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Histoplasmosis is an uncommon cause of pyrexia of unknown origin in India. We
present a case of hepatic histoplasmosis presenting as pyrexia of unknown origin. The
patient had splenomegaly, thrombocytopenia, high serum-ascites albumin gradient,
and imaging suggestive of cirrhosis. The patient had received 2 months of antituber-
cular treatment and came to us because of a lack of improvement. A liver biopsy was
done because of cholestatic liver function tests and normal biliary system on imaging,
thus raising the possibility of infiltrative liver disease. A transjugular liver biopsy
revealed histoplasmosis. The patients improved after treatment. It is a common
practice to start antitubercular treatment in patients with pyrexia of unknown origin,
which should not be practiced in the current era. Every effort should be made for a
correct diagnosis. The case highlights the importance of liver biopsy in cases with no
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Case

A 42-year-old female presented with complaints of intermit-
tent fever associated with weight loss for 5 months. An
ultrasound abdomen showed coarse echotexture of the liver
and splenomegaly. FibroScan (vibration-controlled transient
elastography) showed a liver stiffness value of 23 kPa. The
patient developed ascites and pedal edema in the later
course. Routine investigations for the cause of the fever
were negative. Computed tomography showed caudate
lobe prominence, irregular liver margins (=Fig. 1A), and
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definite diagnosis and also that hepatic histoplasmosis could mimic cirrhosis.

splenomegaly. Ascitic fluid investigations revealed transu-
dative nature with a high serum ascitic albumin gradient of
1.5. The adenosine deaminase value of ascitic fluid was 6 U/L.
She was suspected of having an underlying chronic liver
disease with portal hypertension because of imaging, high
gradient ascites, low albumin, low platelet count, spleno-
megaly, and high liver stiffness value. She had received
empirical antitubercular therapy for pyrexia of unknown
origin (PUO) for 2 months. However, there was no improve-
ment. At this point, she came to our hospital. Investigations
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Fig. 1

(A) Irregularity of inferior margins of the liver (marked by
arrows) and splenomegaly. (B) Hematoxylin and eosin stain showing
small round organisms within hepatocytes and in sinusoids. (C)
Periodic acid-Schiff staining showing small, round to ovoid fungal
organisms. (D) Grocott’s methenamine silver stain showing round to
ovoid 2 to 4 ym narrow-based budding fungal organisms suggestive of
histoplasmosis.

at our hospital revealed hemoglobin 8.8 g/dL, total leucocyte
count 7.73 x 10%/uL, platelets 38 x 10%/uL, bilirubin 1.0
mg/dL, alanine transaminase 29 U/L, aspartate transaminase
17 UJL, alkaline phosphatase 394 U/L, gamma-glutamyl
transpeptidase 185 U/L, and albumin 1.9 g/dL. Viral markers
(hepatitis B surface antigen, hepatitis C antibody, and anti-
human immunodeficiency virus 1 and 2) were nonreactive. A
gastroscopy was negative for varices. There was no history of
immunosuppressive medications. In view of the cholestatic
liver function test and normal biliary system on imaging, a
transjugular liver biopsy was performed to exclude infiltra-
tive liver disease The liver biopsy showed small round fungal
organisms within hepatocytes and within sinusoids as
shown in =Fig. 1B (hematoxylin and eosin stain). =Fig. 1C
(Periodic acid-Schiff staining) and =Fig. 1D (Grocott’s
methenamine silver stain) show round to ovoid 2 to
4pum narrow-based budding fungal organisms, the mor-
phology was suggestive of histoplasmosis. The liver biopsy
showed 3/6 fibrosis and was negative for granulomas,
necrosis, or Kupffer cell hyperplasia. The patient improved
with itraconazole treatment for 1 year, ascites disappeared
at 3 months of follow-up, and she was asymptomatic at
1 year.

