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Background: Emerging fungal infections can pose a serious threat in contemporary healthcare due to host
variations, clinical presentation and emerging resistance. Histoplasma capsulatum is a thermally dimorphic
fungus, which acts as a Trojan horse by residing inside macrophages. Histoplasmosis is an emerging infection
and its association with hemophagocytic lymphohistiocytosis (HLH) in immunocompetent patients has been
scantily reported in the literature.

Objective. The aim of the study was to explore disseminated histoplasmosis with the help of case report.

Methods: A case report of histoid leprosy is presented.

Results: A male patient of 47 yearsof age, under treatment for chronic obstructive pulmonary disease for
five years and diabetes mellitus Type-II for two years, presented with fever of unknown origin (FUO) with evidence
of HLH in the bone marrow. Core biopsy of the liver and spleen showed a dense tissue infiltrate with vacuolated
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histiocytes containing Histoplasma capsulatum, eosinophils, some lymphocytes and plasma cells.
Conclusion: Histoid leprosy is a discrete infrequent form of multibacillary leprosy with distinctive clinical,
bacteriological and histomorphological features. Histopathologic examination with modified fite stain remains

the mainstay of diagnosis.
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Introduction

Histoplasma capsulatum is a thermally
dimorphic fungus, which acts as a Trojan Horse
by residing inside macrophages [1]. Most
individuals with intact cellular immunity are
asymptomatic. A patient presented with fever
of unknown origin (FUO) with evidence of
hemophagocytic lymphohistiocytosis (HLH) in
the bone marrow. Emerging fungal infections
can pose a serious threat in contemporary
healthcare due to host variations, clinical
presentation and emerging resistance [2-8].
There are diagnostic stringencies in resource
limited facilities [9, 10]. Histoplasmosis is an
emerging infection and its association with HLH
in immunocompetent patients has been scan-
tily reported in the literature [11-16].

Case Report

A male patient of 47 years old, under treat-
ment for chronic obstructive pulmonary disease
for five years and diabetes mellitus Type-II for
two years, presented with rashes around knee
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for 6 months, fever for 2 weeks and black stools
for 3 days. Pallor, pedal edema, hepatomegaly
7 cm below right subcostal margin and sple-
nomegaly 9 cm below left subcostal margin
were evidenced. Investigated for FUO, hemo-
globin was 5.5-8.3 gm/dl|, total leucocytes 3600-
4200/cumm with normal differential, serum
ferritin was 306 ng/dl, while other tests were
non-contributory towards diagnosis. CT thorax
and abdomen revealed hepatosplenomegaly,
retroperitoneal lymphadenopathy with mild
ascites and solitary lesionin spleen. Colonoscopy
was non-contributory. Bone marrow aspirate
and biopsy showed evidence of HLH (Fig. 1).

While on treatment, the patient succumbed
to his illness. Consented post-mortem needle
biopsy from liver, spleen, lungs and kidneys was
done. Core biopsy of the liver and spleen
showed a dense tissue infiltrate with vacuolated
histiocytes containing histoplasma capsulatum,
eosinophils, some lymphocytes and plasma
cells.

Discussion
Histoplasmosis is an endemic infection in
most of the USA, Asia and Africa caused by
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Fig. 1. Photomicrograph: HPE 400X; Bone marrow
aspirate with Histoplasma, increased histiocytes and
evidence of hemophagocytosis.

infectious bat and birdexcretions. Disseminated
histoplasmosis, classically described in the
immunocompromised, can occur in immuno-
competent patients. Clinical presentations vary
depending on the size of the inoculum, host’s
immune status and presence of underlying lung
disease. Overt symptoms occur in 5% healthy
individuals after low-level exposure; however
75% may get affected with heavy exposure.
Mostly asymptomatic, mild flu-like illness, fever,
chills, sweating, cough, chest and joint pain may
occur. Acute histoplasmosis may last 1-5 days
whereas chronic histoplasmosis, mostly asso-
ciated with lung infections, can last 10-21 days
and is associated with weight loss, persistent
fatigue and night sweats. Associated acute or
subacute pulmonary disease, progressive dis-
seminated disease, pericarditis, arthritis, me-
diastinitis, hepatomegaly, splenomegaly and
bone marrow suppression may occur [17-19].
The patient presented with fever, fatigue,
polyarthralgia, skin rashes and black stools with
underlying chronic obstructive pulmonary
disease. Along with anemia and hepatospleno-
megaly, the clinical picture fits histoplasmosis
[11-16].

