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Introduction
Histoplasmosis, caused by the dimorphic fungus Histoplasma 

capsulatum, is a common endemic mycosis in certain regions of the 
world, including the Americas, Africa, and parts of Asia. The fungus 
exists in two morphological forms: a mold in the environment and 
yeast in host tissues. Inhalation of airborne conidia from soil enriched 
with bird or bat droppings serves as the primary route of infection. 
While the lungs are the primary site of infection, dissemination can 
occur, leading to involvement of various organs, including the liver, 
spleen, bone marrow, and the head and neck region. Head and neck 
manifestations of histoplasmosis present a diagnostic challenge 
due to their diverse clinical presentations and resemblance to other 
infectious and neoplastic conditions. This review aims to provide 
a comprehensive overview of the head and neck manifestations 
of histoplasmosis, emphasizing their clinical features, diagnostic 
modalities, and management strategies. Histoplasmosis, caused by 
the dimorphic fungus Histoplasma capsulatum, is a systemic mycosis 
with protean manifestations. While primarily a pulmonary infection, 
histoplasmosis can disseminate to various organs, including the head 
and neck region. This review aims to elucidate the diverse clinical 
presentations of histoplasmosis in the head and neck, emphasizing its 
diagnostic challenges and therapeutic considerations.

Histoplasma capsulatum is endemic to certain regions worldwide, 
particularly areas with high concentrations of bird or bat droppings, 
such as caves, bird roosts, and agricultural sites. Inhalation of 
airborne conidia serves as the primary route of infection, with 
individuals residing or traveling to endemic areas being at increased 
risk. Upon inhalation, conidia transform into yeast forms within 
the lungs, initiating a localized inflammatory response. While 
the majority of infections remain asymptomatic or self-limiting, 
immunocompromised individuals, including those with HIV/AIDS or 
receiving immunosuppressive therapy, are at higher risk of developing 
disseminated disease [1-5].

The clinical manifestations of histoplasmosis in the head and 
neck region are diverse and often nonspecific, posing a diagnostic 
challenge for clinicians. Cervical lymphadenopathy is the most 
common presentation, resembling other infectious etiologies such as 
tuberculosis or lymphoma. Oral lesions, although less common, may 

mimic malignancies or other fungal infections, leading to diagnostic 
uncertainty. Laryngeal involvement can result in hoarseness or airway 
obstruction, while cranial neuropathies may lead to visual impairment 
or facial paralysis. 

Discussion 
Diagnostic confirmation of head and neck histoplasmosis relies 

on a combination of clinical, radiological, microbiological, and 
histopathological findings. Imaging modalities such as computed 
tomography (CT) and magnetic resonance imaging (MRI) may reveal 
characteristic findings, while microbiological techniques, including 
fungal culture and molecular assays, provide definitive diagnosis. 
Histopathological examination of tissue specimens demonstrates 
granulomatous inflammation with intracellular yeast forms, confirming 
the presence of Histoplasma infection. Treatment of head and neck 
histoplasmosis involves antifungal therapy, typically with azoles 
such as itraconazole or voriconazole, with liposomal amphotericin B 
reserved for severe or disseminated disease. Surgical intervention may 
be required for symptomatic or refractory lesions, highlighting the 
importance of multidisciplinary management in optimizing treatment 
outcomes.

Clinical manifestations: Head and neck manifestations of 
histoplasmosis encompass a wide spectrum of presentations, including 
cervical lymphadenopathy, oral lesions, laryngeal involvement, 
and cranial neuropathies. Cervical lymphadenopathy is the most 
common manifestation, presenting as painless, firm, and non-tender 
lymphadenopathy resembling other infectious etiologies such as 
tuberculosis and lymphoma. Oral lesions, although less common, may 
manifest as ulcers, granulomas, or gingival hyperplasia, mimicking 
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Abstract
Histoplasmosis, caused by the dimorphic fungus Histoplasma capsulatum, is a systemic mycosis with protean 

