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Importance of multidisciplinary approach in diagnosis of 
histoplasmosis*
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Abstract: A patient with systemic involvement, initially treated as tuberculosis, is presented in this report. There 
were only two painful subcutaneous nodules, from which we arrived at the correct diagnosis of histoplasmosis. 
The patient was attended by several experts in the fields of infectious diseases, nephrology and internal med-
icine, but the diagnosis was only possible after dermatological examination and skin biopsy. This case values 
multidisciplinary interaction between dermatologists and other medical areas for diagnosis of cases with atypical 
manifestations.
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INTRODUCTION
Histoplasmosis is a disease caused by the di-

morphic fungus Histoplasma capsulatum.1 As there is a 
growing number of immunosuppressed individuals 
— a consequence of the use of immunosuppressive 
drugs, HIV infection or post-transplantation thera-
py  —, this mycosis has become more common, with 
varied clinical manifestations and a wide spectrum of 
dermatological lesions.2

This report describes a patient with systemic in-
volvement, who was initially treated for tuberculosis. 
There were only two painful subcutaneous nodules, 
from which the correct diagnosis of histoplasmosis 
was reached.

CASE REPORT
The patient was referred by the infectologist 

for evaluation of subcutaneous nodules that appeared 
one year before. He had undergone kidney transplan-
tation 15 years ago and was using prednisone (20 mg/
day) and sodium mycophenolate (5.760 mg/day), 
besides propranolol and nifedipine for hypertension. 
The dermatological examination revealed two subcu-
taneous nodules measuring around 2 cm each, painful 
when pressed, with a firm consistency, barely delimit-
ed and adherent, covered by slightly swollen and er-
ythematous, cyanotic skin on the right arm and near 
the elbow on the left forearm (Figure 1). There was no 
other noteworthy alteration on the skin or mucosae.
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He also described history of fever, cough and 
weight loss, beginning simultaneously with the onset 
of the subcutaneous nodules. Although sputum cul-
tures were negative for AFB, he was treated for tuber-
culosis because he continued to be febrile and with a 
TB-suggestive clinical condition and pulmonary im-
age. The treatment for tuberculosis was suspended 40 
days later, as there was no improvement and the pa-
tient remained febrile.

A biopsy of the nodule on the right arm was car-
ried out and revealed cellular tissue with proliferation 
of macrophages and rare multinucleated giant cells, 
in addition to lymphoplasma neutrophilic infiltrate. 
Methenamine silver staining showed a great quantity 
of intracytoplasmatic microorganisms characteristic of 
H. capsulatum, sometimes forming hyphae and spores 
(Figures 2, 3 and 4). Finally, one year after the onset 
of symptoms, he received the diagnosis and treatment 
for disseminated histoplasmosis.

DISCUSSION
Histoplasmosis is a systemic fungal infection 

that may vary from asymptomatic infection to dissem-
inated disease with lethal outcome. The H. capsulatum 
is present in contaminated soil with faeces of birds or 
bats. Most of primary infections are asymptomatic. 
Factors like virulence of the agent, age group and basic 
disease contribute to the onset and intensity of symp-
toms, as the disease is related mainly to alterations in 
cellular immunity. Therefore, during investigation of 
cavitary and granulomatous pulmonary lesions, at-
tention should be given also to the possibility of this 
infection.3

It may be divided into the following clinical 
forms: a) histoplasmosis in normal host, subdivid-
ed into asymptomatic primary infection and acute 
pulmonary infection; b) chronic cavitary pulmonary 

Figure 1: Elevated lesion measuring 1.5 x 1 cm on right calf

Figure 3: Histoplasmosis: anatomopathology. Spores and hyphae 
of Histoplasma (Gomori, 40x)

Figure 4: Histoplasma capsulatum. Rounded intracytoplasmic 
structures stained by Gomori (100x)

Figure 2: Histoplasmosis: anatomopathology. Chronic granuloma-
tous inflammatory process with a great number of microorganisms 
showing Histoplasma capsulatum characteristics (Gomori)
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histoplasmosis; c) histoplasmosis in the immunocom-
promised host, corresponding to acute or subacute 
disseminated histoplasmosis; and d) immunologically 
mediated disease.4

Chronic disseminated histoplasmosis involves 
more frequently people older than 40 years of age, pre-
dominantly of the male gender. Usually, the patients 
have mild immune deficiencies produced by several 
factors like advanced age, alcoholism, diabetes mel-
litus, solid tumors, corticotherapy and lymphomas.4 
The most important findings are asthenia, weight loss 
and lesions on the skin or mucosae.

The cutaneous lesions of histoplasmosis in the 
immunosuppressed patient are not diagnostic, as 
many other diseases share a similar morphology; for 
this reason systemic signs and symptoms should be 
valued, in order to reduce the number of possible dif-
ferential hypotheses.5 Mucosal lesions can be observed 

in around 90% of cases, are polymorphic, ulcerated or 
ulcerovegetative and are located on the tongue, the 
oral mucosa, the pharynx, the nasal septum and the 
larynx. Skin lesions are less frequent than mucosal 
lesions and appear in 10% of cases. They present as 
ulcers of sharp, deep borders, with granulomatous 
bottom, acneiform papules and ulcerated, pustular or 
nodular top.4,6

The reported case was revealed to be chronic 
disseminated histoplasmosis of cutaneous presenta-
tion without mucosal lesion, of difficult diagnosis. It 
was evaluated by several specialists from the areas 
of infectology, nephrology and internal medicine, but 
the diagnosis was possible only with dermatological 
examination and skin biopsy. This case values multi-
disciplinary interaction between dermatologists and 
specialists from other medical areas for the diagnosis 
of cases with atypical manifestation.q