Discussion

Histoplasma capsulatum is an intracellular dimorphic
fungus that exists in mycelial and budding yeast forms. India
is a nonendemic area for histoplasmosis, with few reports
only." The spores of Histoplasma are found in soils contami-
nated with bird droppings. The fungal spores have been
shown to present in Gangetic delta soil.> The disease remains
underreported due to an asymptomatic self-limiting course
in the majority, tuberculosis masquerading the disease, and
lack of diagnostic facilities. Histoplasma infection develops
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when microconidia are inhaled into the lungs and ingested
by macrophages. Macrophages assist in spreading the or-
ganism via lymphatics and the blood to adjacent lymph
nodes and the reticuloendothelial system (liver, spleen,
lymph nodes, and bone marrow). Most of the infections
are acute and self-limited.? Histologically, the involved liver
may show portal lymphohistiocytic infiltrates, Kupffer cell
hyperplasia, discrete granulomas, and Histoplasma within
macrophages with minimal inflammatory reaction.>* Al-
though we did not expect a diagnosis of hepatic histoplas-
mosis initially, a liver biopsy was done due to the possibility
of infiltrative liver disease, and the biopsy provided the
correct diagnosis.

Histoplasmosis is increasingly diagnosed nowadays as a
cause of PUO due to efforts to make a definitive diagnosis,
and is not so uncommon in India.>~® In a series of 52 cases
with PUO and adrenal enlargement from North India, 13 had
histoplasmosis.” The disease generally presents with lymph
nodes or adrenal involvement.”~’ The index case highlights
that the practice of empirical antitubercular therapy should
be discouraged as it delays the correct diagnosis in anticipa-
tion of a response to antitubercular therapy. Ascites has been
reported in some cases of histoplasmosis. However, the
cause of ascites should be portal hypertension in the current
case, which can occur in the noncirrhotic liver due to
systemic diseases including infections.® The index case high-
lights the importance of liver biopsy in cases with no definite
diagnosis.

Ethical Statement
Informed consent was obtained from the patient. Institu-
tional ethical approval obtained to publish the report.

Data Availability Statement
There is no data associated with this work.

Funding
None.

Conflict of Interest
None declared.

Acknowledgments
The authors thank Mr. Yogesh Saini (research coordinator).

References

1 Goswami RP, Pramanik N, Banerjee D, Raza MM, Guha SK, Maiti
PK. Histoplasmosis in eastern India: the tip of the iceberg? Trans R
Soc Trop Med Hyg 1999;93(05):540-542

2 Sanyal M, Thammayya A. Histoplasma capsulatum in the
soil of Gangetic Plain in India. Indian ] Med Res 1975;63(07):
1020-1028

3 Lamps LW, Molina CP, West AB, Haggitt RC, Scott MA. The
pathologic spectrum of gastrointestinal and hepatic histoplasmo-
sis. Am ] Clin Pathol 2000;113(01):64-72

4 Rihana NA, Kandula M, Velez A, Dahal K, O’Neill EB. Histoplasmo-
sis presenting as granulomatous hepatitis: case report and review
of the literature. Case Rep Med 2014;2014:879535

Vol. 12 No. 2/2022 © 2023. Gastroinstestinal Infection Society of India. All rights reserved.



Hepatic Histoplasmosis Masquerading as Cirrhosis and Portal Hypertension Choudhary et al. 123

5 Bansal RK, Choudhary NS, Patle SK, et al. Endoscopic ultra- 7 Semela D. Systemic disease associated with noncirrhotic portal
sound-guided fine-needle aspiration of enlarged adrenals in hypertension. Clin Liver Dis (Hoboken) 2015;6(04):103-106
patients with pyrexia of unknown origin: a single-center 8 Sharma R, Lipi L, Gajendra S, et al. Gastrointestinal histoplasmo-
experience of 52 cases. Indian ] Gastroenterol 2018;37(02): sis: a case series. Int ] Surg Pathol 2017;25(07):592-598
108-112 9 Gopalakrishnan R, Nambi PS, Ramasubramanian V, Abdul Ghafur K,

6 Mansoor CA, Bhargavan PV, Rajanish R, Nair LR. Disseminated Parameswaran A. Histoplasmosis in India: truly uncommon or
histoplasmosis. Indian ] Orthop 2013;47(06):639-642 uncommonly recognised? J Assoc Physicians India 2012;60:25-28

Journal of Gastrointestinal Infections  Vol. 12 No. 2/2022 © 2023. Gastroinstestinal Infection Society of India. All rights reserved.



