


HISTOPLASMOSIS: A RARE CAUSE OF GRANULOMATOUS CUTANEOUS DISEASE


ABSTRACT:
Introduction:
Histoplasma capsulatum is the causative agent of the mycotic infection histoplasmosis. Histoplasmosis is uncommon in India. Only 13 of the 144 cases of histoplasmosis in India that were included in a review of reports published between 1994 and 2017 came from Delhi. Up to 17% of histoplasmosis patients have cutaneous lesions, which can range from papules to erythema nodosum. Here, we describe a rare case of granulomatous cutaneous disease diagnosed as primary cutaneous histoplasmosis on histopathology.

Case Report:
A 56-year-old male car mechanic presented with a one-and-a-half-month history of small, pinhead-sized raised lesions over the cheeks and forehead, which increased in size and character to involve the chest, abdomen, and both arms. A skin biopsy was done. Microscopically, the biopsy revealed granulomatous inflammation. Various investigations identified intracellular and extracellular fungi in capsulated yeast forms, which were proven to be Histoplasma capsulatum.
 
Conclusion:
An opportunistic fungal infection that is more prevalent in immunocompromised people is histoplasmosis. It has varied presentations, including pulmonary, progressive disseminated, chronic cavitatory, and primary cutaneous forms. Primary cutaneous histoplasmosis is a very rare condition, and we have hereby reported such a case.
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INTRODUCTION:
Samuel Darling first identified histoplasmosis in Panama, where it was known as a common granulomatous lung disease [1]. Histoplasma capsulatum is the causative agent of the mycotic infection histoplasmosis. A review of reports from 1995 to 2018 in India found 388 cases of histoplasmosis, only 26 of which were reported from Delhi [2]. Up to 17% of histoplasmosis patients have cutaneous lesions, which can take the appearance of papules, pustules, plaques, ulcers, molluscum, or wart-like lesions, and, in rare cases, erythema nodosum. Because histoplasmosis is not taken into consideration, people in countries with a high burden of tuberculosis are misdiagnosed and managed with anti-tubercular drugs [3]. Here we present a case of granulomatous disease in an immunocompetent individual, presenting with cutaneous manifestations.

CASE PRESENTATION: 
A 56-year-old diabetic and hypertensive male, a car mechanic, presented with a 1.5-month history of skin-colored to dull red, small, pinhead-sized raised lesions over the cheeks and forehead, which increased in size and character to involve the chest, abdomen, and both arms. This was followed by the development of reddish raw areas over the hard palate. (Figure 1)
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About 1 week before admission, he started experiencing fever with occasional cough. Past history: Pulmonary tuberculosis 6 years back, for which he took antitubercular treatment for 9 months. His hematological and biochemical parameters were within normal limits. Viral serologies, such as Human Immunodeficiency Virus (HIV), Hepatitis B surface Antigen (HBsAg), and Hepatitis C Virus (HCV), were nonreactive. Sputum for Acid Fast Bacilli (AFB) and Truenat were negative. After proper consent, skin biopsy from the left flank was performed, which, on microscopy, revealed granulomatous inflammation with lymphocytic cuffing in the dermis, along with an unremarkable epidermis. Intracellular and extracellular fungi in capsulated yeast forms were identified (Figures 2, 3). 
[image: ][image: ]Fig 2 - Intracellular and extracellular fungi in capsulated yeast at 10X objective in Hematoxylin and Eosin stain.
Fig 3 - Intracellular and extracellular fungi in capsulated yeast at 100X objective in Hematoxylin and Eosin stain.
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[image: ]Fig 4- Periodic Acid-Schiff (PAS) staining confirming the presence of fungus
Fig 5 a, b- Negative results for ziehl neelsen and mucicarmine stain 
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Periodic Acid Schiff (PAS) confirmed the presence of fungus (Figure 4). Stains for acid-fast bacilli and mucicarmine were negative (Figures 5a and 5b). 

These findings were further corroborated by a potassium hydroxide (KOH) smear, which showed a budding yeast form. A diagnosis of cutaneous histoplasmosis was given considering the clinical picture, investigations, and histopathology. The patient was started on Cap. Itraconazole and Inj. Liposomal Amphotericin B, which led to the resolution of lesions.

