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INTRODUCTION 

Histoplasmosis is an infectious disease caused by a 

thermal dimorphic fungus Histoplasma capsulatum. In 

immunocompetent individuals with low level of 

exposure, the infection is self-limited whereas high level 

of exposure presents as flu-like illness, fever, chills, 

headache, myalgia, anorexia, cough and dyspnea.1 

Progressive, disseminated form of the disease is seen in 

immunocompromised individuals.2 However, a few cases 

of disseminated disease have also been reported in 

immunocompetent hosts.3,4 We hereby report a case of 

oral histoplasmosis in an immunocompetent individual 

from a nonendemic region of India.  

CASE REPORT 

A 76-year-old male, resident of Mumbai and a known 

case of type 2 diabetes for over 20 years presented with 

white nodular patches on the dorsal aspect of the tongue 

for 20 days. The lesion started as a small patch on the left 

lateral margin of the tongue which spread to the rest of 

the tongue and gingiva. He also complained of fever with 

dry cough, loss of appetite and weakness for one month. 

He consulted a dental surgeon who suspected 

malignancy. He came to us for a second opinion. There 

was no significant past or personal history.  

General and systemic examination of the patient was 

normal. Oral examination revealed white nodular patches 

on the gingiva and the dorsal aspect of tongue involving 

one-third of the anterior tongue and the posterior tongue 

(Figure 1). Routine blood count revealed haemoglobin- 

11.3 gm/dl, total leucocyte count- 4920/cumm, platelets 

of 9300/cumm. Protein creatinine ratio was 0.32 mg/dl. 

Enzyme-linked immunosorbent assay (ELISA) for human 

immunodeficiency virus (HIV) was nonreactive. 

However, absolute CD4 and CD8 counts were low and 

reported as 264 (28.95%) and 158 (17.37%) respectively. 

CD4/CD8 ratio was reported as 1.67. Blood sample 

which was sent for culture in a fungal bottle and plated 

on Sabouraud’s dextrose agar showed no growth. Bone 

marrow studies could not be done as the patient did not 

consent for it. Sonography of abdomen showed mild 

hepatosplenomegaly. The tongue lesion was biopsied and 

submitted for histopathological examination. It revealed a 
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focally ulcerated hyperplastic squamous mucosa which 

was replaced by hemorrhagic fibrinous material and 

sheets of neutrophils. The underlying stroma revealed 

neutrophils, plasma cells, lymphocytes and multinucleate 

giant cells with numerous budding oval yeast forms 

surrounded by a ‘halo’ suggesting a differential diagnosis 

of Cryptococcus neoformans and Histoplasma 

capsulatum. The latter was confirmed with GMS and 

PAS positivity and negative staining for mucicarmine 

(Figure 2). The patient was started on an induction dose 

of liposomal Amphotericin B and discharged in stable 

condition with a maintenance dose of Itraconazole.  

 

Figure 1: White nodular patches on the lateral aspect 

of tongue. 

 

Figure 2: PAS positivity and negative staining for 

mucicarmine. 

DISCUSSION 

Histoplasmosis is an uncommon disease caused by 

Histoplasma capsulatum var capsulatum and 

Histoplasma capsulatum var duboisii.5,6 Mycelia are the 

naturally infectious forms and have microconidia and 

macroconidia forms.1 The mode of infection is by 

inhalation of the mold microconidia which are small 

enough to reach the terminal bronchioles and alveoli.7 

Once inside the alveolar spaces, they are engulfed by the 

macrophages where they transform to budding yeasts and 

multiply. Yeasts use these phagosomes for translocation 

to local draining lymph nodes from where they spread 

hematogenously throughout the reticulo-endothelial 

system.1  

In India, histoplasmosis is rare and is endemic only in 

small regions in West Bengal and Maharashtra.8,9 

However; sporadic cases from Southern India have been 

reported.10 Infection with H. capsulatum is associated 

with development of cell-mediated immunity, as 

demonstrated by a positive result of a delayed 

hypersensitivity skin test to H. capsulatum mycelial 

antigens.7 Histoplasmosis is rare in the immunocompetent 

host. Immunocompromised individuals, particularly those 

with T-lymphocyte-related defects are unable to stop the 

growth of the organism. This includes patients with 

AIDS, transplant recipients, those with hematologic 

malignancies or cases on corticosteroids.11,12 Even though 

our patient had normal CD4, CD8 counts, he was a 

chronic diabetic which could have played a role in 

suppression of immunity. Hence, it was difficult to 

explain the presence of histoplasma infection in a 

minimally symptomatic individual. Histoplasmosis 

infection is often classified as being present in an HIV 

positive or HIV negative individual, as there are 

differences in presentation and response to therapy.10 

Disseminated histoplasmosis with oral involvement in an 

immunocompetent patient has rarely been described 

around the world.13 In immunosuppressed patients, they 

can manifest in a variety of forms like ulcers, 

erythematous or vegetative nodules or wart-like growths. 

Many reports show development of ulcerating, indurated 

and painful ulcers.14 The palate, gingiva and oropharynx 

are the most frequent sites of oral histoplasmosis. In 

nodular or noduloulcerative oral lesions, the differential 

diagnosis should include squamous cell carcinoma, 

lymphoma, and other systemic mycoses, in addition to 

histoplasmosis, irrespective of the immune status of the 

patient.10 

Thrombocytopenia is reported in disseminated 

histoplasmosis along with other cytopenias whenever 

there is bone marrow involvement, but reports of patients 

presenting with isolated thrombocytopenia as in the 

present case are rare.11,12,15,16 The yeast form of H. 

capsulatum activates the platelets resulting in serotonin 

release reaction and aggregation without the involvement 

of the complement pathway leading to thrombocytopenia. 