manifestations. While primarily a pulmonary infection, histoplasmosis can disseminate to various organs, including 
the head and neck region. This review aims to elucidate the diverse clinical presentations of histoplasmosis in the 
head and neck, emphasizing its diagnostic challenges and therapeutic considerations. Through a comprehensive 
literature review, we highlight the importance of considering histoplasmosis in the differential diagnosis of head 
and neck lesions, particularly in endemic regions. Additionally, we discuss the role of various diagnostic modalities, 
including histopathology, culture, serology, and molecular techniques, in achieving accurate and timely diagnosis. 
Furthermore, we summarize current treatment options, including antifungal agents and surgical intervention, and 
underscore the significance of multidisciplinary management in optimizing patient outcomes.
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malignancies or other fungal infections such as candidiasis. Laryngeal 
involvement can lead to hoarseness, dysphonia, or airway obstruction, 
posing a diagnostic challenge due to its resemblance to laryngeal 
carcinoma. Cranial neuropathies, particularly involving the optic and 
facial nerves may occur due to direct fungal invasion or perineural 
spread, resulting in visual impairment or facial paralysis.

Diagnostic modalities: The diagnosis of head and neck 
histoplasmosis relies on a combination of clinical, radiological, 
microbiological, and histopathological findings. Imaging modalities 
such as computed tomography (CT) and magnetic resonance 
imaging (MRI) may reveal characteristic findings, including cervical 
lymphadenopathy, oral or laryngeal lesions, and cranial nerve 
involvement. However, definitive diagnosis requires microbiological 
or histopathological confirmation. Microbiological techniques include 
fungal culture, which remains the gold standard, and molecular 
methods such as polymerase chain reaction (PCR), which offer 
higher sensitivity and specificity. Histopathological examination of 
tissue specimens demonstrates granulomatous inflammation with 
intracellular yeast forms, confirming the diagnosis of histoplasmosis. 
Serological assays, including antibody and antigen detection tests, may 
aid in diagnosis, particularly in cases where invasive procedures are not 
feasible.

Treatment

The management of head and neck histoplasmosis involves 
antifungal therapy, typically with azoles such as itraconazole or 
voriconazole, for mild to moderate disease. For severe or disseminated 
disease, liposomal amphotericin B is recommended as initial therapy, 
followed by consolidation with oral azoles. Surgical intervention may 
be required for symptomatic or refractory lesions, particularly in cases 
of airway compromise or cranial nerve compression. Multidisciplinary 
collaboration among infectious disease specialists, otolaryngologists, 
radiologists, and pathologists is essential for optimizing treatment 
outcomes and minimizing complications. 

Future directions

Further research is warranted to enhance our understanding of the 
pathogenesis, epidemiology, and clinical outcomes of head and neck 
histoplasmosis. Prospective studies are needed to elucidate the role 
of emerging diagnostic modalities, such as molecular techniques and 
advanced imaging modalities, in improving diagnostic accuracy and 
guiding therapeutic decisions. Additionally, randomized controlled 
trials are needed to establish standardized treatment regimens and 
evaluate the efficacy of novel antifungal agents in the management of 
head and neck histoplasmosis. Collaborative efforts among researchers, 
healthcare providers, and public health authorities are essential for 
addressing the diagnostic and therapeutic challenges associated with 

this complex fungal infection [6-10].

Conclusion
Head and neck manifestations of histoplasmosis pose a diagnostic 

challenge due to their diverse clinical presentations and resemblance 
to other infectious and neoplastic conditions. Early recognition and 
prompt initiation of appropriate antifungal therapy are crucial for 
improving patient outcomes and preventing complications. Clinicians 
should maintain a high index of suspicion for histoplasmosis, 
particularly in endemic regions or immunocompromised individuals 
presenting with head and neck lesions. Further research is warranted 
to elucidate the pathogenesis, optimal diagnostic strategies, and 
therapeutic approaches for this complex and often underrecognized 
fungal infection. 
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