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Abstract. A 40-year-old man presented with chronic mouth ulcer for the last six months. Histopatho-
logical examination of the biopsy from the lesion confirmed a diagnosis of histoplasmosis. Although
histoplasmosis commonly manifests in immunocompromized patients, like HIV, the present case was
negative for HIV. Histoplasmosis is endemic in certain parts of the world and  it is comparatively rare
in the South Asian region, particularly Malaysia. Thirty-seven cases of histoplasmosis were reported
from Malaysia (Ng and Siar, 1996), between July 1967 and October 1997. Despite the apparent rarity
of the disease, clinicians and pathologists should be aware of the possibility of histoplasmosis when
cases of oral ulcer are encountered.

A  40-year-old Malay male  was admitted to
the University Sains Hospital Malaysia on
18thAugust  2002 with complaints of chronic
mouth ulcer for the last six months. He also com-
plained of occasional bleeding from the mouth,
halitosis, loss of weight, loss of appetite, cough,
dysphagia particularly to solid food, and irregu-
lar low grade fever for the same period. Physical
examination revealed him to be alert, moderately
emaciated, and febrile; a nodular ulcerative le-
sion was seen on the upper mouth cavity involv-
ing the hard and soft palate and extending to the
anterior pillar, lateral pharyngeal wall, and base
of the tongue. Laboratory investigations showed
mild anemia (Hb-12.1g/dl), ESR 38 mm in first
hour, mild elevation of AST(62U/l)/ALT(65 U/
l),  x-ray chest PA-view, bilateral haziness in both
lungs. Auscultation revealed bilateral crepitations.
All other physical examinations were normal. CT
scan of the head and neck  was normal, sputum
for AFB and Mantoux test were negative. Sero-
logical tests for HbsAg, HCV, AIDS were nega-
tive. Past history elicited nothing contributory, ex-

cept that he smoked 20 cigarettes per day. He is
single with a history of sexual promiscuity.

An incisional biopsy was taken from the ir-
regular ulcerative nodule in the mouth occupying
the hard and soft palate and side of the tongue (Fig
1A). Two pieces of incisional biopsy, one from the
left lateral border of the tongue measuring 10 mm
x 5 mm x 4 mm, the other from the hard palate
measuring 6 mm x 4 mm x 3 mm, were taken and
sent for histopathological examination. Grossly both
were irregular pieces and grayish white in color and
embedded as such. Routine hematoxylin and eosin
stain under light microscopy of both pieces con-
firmed the diagnosis of histoplasmosis.  Both the
biopsy tissues showed granulation tissue densely
infiltrated by dense inflammatory infiltrate com-
prised of neutrophils, lymphocytes, plasma cells,
numerous histiocytes containing fungal spores,
some with budding (confirmed by PAS stain) and a
few multinucleated giant cells (Fig 2).

Histoplasmosis was first described by Dar-
ling, in 1908. Infection with Histoplasma
capsulatum is encountered in many areas of the
world, but it is the most common endemic respi-
ratory mycosis  in the United States. Thirty per-
cent of the population residing in Ohio and
Missisippi valleys are skin-test positive (Werber,
1988).  Reactivation  in the immunocompromized
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carcinoma or immunocompromized conditions like
HIV (Weber, 1988; Nittayananta et al, 1997;
Economopoulou et al, 1998). Here lies the impor-
tance of histopathological, serological and micro-
biological examination to exclude those conditions.
Histoplasmosis can also present as hyperplastic gin-
gival lesion (Loh et al, 1989) and as a lesion in the
pharynx and larynx  (Gerber et al, 1995).

As usual, the patient responded well to anti-
fungal therapy started after diagnosis, and im-
proved dramatically (Fig 1B). Patients presenting
with oral ulcer should be meticulously examined
clinically and physically, and laboratory investi-
gations should be done to exclude histoplasmosis.
Patients should be screened for immunocom-
promized disorders, particularly HIV, whether it
is positive or negative, and appropriate therapy
should be started.
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Fig 2–Microphotograph (H&E x 40) showing inflammatory infiltrate and macrophages containing
the yeast form of H.capsulatum.

Fig 1–Gross photograph of the patient’s oral ulcer before (A) and after treatment (B).

host may cause a chronic pulmonary infection or
disseminated disease (Stein and Sugar, 1989).
Oral lesions are present in 30%-50% of the pa-
tients with disseminated histoplasmosis (Mac-
Farlane and Samaranayake, 1990). Our reported
case has oral lesion and bilateral lung crepitation
and haziness. Histoplasmosis is common in
immunocompromized patients, such as HIV pa-
tients, and oral histoplasmosis may be the primary
diagnostic manifestation of underlying HIV in-
fection. However, in our case the patient was se-
ronegative for HIV, HCV, and HBsAg.

Oral lesions along with constitutional symp-
toms like dysphagia, loss of weight, loss of appe-
tite, irregular low grade fever, often mimic a clini-
cal diagnosis of squamous cell carcinoma or granu-
loma (Swindells et al, 1994). The presented case
also had these symptoms and was clinically sus-
pected to have a malignany with  ulceration. Most
oral ulcers underlie associated diseases, such as
fungal infections like histoplasmosis and candidi-
asis, granulomatous inflammation, squamous cell
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