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Isolated histoplasmosis of the tongue:

A case report
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Histoplasmosis is an endemic, systemic mycosis caused by Histoplasma capsulatum.
Clinical manifestations are various depending on immunity status. We reported a case of isolated
histoplasmosis of the tongue. A 48-year-old Thai woman, steroid-dependence systemic lupus
erythematosus, presented with rapid-growing, painful mass on the right lateral aspect of the
fongue without systemic symptoms. Histologic examination confirmed the diagnosis of
histoplasmosis and tissue culture identified Histoplasma capsulatum. The patient received
oral itraconazole for 6 months until the lesion was completely healed. The oral lesions of
histoplasmosis could be a part of localized form or disseminated form. We should investigate
for possible dissemination or any pulmonary involvement due to different prognosis and treatment

plan in the patient with oropharyngeal lesion presentation.
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Histoplasmosis is of high prevalence in
Thailand especially in the symptoms of histoplasmosis
depending on T-cell mediated immune status. There
are 3 main forms of histoplasmosis that include acute
pulmonary, chronic pulmonary and disseminated
form. The oral form of histoplasmosis could be
localized or a part of pulmonary or disseminated
infection. This report presents a case of localized form

of histoplasmosis, which is uncommon.

Case Report

A 48-year-old Thai woman, a housekeeper
in Bangkok, presented with a progressive rapid-
growing, painful mass on the right lateral aspect of
the tongue for 2 months (Figure 1). She denied any
fever, weight loss or other systemic symptoms.
She has never experienced any trauma or surgery. in
the oropharynx. She was diagnosed with systemic
lupus erythematous with chronic polyarthritis and
steroid dependence for 11 years and hypertension
for 3 years. Her current medications were:
prednisolone 7.5 mg/day, hydroxychloroquine 125
mg/day, enalapril 20 mg/day and atenolol 50 mg/day.
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On physical examination, the patient was
Cushingoid in appearance. Oral examination revealed
a solitary, well defined, erythematous, fungating ulcer
with elevated heaped-up margin, size 3.5 X1.0 cm,
along right lateral aspect of the tongue. No
lymphadenopathy or hepatosplenomegaly were
detected. The lungs were clear.

The complete blood count, liver function test,
anti-HIV antibody test and chest X-ray were within
normal limits. Hemoculture for fungus was negative.

The histologic examination from incisional
biopsy showed mucosal epithelium with ulcer,
hyperkeratosis and neutrophilic collection. There
is dense inflammatory infiltrate, predominantly
lymphohistiocytes in the entire submucosal layer.
Periodic acid-Schiff (PAS) and Gomori's methenamine
silver (GMS) stained sections reveal numerous
intracellular yeast cells in the entire submucosal layer.
Tissue culture was identified Histoplasma capsulatum.

The patient received oral itraconazole 400 mg

per day for 6 months until the lesion was completely

cured.

Figure 1. Clinical overview picture; A fungating ulcer on right lateral aspect of the tongue.
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Figure 2. Representative photomicrographs of skin biopsy (A - D); A., B. Hematoxylin-eosin stain; C. Grocott-
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Gomori’s methenamine silver (GMS) stain; D. Periodic acid-Schiff (PAS) stain (original magnification:

A x 100, B x 400, C x400, D x400).

Discussion

Histoplasma capsulatum is a dimorphic
fungus, grow well in the bat or avian excreta and found
in the contaminated soil."” Infection by Histoplasma
capsulatum has been reported in many endemic areas
around the world. The prevalence of histoplasmin skin
test which demonstrated past infection range from
4.8 - 34.4% across Thailand which higher prevalence
rate are shown in the central and southern areas.”

The portal of infection usually through
the inhalation of the microconidia and change
to pathogenic yeast form in alveolar macrophage.
[nitially during the pre-immune phase, the
dissemination of fungus occurred inimmunocompetent
patient, symptoms may similar to influenza® or
asymptomatic.”” Once specific Th1-cell mediated
immune response developed, the immunity restricts
the infection into quiescent state. Once T-cell defect
immune status occurs, the exacerbation of hidden

infection is triggered and turn to dissemination.”’ The

immunosuppressed state, well-known to associate

with histoplasmosis in Thailand, is HIV infection; the
others immune suppressed conditions include organ
transplantation patients with immunosuppressive
therapy, autoimmune diseases and congenital T-cell
are also the risk factors."”

Cutaneous manifestations of histoplasmosis
are described into 3 forms. First, the lesions associated
with the invasion of the pathogen can manifest
as direct inoculation or disseminated infection.
The direct inoculation usually presents as localized
nodule, abscess or indurated ulcer with local
lymphadenopathy. Cutaneous dissemination is
observed in 38% to 85% of the cases,” it is more
common among patients with acquired immune
deficiency syndrome (AIDS).” The presence of oral
and cutaneous lesions associated with histoplasmosis
in AIDS patients is more frequent at the later stages
of HIV infection and indicates poor prognosis.@ The
lesion is commonly found in disseminated form; it
varies from papules, plaques, pustules, nodules,

punch-out ulcer and molluscum-like lesion.®®? The



Vol. 62 No. 1
January - February 2018

second form is the inflammatory reaction to the
infection that manifest as erythema nodosum. The third
presenting form is caused by the dissemination of
histoplasmosis to the adrenal gland which would
be presented as hypoadrenalism, i.e. Addisonian
hyperpigmentation.

Theoropharyngeal histoplasmosis could
manifest as a localized form and a part of
disseminated form. Some publications suggested
that oral histoplasmosis is the presenting sign of
disseminated form and HIV infection especially
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non-healing ulcer "™ which may similar to skin
y

neoplasm especially squamous cell carcinoma.”"
Oral mucosal lesions are observed in 30% to 60%
of patients with histoplasmosis, and some of
them (25 - 45%) are local manifestations from the
pulmonary or chronic disseminated form of the
disease.” These lesions are nodular, ulcerative,
granulomatous, plaque-like or vegetative lesions,
which are commonly associated with pain.'"” ™
Predilection for oropharyngeal lesions are gingiva,
tongue, palate, lips and the larynx."® Isolated oral
fungating ulcer in non-HIV patient is considered
uncommon, the similar lesion has been reported in
immunocompetent patient by de Paulo LF."”

The diagnosis was made in this patient by
histopathological exam and also the tissue culture for
fungus, which identified Histoplasma capsulatum in
a few weeks later. Other laboratories and chest X-ray
showed no evident of dissemination.

Histoplasma yeasts are highly susceptible
to itraconazole, with low minimum inhibitory
concentration (<0.01 ug/mL) in all strains tested.

Therefore, itraconazole is recommended in mild to

moderate severity in the Infectious Diseases Society
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of America latest guideline.“g) In our patient, 6-month
of raconazole treatment was given until resolution of
the lesion which longer than recommended 12-weeks
periods. Even though, this patient is still concurrently
taking prednisolone, she had no relapse after 1-year
follow up. Prognosis is directly related to the severity

and patient’s health status which may vary.""”

Conclusion

Histoplasmosis is one of the common
infection in Thailand, one of the endemic areas in the
world. The oral presentation of oral mass or non-healing
ulcer is more common in histoplasmosis than the
other systemic mycoses. The presentation of oral
lesion included non-healing ulcer, nodular and
vegetative plaque could be a part of localized form or
disseminated form of histoplasmosis infection. The
patient should be examined for possible disseminated

form or any pulmonary involvement.
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