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Case Report
Patient name ABC 40 years old male resident of district 

Buner, Swat has been referred to haematology deptt of 
Hayatabad Medical Complex Peshawar on 20th May 2017. He 
had low grade fever and cough for the last two months. There 
was no history of transfusion. On examination he was pale with 
hepatosplenomegaly with no lymphadenopathy. The patient 
was given broad spectrum antibiotics and antimalarials. His 
peripheral blood findings showed RBC count of 3.21×106/µl, Hb 
of 7.5g/dl and TLC of 6.12×103/µl with DLC of neutrophils 73%, 
lymphocytes 29%, monocytes 2%, eosinophils 4%, myelocytes 
2%. Platelets count was 100 ×103/µl. Peripheral smear 
examination revealed microcytic hypochromic blood picture. 
His other lab investigations were unremarkable with anti HCV 
antibodies positivity.

His bone marrow examination revealed hyper cellular 
marrow with normal erythropoiesis and mylopoiesis and 
increased megakaryocyte. Intracellular and extracellular 
microorganisms were seen. The organisms showed positivity 
with iron stain. Trerphine biopsy showed cellular marrow with 
intact trillineage haematopoiesis. There was diffused infiltrate 
of marrow by intracellular and extracellular microorganisms. 
Peripheral blood, bone marrow aspiration and trephine  

 
biopsy findings were suggestive of Histoplasma capsulatum. 
Discussion

Histoplasmosis was originally discovered in Panama by 
Samuel D [1]. It is now known to be endemic in North and South 
America with low prevalence in South East Asia and Africa [2]. 
Histoplasmosis is most common endemic mycosis and major 
cause of morbidity in immunocompromised patients who live 
in endemic areas [3]. H. capsulatum grows in soil and material 
contaminated with bird or bat droppings (guano). The fungus 
has been found in poultry house litter, caves, areas harbouring 
bats, and in bird roosts. The fungus is thermally dimorphic: 
in the environment it grows as a brownish mycelium, and at 
body temperature (37 °C in humans) it morphs into a yeast. 
Histoplasmosis is not contagious, but is contracted by inhalation 
of the spores from disturbed soil or guano. The inoculum is 
represented principally by microconidia. These are inhaled 
and reach the alveoli. n the alveoli, macrophages ingest these 
microconidia. They survive inside the phagosome. As the fungus 
is thermally dimorphic, these microconidia are transformed 
into yeast. They grow and multiply inside the phagosome. The 
macrophages travel in lymphatic circulation and spread the 
disease to different organs [4] (Figure1 & 2).
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Abstract

Histoplasmosis (also known as “Cave disease, Darling’s disease, Ohio valley disease, reticuloendotheliosis,) is a disease caused by the fungus 
Histoplasma capsulatum. Histoplasma capsulatum is found in soil, often associated with decaying bat guano or bird droppings. Disruption of soil 
from excavation or construction can release infectious elements that are inhaled and settle into the lung. Symptoms of this infection vary greatly, 
but the disease affects primarily the lungs. Occasionally, other organs are affected; this is called disseminated histoplasmosis, and it can be fatal 
if left untreated. Histoplasmosis is common among immunocompromised patients. In immunocompetent individuals, past infection results in 
partial protection against ill effects if reinfected. Here we present this case of histoplasmosis to provide insight of the disease to the physician as 
clinical manifestation of the disease is similar to those in community acquired pneumonia, tuberculosis, sarcoidosis and malignancy.
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Figure 1: Peripheral Smear. 

Figure 2: Bone Marrow Aspirate.

Figure 3: Bone Marrow Aspirate.

Figure 4: Iron Stain (Perl’s Stain).

The signs and symptoms of infection occurs 3-17 days 
after the exposure. Most effected individuals have clinically 
silent manifestations and show no apparent ill effects 
[5]. Acute phase of histoplasmosis is characterised by 
nonspecific respiratory symptoms often cough and flu like. 
Chronic histoplasmosis cases resembles tuberculosis [6,7]. 
Disseminated histoplasmosis effects multiple organs and is fatal 
unless treated [8]. While histoplasmosis is the most common 
cause if mediastinitis but this remains a rear disease. Severe 
infections can cause hepatosplenomegaly, lymphadenopathy 
and adrenal enlargement [4]. Lesions have a tendency to 
calcify as it heals. A battery of investigations is required for the 
diagnosis. In this regard, antigen for H. capsulatum detection 
is most rapid and sensitive assay in histoplasmosis [9]. The H. 
capsulatum antigen is found in bronchioalveolar leavage fluid 
in pulmonary histoplasmosis and CSF in meningitis cause by 
histoplasmosis. PCR is also a rapid and specific tool but is not 
routinely used [10]. Serological tests includes antibodies to 
H. capsulatum measured by immunodiffusion or complement 
fixation. However the definite diagnosis is achieved by direct 
microscopic examination of body specimens like peripheral 
blood, bone marrow and bronchial aspirate after staining with 
Gimsa or periodic acid of Shiff (PAS) [11]. H. capsulatum appears 
as tiny round or oval bodies 1-4 µm in diameter with a clear 
hallow surrounding central or acentric stained chromatin. The 
organism is found both intracellularly and extracellularly [9]. 
Culture is the gold standard for H. capsulatum diagnosis. Blood 
cultures using lysis centrifugation techniques or instrumental 
blood culture technique such as BACTEC or Becton Dickinson 
are more effective as compared to standard culture (sabouraud 
or agar medium) [9-11]. Both techniques require 4-6 weeks to 
grow the fungal colony, initially are smooth and as ages become 
cottony and brown. Microscopically they have speared hyphae. 
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Lipid formulations of Amphotericin B 3-5mg/kg/d, given for 
one to two weeks, followed by itraconazole 200 mg three times 
daily for three days then twice daily for 3 months induces a 
rapid response and should be used in patients sufficiently ill to 
require hospitalization. Methylprednisolone (0.5-1.0mg/kg/d 
intravenously) is also recommended for those with hypoxemia or 
respiratory distress. Itraconazole 200mg twice daily for 2 weeks 
followed by once or twice daily for 3 months is recommended 
in patients with milder illnesses, and has proven to be effective 
in controlled trials in patients with disseminated and chronic 
pulmonary infection [12,13] (Figure 3 & 4).
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