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Abstract

Introduction: Histoplasmosis is an infection due to a dimorphic fun-
gus Histoplasma capsulatum. In Tunisia, there is no cases described 
among native Tunisians, but it is emerging as an exotic imported infec-
tion from Sub-Saharan Africa.

Methods: We reported the case of an Ivorian woman living with 
HIV, hospitalized at infectious diseases department in 2020 for dissem-
inated histoplasmosis.

Case: A 37-year-old Ivoirian woman, living in Tunisia for 7 months, 
infected with HIV, presented with an impairment in general state, weak-
ness, anorexia, and weight loss, evolving for 10 days. She was febrile, 
cachectic, and dehydrated. She had an oral candidiasis and a general 
skin eruption. Laboratory findings showed a pancytopenia. CRP was at 
40 mg/l, ferritin was at 2201 ng/ml, LDH at 450 U/l. Lymphocyte T CD4 
count was deeply low at 1 cell/µl. A skin biopsy of a nodular lesion was 
realized, and histology exam concluded to histoplasmosis. The myco-
logical examination of skin smear stained with May Grunwald Giemsa, 
showed small yeasts typical of Histoplasma capsulatumvarcapsulatum. 
She received amphotericin B 1 mg/kg/day. Outcome was initially satis-
factory but on the 8th day of treatment, she presented a bleeding syn-
drome with impairment in hemodynamic, neurologic, and respiratory 
state. Despite reanimation, she dead.

Conclusion: The presentation of histoplasmosis is not specific, but 
it must be suspected in immunocompromised patients coming from 
endemic area.
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Figure 1A: Hyperpigmented macules and papules on the back and 
the arms. 

Introduction

Histoplasmosis is an infection due to a dimorphic fungus His-
toplasma capsulatum. It was firstly discovered in 1906 by Sam-
uel T Darling [1]. It is a telluric fungus, mainly transmitted by 
inhaling microconidia, more rarely by digestive pathway or skin 
excoriation. Some exceptional cases of transmission after liver 
or kidney transplantation have been reported [2,3].

It is endemic in parts of USA (Ohio and Mississippi valleys), 
Mexico, Central and South America, South-East Asia, India, Chi-
na, Australia, parts of Europe (especially Italy) and Sub-Saharan-
Africa [4]. In 2017, the annual incidence of disseminated histo-
plasmosis worldwide was 100,000 cases [5].

There are two varieties of Histoplasma capsulatum: Histo-
plasma capsulatum var capsulatum, the most common and 
Histoplasma capsulatum var duboisii or Histoplasma africana 
which is isolated only in Africa.

For immunocompetent patients, it is mainly responsible of 
asymptomatic forms or non-specific signs. However, in case of 
immunosuppression with HIV, immunosuppressive drugs, or 
aged patients, it may cause a severe infection that compromises 
vital prognosis and requires an urgent treatment.

In Tunisia, there is no cases described among native Tuni-
sians, but it is emerging as an exotic imported infection from 
Sub-Saharan Africa.

The aim of our paper is to describe the clinical, para-clinical 
and outcomes of this infection by reporting a case of Ivorian 
woman living with HIV, hospitalized at infectious diseases de-
partment in 2020.

Clinical case 

We report the case of a 37-year-old Ivoirian woman, who 
had been living in Tunisia for 7 months. HIV infection was re-
cently discovered after a rapid test screening. She presented to 
our department with an impairment in general state, weakness, 
anorexia, and weight loss, evolving for 10 days. She was also 
complaining from generalized skin eruption, cough and vomit-
ing without diarrhea.

Physical examination revealed a febrile, cachectic, and de-
hydratedpatient. She had an oral candidiasis and many maculo-
papular, pustularskin lesions and nodules on the face, purpuric 
lesions on the shoulders, and hyperpigmented macules on the 
back, trunk, and upper extremities (Figures 1A,B).

Her respiratory rate was by 22 cycles/min. Pulmonary aus-
cultation was normal. She hada tachycardia at 110 pulse/mn, 
arterial pression was 90/60 mmHg.

The abdomen was tender. Liver length was at 18 cm. She had 
a splenomegaly.