The plasma cofactors which are involved are Ig G which 

is necessary for induction of release reaction.17 Fungal 

culture remains the gold standard for diagnosis though 

they can often be negative.1 Samples of tissue or body 

fluids are plated onto Sabouraud’s dextrose agar and 
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incubated at 25°C to allow for growth of the mycelial 

phase of H.capsulatum. After 6 weeks, growth of a white 

to light tan mold occurs. On histopathological 

examination with H&E staining, the budding yeast forms 

are seen predominantly within histiocytes as a clear space 

or artifactual “halo” due to the retraction of the basophilic 

fungal cell cytoplasm from the poorly stained cell wall.  

GMS and PAS positivity confirms the presence of 

Histoplasma while negative staining of mucicarmine 

rules out Cryptococci.19 Confirmatory diagnoses in 

immunocompetent patients also include detection of 

Histoplasma antigen in body fluids and serological tests 

like immunodiffusion and complement fixation.1  

CONCLUSION 

Present case highlights the rare occurrence of oral 

histoplasmosis in an immunocompetent patient along 

with idiopathic CD4 lymphocytopenia and 

thrombocytopenia, in a non-endemic region. Periodic 

follow up for lymphoma is necessary. 

Funding: No funding sources 

Conflict of interest: None declared 

Ethical approval: Not required 

REFERENCES 

1. Harrison’s principles of internal medicine, 19th ed, 

Ch.236:1332. 

2. Sayal SK, Prasad PS, Sanghi S. Disseminated 

histoplasmosis: Cutaneous presentation. Indian J 

Dermatol Venereol Leprol. 2003;69:90-1. 

3. Sharma S, Kumari N, Ghosh P, Aggarwal A. 

Disseminated histoplasmosis in an 

immunocompetent individual-a case report. Indian J 

Pathol Microbiol. 2005;48:204-6.  

4. Alcure ML, Di Hipólito Júnior O, Almeida OP, 

Bonilha H, Lopes MA. Oral histoplasmosis in an 

HIV-negative patient. Oral Surg Oral Med Oral 

Pathol Oral Radiol Endod. 2006;101:33-6.  

5. Mendell GL, Bennet JE, Dolin R. Principles and 

Practice of Infectious Diseases. 4th ed. New York: 

Churchill Livingstone Inc. 1995. 

6. Tewari RP, Wheat LJ, Ajello L. Agents of 

histoplasmosis. In: Ajello L, Hay J, editors. Topley 

and Wison's Microbiology and Microbial Infections. 

9th ed. Vol. 4. London: Arnold. 1998:373-93. 

7. Ryan KJ, Ray CG, eds. Sherris Medical 

Microbiology (4th ed.). McGraw Hill. 2004:674-6.  

8. Sanyal M. Thammaya Skin sensitivity to 

histoplasmin in Calcutta and its neighborhood. 

Indian J Dermatol Venereol Leprol. 1980;46:94-8. 

9. Mukherjee AM, Khan KP, Sanyal M, Basu N. 

Histoplasmosis in India with report of two cases. J 

Ind Med Assoc. 1971;56:121-5. 

10. Harnalikar M, Kharkar V, Khopkar U. Disseminated 

Cutaneous Histoplasmosis in an Immunocompetent 

Adult. Indian J Dermatol. 2012;57(3):206-9. 

11. Kauffman CA. Histoplasmosis: a clinical and 

laboratory update. Clinical Microbiology Reviews. 

2007;20(1):115-32. 

12. Subramanyan S. Disseminated histoplasmosis. 

JAPI. 2005;53:185-9. 

13. Mignogna MD, Fedele S, Lo Russo L, Ruoppo E, 

Lo Muzio L. A case of oral localized histoplasmosis 

in an immunocompetent patient. Eur J Clin 

Microbiol Infect Dis. 2001;20:753-5.  

14. Coiffier T, Roger G, Beust L, Quinet B, Adam D, 

Dupont B, et al. Pharyngo-laryngeal histoplasmosis: 

one case in an immunocompetent child. Int J Pediatr 

Otorhinolaryngol. 1998;45:177-81.  

15. Hood AB, Inglis FG, Lowenstein L. Histoplasmosis 

and thrombocytopenic purpura: transmission by 

renal homotransplantations. Can Med Assoc J. 

1965;93(11):587-92. 

16. Armitage JO, Sheets RF. Idiopathic 

thrombocytopenic purpura. J Amer Med Asso. 

1997;237(21):2323-4. 

17. Prez RMD, Steckley S, Stroud RM, Hawiger J. 

Interaction of Histoplasma capsultaumwith human 

platelets. J Infec Dise. 1998;142:32. 

18. Goodwin RA Jr, Shapiro JL, Thurman GH, 

Thurman SS, Des Prez RM. Disseminated 

histoplasmosis: Clinical and Pathological 

correlation. Medicine (Baltimore). 1980;59(1):1-33. 

19. Emanuel P. ‘Histoplasmosis Pathology. Available 

at: www.dermnetnz.org.2013. 

 

 

 
 

 

 

 

 

 

Cite this article as: Kriplani DM, Kante KA, Maniar 

JK, Khubchandani SR. Histoplasmosis in an 

immunocompetent host: a rare case report. Int J Res 

Med Sci 2017;5:1148-50. 


