Acute localized pulmonary histoplasmosis - Another bug out

of COVID’s Pandora box!

Sir,

Patients with COVID-19 infection, especially those with
severe disease and those who have been treated with
immunosuppressants, are prone to a number of rare and
exotic infections. Histoplasmosis is a mycotic infection
rarely described from the Indian subcontinent. Here,
we describe a patient with acute localized pulmonary
histoplasmosis, secondary to severe COVID infection with
respiratory failure.

A 65-year-old female, known case of nonalcoholic
steatohepatitis-associated stable chronic liver disease,
developed severe COVID-19 infection with respiratory
failure in April 2021. She required hospitalization
and was treated with oxygen and intravenous
methylprednisolone (40 mg twice daily), which was
tapered over the next 7 days and eventually tapered
in the oral form over the next 2 weeks. The patient
was discharged from the hospital on supplemental
oxygen, after 2 weeks of hospitalization. Two weeks
postdischarge, the patient developed fever with cough.
The fever was gradually progressive and at the end
of 1 week was peaking at 102°F, with 2-3 peaks daily.
There was associated mild cough. Apart from the
occasional cough, no other discernable localizing signs
were present with the fever. For evaluation of the fever,
she was readmitted to the hospital. On hospitalization,
repeat high-resolution computed tomography (HRCT)
chest was done which showed variable post-COVID
changes in the both the lungs along with a soft-tissue
density (3.2 cm X 3 cm) in the lingular segment of the left
lung. The patient was unable to bring out any sputum for
evaluation, and in view of the frail status of the patient
and peripheral location of the lesion, bronchoscopy
was deferred. In view of the solitary mass like lesion on
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HRCT chest, suspicion of neoplastic etiology was raised
and a whole-body positron emission tomography (PET)
CT was done which revealed a highly metabolically
active soft tissue density in the left lingular segment
of the lung. No other metabolically active lesion was
reported in the PET CT [Figure 1]. In view of the PET
CT findings, CT-guided biopsy was done from the PET
avid lesion. Histopathological examination of the lesion
revealed diffuse sheets of histiocytes with numerous
budding yeasts and epitheloid granulomas with
lymphoplasmacytic infiltrates. Findings were suggestive
of pulmonary histoplasmosis.

In view of the histopathology findings, she was started on
oral itraconazole, loading dose of 200 mg twice a day for
3 days followed by 200 mg once a day for 3 weeks. Therapy
was stopped after 3 weeks as there was complete clinical
and radiological resolution. Repeat HRCT chest, done after
a month, revealed that the solitary mass like lesion had
resolved completely. The patient is under follow-up and
is currently doing well.

A number of fungal infections have been reported in
patients who had severe COVID-19 infection and especially
those who have been treated with high dose of steroids
and other potent immunosuppressants. Most commonly
reported fungal infections in these patients include Mucor
and Aspergillus. Histoplasmosis is commonly reported in
the Mid-Western USA but is hardly encountered in the
Indian subcontinent. The pulmonary manifestations of
histoplasmosis range from pneumonia, hilar/mediastinal
lymphadenopathy/mass, cavitatory lung disease, and
superior vena cava/other mediastinal organ obstruction.™
Most common differential diagnosis includes tuberculosis,
malignancy, and sarcoidosis.
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Figure 1: PET - CT Whole body, demonstrating a single PET avid
nodular lesion in the left lingula.

Acute diffuse pulmonary syndrome is seen in patients with
exposure to a high inoculum of conidia, especially in patients
who have severe immunodeficiency (e.g., AIDS).?! Acute
localized pulmonary disease is less commonly reported, and
the fungal burden is generally lower in these patients.™ Our
patient also presented with a localized pulmonary lesion.
The yield of antigen detection for Histoplasma in the urine
and serum is usually very poor in these patients. Serological
test is fare better in these patients.’’ However, none of these
tests, either antigen detection or serology, are available easily
in India. To establish the diagnosis in our patient, we had to
resort to lung biopsy, which clinched the diagnosis.

Most commonly used antifungal agents in the treatment
of histoplasmosis include itraconazole, fluconazole,
and amphotericin B. Amphotericin B is used in patients
with severe lung disease. In most patients who do not
require hospitalization, itraconazole is mainly the drug of
choice.[¥ Many patients, especially those with underlying
immunosuppression, may require prolonged periods of
treatment.

Histoplasma is another bug which has come out of the
COVID’s Pandora box. Physicians treating post-COVID cases,
who have persistent fever/radiological lesions which are not
resolving, should be evaluated for common and rare mycosis,
including histoplasmosis, as is highlighted by this case report.
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