Laboratory findings showed an anemia at 4.2 g/dL, leuco-
penia at 1130/ mm3, lymphopenia at 120/ mm3, neutropenia 
at 940/ mm3 and thrombopenia at 76,000/ mm3. CRP was at 
40 mg/L, ferritin at 2201 ng/mL and LDH at 450 U/L. The other 
parameters were normal. Lymphocyte T CD4 count was deeply 
low at 1 cell/µL. The hepatitis B and C, leishmaniasis, toxoplas-
mosis and syphilis serologies were negative. Chest radiography 

was normal. 

The body CT scan showed cervical cellulitis and fasciitis, bi-
lateral non-necrotic cervical and axillary lymph nodes, a calci-
fied left latero-basal micronodule with some centro-lobular em-
physema bubble and hepato-splenomegaly.

She was rehydrated and had received a transfusion, so her 
state was stabilized.

A skin biopsy of a nodular lesion was realized, and histology 
exam showed the presence of necrotic collagen lesions with 
numerous rounded, basophilic microorganisms. These microor-
ganisms were intra- and extracellular taking Grocott and PAS, 
compatible with histoplasmosis (Figure 2).

The mycological examination of skin smear stained with May 
Grunwald Giemsa, showed small yeasts typical of Histoplasma 
capsulatumvarcapsulatum (Figure 3). It was a disseminated 
histoplasmosis, so she was treated with amphotericin B 1 mg/
kg/day. In addition, digestive endoscopy showed an extended 
esophagus candidiasis. No other treatment was associated. 
Outcome was initially satisfactory but on the 8th day of ampho-
tericine B, she presented a bleeding syndrome with impairment 
in hemodynamic, neurologic, and respiratory state. Despite re-
animation, she dead. 

Figure 1B: Maculopapular, pustular and nodules on the face.
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Figure 2: Microorganisms intra- and extracellular taking Grocott 
and PAS.

Figure 3: intracellular small ovoid yeasts (2-4 µm) in skin smear 
stained with MGG (X100) typical of Histoplasma capsulatumvar-
capsulatum.

Discussion

To our knowledge, we have reported the second case of dis-
seminated histoplasmosis in Tunisia. It’s an imported infection 
in our country but it’s endemic in other countries such as sub-
Saharan Africa, the origin of our patient. The mean age of pa-
tients infected in literature is by 35.4 years (18-70) [6]. The male 
gender was mainly touched [6]. 

After inhalation of microconidia, they reach alveoli where 
they transform into yeast. These yeasts are phagocytized by the 
alveolar macrophage where they multiply. For immunocompe-
tent host, macrophages can destroy the fungal particles in 10 to 
14 days by forming necrosis at the infected sites, then caseum 
and fibrosis. However, for immunocompromised host, the infec-
tion can progress and may reach all organs. So, clinical presenta-
tion is polymorph and not specific.

Impairment in general state with fever were the main gen-
eral symptoms in our case. In literature, these symptoms were 
reported in 83% of cases [7].

Our patient had an extensive generalized skin eruption. This 
symptom was reported only in 6% in literature. Our first case 
had no skin involvement [8]. Lesions were various and not spe-
cific with papular, macular, nodular, and ulcerative lesion. A 
Brazilian study had collected 36 patients living with HIV who 
presented histoplasmosis with skin eruption [9]. It was general-
ized in 58.3% of cases. Anisolated face localization was found in 
27.8% of cases. An only upper and lower limb localization was 
reported in 8% of cases. Two patients had a trunk localization. A 
tumor syndrome was also reported: splenomegaly in 12 to 19% 
[10], hepatomegaly was revealed in 26 to 32% [6] and adenopa-
thy in 35% to 48% of cases [7,11]. Other presentations were 

also described: Respiratory symptoms such as cough, thoracic 
pain, dyspnea revealed in 47% of cases in the study of Nacher 
and al [11], and neurological signs such as meningitis, encepha-
litis revealed in 20% of cases.

