated form of the dis-
ease and may affect any area of the oral cavity.” The manifestation
will be a function of the number of spores inhaled, of the host’s
immune system, and of the fungal strains involved. Nevertheless,
the condition can also affect immunocompetent individuals, mani-
festing as an asymptomatic self-limited flu-like process. Several case
reports describe the occurrence of severe extra-pulmonary lesions
in children and in patients with underlying conditions.® It can be la-
tent for years.” It is possible that the genetic differences between the
strains can alter the pathogenesis and the clinical manifestations of
histoplasmosis. This disease is rarely fatal, and is usually manifest-
ed as a self-limited lung infection. Children and elderly patients that
have chronic diseases may develop the more severe form, leading to
death in some cases, mainly due to the dissemination of the fungus.?
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Oral histoplasmosis lesions normally occur as granular ulcer-
ations, multiple painful ulcers and verrucous growths, deep ulcers
surrounded by infiltrative edges with erythematous or white areas
with irregular surfaces, as hardened and irregular nodular lesions
accompanied by local lymphadenopathy, mimicking other infectious
diseases or malignant tumors.* The sites commonly involved in the
oral cavity are the tongue, the palate, the oral mucosa, the gingivae,
and the pharynx. Differential diagnosis should include squamous cell
carcinoma, hematologic malignancies, tuberculosis, other deep fun-
gal infections, oral lesions observed with Crohn’s disease, necrotizing
sialometaplasia of the palate, and chronic traumatic ulcers.®

Biopsy can be the most efficient method to obtain the diag-
nosis of histoplasmosis, allowing prompt treatment. Special stains,
such as GMS, are useful for this end.® Currently, treatment of histo-
plasmosis with amphotericin B is only recommended as the initial
therapy in more severe cases. With improvement of the clinical con-
dition, replacement with an azole agent is indicated. Itraconazole
is the drug of choice to treat mild and moderate histoplasmosis.’
Antifungals are used in severe acute histoplasmosis, and all chronic
and disseminated cases of the disease. For those who do not tolerate
amphotericin B, itraconazole is an effective treatment and can be
prescribed as prophylaxis in patients with advanced HIV infection®.
New drugs such as voriconazole and posaconazole are also effective
against the disease. Patients that were initially treated with fluco-
nazole can present cross-resistance with voriconazole.” However,
even with adequate treatment, there is risk of failure and relapse,
which will lead to prolonged treatment.

In summary, histoplasmosis is an opportunistic fungal dis-
ease that often presents in the oral cavity in immunodeficient indi-
viduals; in addition, other conditions of the patients may contribute
to the infection. Histoplasmosis should be included in the differen-
tial diagnosis of oral ulcers, regardless of pulmonary symptoms or
the fact that the patient lives in a non-endemic area. The early and
accurate diagnosis of histoplasmosis is of the utmost importance for
the treatment and cure of the disease.0
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