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Abstract

African histoplasmosis, caused by Histoplasma capsulatum var. duboisii, is a rare fungal infection endemic to sub-Saharan Africa,
including Uganda. It primarily affects the skin, subcutaneous tissues, and bones, often mimicking more common conditions
such as tuberculosis (TB). This report describes a 35-year-old Ugandan male who presented with a chronic, non-healing ulcer
on his upper right arm, initially misdiagnosed and treated as TB for three months without improvement. Histopathological
analysis of a biopsy revealed granulomatous inflammation with large, thick-walled yeasts characteristic of H. capsulatum
var. duboisii, confirmed using Grocott methenamine-silver and Periodic Acid-Schiff stains. The patient was subsequently
treated with itraconazole, resulting in significant clinical improvement. This case highlights the diagnostic challenges of
African histoplasmosis in resource-limited settings and emphasizes the critical role of histopathology in differentiating it from
other chronic infectious diseases. Increased clinician awareness and diagnostic capacity are essential for timely and accurate
diagnosis.
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Abbreviations

GMS: Grocott Methenamine-Silver; PAS: Periodic Acid-Schiff;
TB: Tuberculosis; H&E: Hematoxylin and Eosin.
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Introduction

African histoplasmosis is a rare fungal infection caused
by Histoplasma capsulatum var. duboisii, endemic to tropical
regions of Africa, including Uganda. Unlike the more
common form of histoplasmosis caused by H. capsulatum
var. capsulatum, which predominantly affects the lungs,
H. capsulatum var. duboisii primarily involves the skin,
subcutaneous tissues, and bones [1]. The disease manifests
with a range of symptoms, including nodules, ulcers, and
abscesses, which often mimic other chronic infections such
as tuberculosis or leprosy [2].

Diagnosing African histoplasmosis in Uganda remains
challenging due to its clinical overlap with more common
infectious conditions such as tuberculosis, which has a
high prevalence in the region. This diagnostic challenge is
compounded by limited access to advanced diagnostic tools
in many healthcare facilities. Histopathological examination,
combined with special stains like Grocott methenamine-
silver (GMS) and Periodic Acid-Schiff (PAS), is critical for
identifying the characteristic large, thick-walled yeasts
[3]. Despite its potential severity, African histoplasmosis is
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frequently underdiagnosed in Uganda, leading to delayed
or inappropriate treatment [4]. This report describes a
rare case of cutaneous African histoplasmosis in a 35-year-
old Ugandan male misdiagnosed as tuberculosis. The case
underscores the importance of histopathological evaluation
in diagnosing chronic ulcers and highlights the need for
increased clinician awareness and diagnostic capacity in
endemic regions like Uganda.

Case Presentation
Clinical History

A 35-year-old male from a rural area in Uganda
presented to Kayunga Regional Referral Hospital with a
painless, non-healing ulcer on his upper right arm. The lesion
had progressively enlarged over six months, accompanied by
swelling on his limbs. He reported no systemic symptoms
such as fever, weight loss, or night sweats. Initially, the ulcer
was suspected to be tuberculosis (TB)-related, and he was
started on empirical anti-TB treatment. However, after three
months of therapy, there was no clinical improvement,
prompting further investigation.

arm.

Figure 1A: Showing a non-healing ulcer on his upper right

Figure 1B: Showing non-tender swellings on the left limb.
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On physical examination, the lesion was an ulcerated
plaque with raised, indurated edges and an erythematous
base. Multiple non-tender swellings were observed on his
limbs, but there was no regional lymphadenopathy (Figure
1A & 1B).

The rest of the systemic examination was unremarkable.
The patient denied any history of trauma, travel outside
Uganda, or contact with individuals with similar symptoms.

Histopathological Findings

A biopsy from the wound edge was obtained and
submitted to the Department of Pathology at Mulago National
Referral Hospital for analysis. Three hematoxylin and eosin
(H&E) stained sections were examined.

Microscopy revealed granulomas composed of
macrophages, lymphocytes, plasma cells, neutrophils, and
multinucleated giant cells. Numerous large, thick-walled,
intracellular yeasts with clear halos were observed within
macrophages and multinucleated giant cell (Figure 2). No
evidence of malignancy was noted.

-

Figure 2: H&E-stained section showing granulomatous
inflammation with intracellular yeasts (magnification
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Figure 3: PAS stain highlighting thick-walled yeasts
(magnification x100).

o

Figure 4: GMS stain showing fungal elements
(magnification x200).

x200).
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To confirm the diagnosis, special stains were
employed. Periodic Acid-Schiff (PAS) (Figure 3) and Grocott
methenamine-silver (GMS) (Figure 4) stains highlighted the
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fungal elements, confirming the presence of Histoplasma
capsulatum var. duboisii. Based on these findings, a diagnosis
of cutaneous African histoplasmosis was established.