Laboratory findings were also nonspecific. A perturbation in 
CBC was mainly revealed due to infiltration of the bone marrow 
by histoplasma fungus or in contest of histiocyticsyndrome that 
may complicate the infection [13-16]. Kidney failure was also re-
ported. A study showed that an impaired kidney function with 
creatinine above 21 mg/l is predictive of a severe form of infec-
tion [17]. LDH level above twice time normal, had a prognostic 
value and is associated with high mortality rate. Ferritin value > 
10000, is specific of histoplasmosis and indicate to starturgent 
treatment without mycologic or histologic proof [18].

The gold standard diagnosis is to isolate histoplasma capsu-
latum in culture or direct exam with a sensitivity of 89.5% or 
in anatomopathological exam with a sensitivity of 78.3% [19]. 
Specific staining was used in mycologic exam especially MGG, 
GMS and PAS [20]. Culture shows especially the dimorphic char-
acter of the fungus by demonstrating transformation from yeast 
form to mycelian one [20]. But it required a special laboratory 
with a high biosecurity which is not available in our hospital.

Detection of antigen in plasma and/or urine or any other bio-
logic liquidis a sensitive method which can be used for the diag-
nosis of histoplasmosis. The sensitivity of the test in urine is up 
to 100% and 94.2% in plasma but this method is only available 
in referral lab in Indianapolis [21].

Serology is another diagnosis method with a sensitivity of 
88.5% [21], but antibodies can be isolated far from acute infec-
tion. PCR can be used for diagnosis; it offers a good specificity 
and sensitivity of 98.7% and 95.4% respectively [22].

Histoplasmosis occurs at an advanced state of HIV infection. 
Patients with disseminated histoplasmosis have a lymphocyte T 
CD4 count<150 cells/µl [13]. Like in our case histoplasmosis can 
be associated with other opportunistic infection: tuberculosis 
in 70% of cases [23], toxoplasmosis 13% [11], pneumocystosis 
13% [24], cytomegalovirus disease 9% [25]. For that, an exhaus-
tive investigation is required in these cases.

Amphotericin B deoxycholate is the referral treatment for 
histoplasmosis with 0.7 to 1 mg/kg/day. Liposomal form can 
be used when available with 3 mg/kg/day [26]. Studies demon-
strate that liposomal form is associated with better prognosis 
[54]. It must be retained at least for two weeks until improve-
ment of general state and possibility of oral use.

For the switch, Itraconazole is the best option. It should be 
taken 200 mg three times per day for reaching steady state rap-
idly than 200 mg twice a day. Itraconazole have multiple inter-
actions with antiretroviral therapy like efavirenz and lopinavir/
ritonavir that must be checked to choose the better dosage and 
avoid altered efficiency and organ impairments.

Treatment should be retained for at least 12 months. It can 
be stopped after accomplishing some conditions; regular ad-
ministration of treatment, LT CD4 > 150 cells/µl, HIV viral load 
<400 copies/ml and urine antigen <2 ng/ml.

A long-term treatment is indicated with itraconazole 200 
mg/day if immunosuppression is persistent or in case of recur-
rent histoplasmosis despite a well-managed treatment [25].

Disseminated histoplasmosis in patient living with HIV is a 
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serious infection. It is associated with a mortality estimated at 
39% within three months of diagnosis [14]. This mortality is due 
to several factors, including the immunosuppressive condition, 
delayed diagnosis, co-infection with other opportunistic diseas-
es, and critical complications, especially histiocytic syndrome, 
which can complicate 45% of cases of disseminated histoplas-
mosis [29].

Conclusion

Histoplasmosis was unknown in Tunisia until 2017 [8]. How-
ever, the increasing number of sub-Saharan African immigrants 
leads to think about it in any immunocompromised patient, in 
particular a patient living with HIV, having a low lymphocyte T 
CD4 count and complaining from cutaneous profuse nodules, 
lymph nodes, pancytopenia, or histiocytic syndrome. It is prob-
ably an underestimated pathology in our country. 

The non-specific clinical presentation that can mimic several 
other pathologies like tuberculosis can be responsible for a de-
lay in diagnosis and treatment which can worsen the prognosis 
and increase mortality.
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