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Introduction

Disseminated histoplasmosis can occur in immunosup-
pressed as well as immunocompetent individuals. It causes
hemophagocytic lymphophagocytosis in the bone marrow.
Histoplasma capsulatum is a dimorphic fungus that remains
in a myecelial form at ambient temperatures and grows as
yeast at body temperature and transmitted by inhalation of
the spores. It enters the reticuloendothelial system and re-
sides in macrophages. Most individuals with intact cellular
immunity are asymptomatic. Approximately, 10% cases of
histoplasmosis develop into progressive disseminated histo-
plasmosis.” We report this case as in this case patient pre-
sented with pyrexia of unknown origin and there was
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evidence of hemophagocytosis in the bone marrow. The pa-
tient had recurrent erythema nodosum and subsequently
liver and spleen biopsy clinched the diagnosis.

Case report

A 52 years male patient, a known case of chronic obstructive
pulmonary disease for three years, Type Il DM for 6 months,
Recurrent erythema nodosum for 6 months, Acid peptic dis-
order and Polyarthralgia presented with skin rashes below
knee for 6 months, fever for 2 weeks and black stool for 3 days.
On examination there was pallor, Pedal edema, Hepatomegaly
5 cm below Rt subcostal margin, Splenomegaly — 8 cm below
left subcostal margin. Hemoglobin was low (Range 6—7.3 gm/
dl), total leucocyte count was 4200/cumm. CT scan of thorax
and abdomen showed hepatosplenomegaly, retroperitoneal
lymphadenopathy with mild ascites, solitary lesion in spleen.
Colonoscopy showed normal study. He was planned for liver
biopsy. Two units of packed red cells and six units of platelets
were infused. Bone marrow aspirate and biopsy showed evi-
dence of hemophagocytic lymphohistiocytosis. Serum ferritin
was 306 ng/dl. He was treated with intravenous amphotericin-
B at a dose of 0.9 mg/kg body weight He was receiving anti-
biotics and other symptomatic measures. Skin biopsy was
done which was reported as erythema nodosum. The patient
succumbed to his illness. Post mortem needle biopsy after
proper consent was taken from liver, spleen, lungs and kid-
neys as the next of kin did not give consent for an autopsy.
Core biopsy of the liver and spleen shows the tissue was
densely infiltrated with chronic inflammatory cells including
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eosinophils. These included many histiocytes with a small
number of lymphocytes and plasma cells, the histiocytes
show cytoplasmic vacuoles and cells containing histoplasma
capsulatum.

Discussion

Histoplasmosis is an endemic infection in most of the USA,
Asia and Africa caused by infectious soil inhabited by bats and
birds, as their excretions contaminate the soil. Disseminated
histoplasmosis may present either as self-limited disease or
progressive disseminated histoplasmosis. Progressive dissem-
inated histoplasmosis of course can occur in immunocompe-
tent patients at extremes of age and immunocompromised
patients. Clinical presentations vary depending on the size of
the inoculum, host's immune status and presence of underly-
ing lung disease. Overt symptoms occur in only 5% of in-
dividuals after low-level exposure, but in 75% cases after heavy
exposure in healthy hosts. Approximately 10% cases of histo-
plasmosis develop progressive disseminated histoplasmosis.**
Most people have no symptoms, or only have a mild flu-like
illness. If symptoms do occur, they may include fever, chills,
sweating, cough, and chest pain, joint pains, mouth sores, red
skin nodular lesions called erythema nodosum, most often on
the lower legs. The infection may be active for a short period of
time, and then the symptoms go away.”® Sometimes, the lung
infection may become long-term (chronic). Histoplasmosis
may spread throughout the body, causing irritation and
swelling (inflammation) in response to the infection. The acute
syndrome can range from mild (lasting 1-5 d) to severe (lasting
10—-21 d); the latter is associated with weight loss, fatigue, and
night sweats. Fatigue may persist for weeks after the acute
symptoms resolve. Patients may develop a variety of clinical
manifestations including acute or subacute pulmonary dis-
ease, progressive disseminated disease, pericarditis, arthritis
or, less commonly, fibrosing mediastinitis.” '° Hepatomegaly,
splenomegaly, and bone marrow suppression may occur. Our
patient presented with fever, fatigue, chronic obstructive pul-
monary disease, recurrent erythema nodosum, acid peptic
disorder polyarthralgia with skin rashes below knee and black
stools. These symptoms along with anemia and hep-
atosplenomegaly well corroborated with the symptoms and
signs in cases of disseminated histoplasmosis as reported in
literature.'™'? Histoplasmosis can be diagnosed by growth of
histoplasma in culture, fungal stains (Bone marrow aspirate,
peripheral blood smear, lymph node biopsy, bronchoalveolar
lavage fluid, transbrochial biopsy specimen and biopsy from
cutaneous lesions, serologic tests for antibodies, and antigen
detection). Among all these, bone marrow examination has the
highest diagnostic yield. Antigen detection in urine and serum
by radioimmunoassay is useful in immunocompromised pa-
tient when antibody production may be impaired. It is highly
sensitive in disseminated infection. Other laboratory abnor-
malities include anemia, leukopenia, pancytopenia, elevated
liver enzymes, increased ferritin and serum lactate dehydro-
genase. Our case was diagnosed as disseminated histoplas-
mosis on the basis of clinical presentation and histopathology
of liver and spleen. Although culture was negative, histo-
morphological features were characteristic for diagnosis (Figs.

Fig. 1 — Shows microphotograph showing liver biopsy with
PAS stain showing red colored yeast firm of
histoplasmosis.

1 and 2). The progressive disseminated histoplasmosis is re-
ported to occur in one or two per 1000 patients of any age due to
many predisposing factors. Fever, cough, weight loss, lymph-
adenopathy and hepatosplenomegaly are usual mode of pre-
sentation. But our case presented with fever, erythema
nodosum and hemophagocytosis in bone marrow. Awareness
of this infection is important because 100% mortality is seen in
untreated group which comes down to 70% when adequately
treated with Amphotericin-B5. Disseminated disease is to be

Fig. 2 — Shows microphotograph GMS stain showing black
colored histoplasmosis in liver biopsy.
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differentiated from common diseases like tuberculosis, lym-
phoma or metastatic malignancy.
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