Clinical Course

The patient was referred to a specialist for antifungal
therapy with itraconazole. After initiating treatment, the
ulcer showed significant improvement within six weeks.
He remains under follow-up for monitoring and to rule out
systemic involvement.

Discussion

African  histoplasmosis, caused by Histoplasma
capsulatum var. duboisii, is a rare yet significant fungal
infection endemic to sub-Saharan Africa. The disease
disproportionately affects individuals in tropical regions,
with Uganda being part of its endemic belt. Its clinical
manifestations vary, with cutaneous, subcutaneous, and
osteolytic lesions being the most common presentations.
The rarity of the condition, combined with overlapping
symptoms with other tropical diseases such as tuberculosis,
poses significant diagnostic challenges [5,6].

This case underscores the diagnostic dilemmas
in endemic settings. Chronic ulcers and non-healing
lesions are common clinical problems in tropical
regions, frequently attributed to tuberculosis, bacterial
infections, or malignancies. Such assumptions often lead to
mismanagement, as seen in this patient, who was treated
for tuberculosis for three months without improvement.
Studies have reported similar scenarios where African
histoplasmosis was initially misdiagnosed as TB or leprosy,
delaying appropriate treatment [7].

Histopathology is critical in diagnosing African
histoplasmosis. The hallmark featuresinclude granulomatous
inflammation with macrophages and multinucleated giant
cells containinglarge, thick-walled yeast forms. Special stains,
such as Grocott methenamine-silver (GMS) and Periodic Acid-
Schiff (PAS), enhance fungal visualization by staining fungal
walls distinctly [8]. In this case, histopathology confirmed the
diagnosis by demonstrating these typical features. However,
the reliance on advanced histopathological techniques can
be challenging in resource-constrained settings where such
diagnostics may not be readily available.

Molecular diagnostics, such as polymerase chain
reaction (PCR) for fungal DNA, have been explored as
complementary tools for diagnosing fungal infections,
including histoplasmosis. However, these techniques remain
underutilized in many low- and middle-income countries
[9,10]. The absence of these advanced tools in rural Uganda

Omega P, et al. African Histoplasmosis Misdiagnosed as Tuberculosis: A Case Report and Literature

Review. Clin Pathol 2024, 8(1): 000213.

Clinical Pathology & Research Journal

highlights the need for investment in laboratory capacity and
training to enhance early and accurate diagnosis.

The clinical features of African histoplasmosis often
mimic those of other chronic infectious diseases prevalent
in tropical regions. Differential diagnoses include cutaneous
tuberculosis, leishmaniasis, cryptococcosis, blastomycosis,
and bacterial ulcers such as Buruli ulcer. Malignancies,
such as cutaneous squamous cell carcinoma, should also be
considered, especially in non-healing lesions [11,12]. The
initial misdiagnosis of this case as tuberculosis illustrates the
importance of considering fungal infections in the differential
diagnosis of chronic ulcers, particularly in endemic areas.

The management of African histoplasmosis hinges
on antifungal therapy. Itraconazole, an azole antifungal, is
the first-line treatment for localized disease due to its oral
administration, efficacy, and tolerability [13]. For severe or
disseminated cases, liposomal amphotericin B remains the
drug of choice, followed by oral itraconazole for maintenance
therapy [14]. In this patient, itraconazole therapy led
to significant clinical improvement within six weeks,
emphasizing its effectiveness in localized disease.

Despite being endemic, African histoplasmosis remains
poorly studied in Uganda and other parts of sub-Saharan Africa.
There is limited information on the disease’s true prevalence,
risk factors, and natural history. Research efforts should
prioritize epidemiological studies to determine the burden
of the disease and clinical studies to evaluate the efficacy
of different treatment regimens. Investment in diagnostic
research, including point-of-care tests, would also significantly
enhance disease detection in low-resource settings [15].

Conclusion

This case highlights the importance of considering
African histoplasmosis in the differential diagnosis of chronic
ulcers, particularly in endemic regions like Uganda. Accurate
diagnosis relies heavily on histopathological evaluation,
supported by special stains. Misdiagnosis as tuberculosis or
other conditions not only delays appropriate treatment but
also increases morbidity. Efforts to improve fungal disease
diagnosis, ensure access to antifungal therapy, and enhance
clinician awareness are critical for addressing this neglected
tropical disease. Collaboration between health systems,
public health programs, and researchers is essential to
reduce the burden of African histoplasmosis and improve
patient outcomes.
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