HLH is an overwhelming inflammatory
response, resulting in cytokine storm and
activation of monocyte-macrophage system
resulting in multiorgan dysfunction. It is a
secondary phenomenon to infections, malig-
nancies, autoimmune disorders and drug
reaction. HLH is associated with high mortality
although successful treatment has been re-
gistered [11,14,15].

Diagnosis of histoplasmosis involves stai-
ning, isolation, serology and antigen detection.
Bone marrow gives the highest diagnosticyield.
Antigen detection in urine and serum by radio-
immunoassay is useful in an immunocom-
promised patient when antibody production
may beimpaired. Other laboratory abnormalities
include anemia, leukopenia, pancytopenia,
elevated liver enzymes, increased ferritin and
lactate dehydrogenase. Our diagnosis was
based on clinical presentation and histo-
pathology of liver and spleen [6], when culture
was negative.

A high index of suspicion is required as
100% mortality seenin untreated histoplasmosis,
can fall to 70% when adequately treated with
Amphotericin-B [4, 20-25].

Risk factors for acquiring acute or chronic
histoplasmosis in immunocompetent patients
are for farmers and travelers having prolonged
contact with rural or endemic environment,
speleologists/spelunkers coming in contact
with bat guano, and farmers coming in contact
with soil enriched with bird guano. Heavy
infective inoculum leads to acute presentation
whereas lowinoculum maylead to asymptomatic
or chronic infection. Prolonged exposure to
endemic area in Brazil led to histoplasmosis in
43.9-82.9% of immunocompetent patients [26-
29].

Conclusion

Disseminated histoplasmosis needs to be
differentiated from common diseases like
tuberculosis, lymphoma or metastatic mali-
gnancy. Emerging opportunistic resistant
infections warrant a high degree of clinical
intuition and mental mobility for optimal
management.
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BcTyn. 3pocmaHHs Kiekocmi ma yacmomu 2pubkosux iHgekyili Moxce cmaHosumu cepliosHy 3a2po3y
Cy4YacHili cucmemi 0XOpOHU 300p08’A Yepe3 8apiamusHicme KAiHIYHO20 nepebizy, cuMnmomie ma 03HaK
30X80PHOBAHHA, pe3ucmeHmHicms 00 aikysaHHSA. Histoplasma capsulatum - ye dumopHul 2pub, akul
nogoouMbCA AK «MPOSHCLKUL KiHb» NPOHUKArOYU 8cepeduHy Makpogazie. [icmonnazmos - 3aXeopro8aHHS, W0
OCMAHHIM 4acom ece Yacmiuie 0i02HOCMYeMbcs, 00HAK npo (1020 830EMO38'A30K 3 2eMOPa20yUMaApHUM
niM@ozicmioyumo3om y imyHoKoMnemeHMmMHuUX 0ci6 Had3eu4aliHo Mano iHpopmayii.

MeTa po60TU Ha npuknadi kKAiHIYHO20 8UNAOKY docidumu nepebie OUCEMIHOBAOHO20 2iCMONAA3MO3Y.

MeToawn. OnucaHo KaiHiYHUT 8unadok 2icmoidHoi senpu y nayieHma.

PesynbTaTwn. Yos108iK, 47 pokie, Kompuli 0CmaHHix n‘ame pokie sikyeascs 8id XO3J1 ma yykposozo diabemy
dpy2020 muny, 3eepHyscsi 00 Aikaps 3i CKaOp2aMU HA AUXOMAHKY HegidoMo20 2eHe3y. byno diazHocmosaHo
2emopazoyumapHull nimgpozicmioyumo3s Kicmkogozo Mo3Ky. Ha npenapamax neyviHku ma cenesiHku NocMepmHoi
6ioncii opaaHie 3HalideHo WinbHUll MKaHUHHUU iHYinempam 3 8aKyoni308aHUMU 2icmioyumamu, AKi micmuau
Histoplasma capsulatum, eo3uHo@inu, Hesenuky Kinekicme AiMpoyumie ma naasmoyumis.

BUCHOBKMW. [icmoidHa nenpa - pidkicHa popma MyaemubayuasapHOI 1enpu 3 XapaKmepHUMU KAIHIYHUMU,
6aKkmepioNo2iYHUMU Ma 2icMoMop0102iYHUMU 03HOKAMU. [1po8edeHHS 2iCmos102iYH020 00CAiIOHeHHS 003805€
diazHoCmy8amu 30X80PHOBAHHS.

K/TKOYOBI C/TOBA: rictonnasmos; remogaroyutapHuii niméoricriounTos.
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