DISCUSSION:
Histoplasmosis is not considered as endemic in India, with the first case published by Panja and Sen in 1954 [4]. Some cases have been reported recently in Delhi [5]. The majority of reported cases are case reports, primarily from India’s north and northeast regions [6]. However, the increasing number of sporadic reports suggests that histoplasmosis may be underdiagnosed rather than truly rare in the Indian subcontinent [7].
Occupations that disturb soil rich in bat and bird guano, such as agriculture, outdoor construction, and renovation of old buildings inhabited by birds, are recognized risk factors for acquiring the disease [5]. It is believed that inhalation of microconidia from contaminated soil or air is the primary route of infection, following which the spores convert into yeast forms that disseminate through the reticuloendothelial system [8]. Although disseminated disease is more commonly seen in immunocompromised individuals, immunocompetent patients may also develop localized or cutaneous disease, particularly in areas of heavy exposure [9].
Cutaneous manifestations of histoplasmosis are often polymorphic and nonspecific, ranging from papules and nodules to ulcers and plaques, frequently leading to misdiagnosis. In tuberculosis-endemic countries like India, such granulomatous lesions are commonly attributed to tuberculosis, resulting in unwarranted initiation of antitubercular therapy [7]. The present case highlights this diagnostic pitfall, especially in a patient with a prior history of pulmonary tuberculosis.
Histopathological examination remains a cornerstone in diagnosis, particularly in resource-limited settings where fungal culture, antigen detection, and molecular assays may not be readily available [10]. Histoplasma capsulatum exists in tissue as small, ovoid yeast forms measuring less than 5 µm, often seen within macrophages. The organism characteristically shows a basophilic center surrounded by a clear halo, giving the appearance of a capsule [11]. Special stains such as Periodic acid–Schiff (PAS) and Gomori’s methenamine silver (GMS) reliably highlight the organism in tissue sections.
The differential diagnosis includes other fungal and protozoal infections. Although the size and morphology may resemble Candida species, H. capsulatum lacks pseudohyphae formation, aiding differentiation. It also differs from Pneumocystis jirovecii, which shows paired dense capsular thickening, and from Coccidioides immitis, which produces large spherules containing endospores [11]. Recognition of these subtle histomorphological features is essential for accurate diagnosis.
The present patient, a car mechanic by occupation, may have been exposed to contaminated soil during occupational activities, emphasizing that non-traditional occupations should not exclude suspicion of histoplasmosis. According to current treatment guidelines, mild to moderate disease is treated with itraconazole, while severe or disseminated disease warrants initial therapy with amphotericin B followed by prolonged itraconazole therapy [9, 12, 13]. The excellent clinical response observed in this case further supports the diagnosis and underscores the importance of early antifungal therapy in preventing disease progression and reducing morbidity.


CONCLUSION:
Although histoplasmosis has traditionally been considered non-endemic in India, an increasing number of isolated cases—particularly from northern regions—are now being reported. This case highlights the importance of including histoplasmosis in the differential diagnosis of granulomatous diseases, even in immunocompetent individuals presenting with cutaneous lesions. In tuberculosis-endemic settings, the significant clinical overlap often leads to misdiagnosis and inappropriate start of antitubercular treatment. Accurate diagnosis of Histoplasma capsulatum requires careful histopathological evaluation supported by special stains. A thorough environmental and occupational history can provide key diagnostic clues. Early recognition and timely initiation of appropriate antifungal therapy can help in excellent clinical outcomes, as demonstrated in this patient. Therefore, histoplasmosis should be considered when evaluating granulomatous cutaneous lesions.
This report emphasizes the need for heightened clinical awareness and adds to the limited Indian literature on cutaneous histoplasmosis. Greater case reporting will strengthen diagnostic vigilance and improve understanding of histoplasmosis epidemiology in India. 
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Figure 1a: Few plaques showing central crusting and necrosis. Figure 1b: Few
plaques have overlying atrophy and scaling over the entire back. Figure 1c: Ulceration
over the hard palate with slough.
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