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Introduction. Histoplasmosis, a fungal disorder characterized by a wide spectrum of manifestations that range from subclinical infections to disseminated processes, affects both immunocompetent and immunosuppressed individuals. Histoplasmosis is not a reportable disease in Colombia and consequently, a survey was designed to collect histoplasmosis cases diagnosed in the country. Objective. The aim of this work was to analyze the data collected from 1992 to 2008. Materials and methods. The survey included demographic data, risk factors, clinical manifestations, imaging data, diagnostic methods and antifungal treatment. Patients were grouped according to risk factors and comparisons of the various findings were done. Results. A total of 434 surveys were gathered from 20 of the country’s Departments. Most patients (96.1%) were adults, 77% were males with a mean age of 38.4 years. Only 3.9% were children less than 15 years of age. In the adult population, AIDS was reported in 70.5% of the cases; additionally, in 7.0% patients other immunosuppressive conditions were informed. The most frequent clinical manifestations were fever (76.1%), cough (54.8%) and constitutional symptoms (56.8%). X rays abnormalities were represented mainly by infiltrates (65.9%) and nodules (17.1%). Diagnosis was made by microscopic observation of H. capsulatum in 49.6% patients, by culture in 58.0% and by serological test in 14.6% cases. Antifungal use was recorded in 52.5% cases. Conclusions. Histoplasmosis is frequent in Colombia, especially in certain risk factor groups such as the HIV-infected population. Data collected from this large number of cases has allowed valid comparisons on various aspects of histoplasmosis in Colombia. Key words: histoplasmosis, surveillance, acquired immunodeficiency syndrome, children, disseminated histoplasmosis, Colombia.
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Histoplasmosis in Colombia



Histoplasmosis en Colombia: resultados de la encuesta nacional, 1992-2008 Introducción. La histoplasmosis está caracterizada por variadas manifestaciones que van desde la afección subclínica a la enfermedad diseminada, y suele presentarse tanto en huéspedes inmunocompetentes como inmunosuprimidos. Como la enfermedad no es de notificación obligatoria en Colombia, se diseñó una encuesta para recolectar información de los casos diagnosticados en el país. Objetivo. El objetivo de este trabajo fue analizar los datos recolectados desde 1992 hasta 2008. Materiales y métodos. La encuesta incluyó datos demográficos, factores de riesgo, manifestaciones clínicas, estudios de imágenes, métodos diagnósticos y tratamiento antifúngico. Los pacientes se agruparon de acuerdo con los factores de riesgo y se compararon los correspondientes hallazgos. Resultados. Se examinaron 434 encuestas provenientes de 20 de los departamentos colombianos. La mayoría (96,1 %) correspondían a adultos, 77 % eran hombres con edad promedio de 38,4 años, y sólo 3,9 % eran niños o adolescentes. En los adultos, 70,5 % tenían sida y 7 % presentaban otra inmunosupresión. Las manifestaciones predominantes fueron fiebre (76,1 %), tos (54,8 %) y síntomas constitucionales (56,8 %). En las radiografías, las anormalidades fueron principalmente infiltrados (65,9 %) y nódulos (17,1 %). El diagnóstico se estableció por observación microscópica de H. capsulatum en 49,6 % casos, por cultivo en 58 % y por pruebas serológicas en 14,6 %. El tratamiento se informó sólo en 52,5 % casos. Conclusiones. Se demostró que la histoplasmosis es frecuente en Colombia, especialmente en grupos de riesgo como son los pacientes infectados con el VIH. El análisis de este número relevante de pacientes permitió establecer comparaciones válidas sobre aspectos de la histoplasmosis en nuestro país. Palabras clave: histoplasmosis, vigilancia, síndrome de inmunodeficiencia adquirida, niños, histoplasmosis diseminada, Colombia.



Histoplasmosis is an endemic fungal infection of the Americas caused by the thermally dimorphic soil inhabitant fungus Histoplasma capsulatum var. capsulatum (1). Endemic areas have been defined in the United States especially in the Ohio and Mississippi river valleys, as well as in Central and South America (1-3). H. capsulatum and its recently described clades, grow in vitro at 25 °C and in the environment as a mold, which reproduces asexually by microconidia (2-5 μm), considered as the infectious propagules, and also by macroconidia (8-14 μm). At 37 °C in vitro and in the infected tissues, it grows as a yeast cell reproducing by blastoconidia, considered the parasitic phase of the fungus (4). In normal hosts most infections (over 90%) are asymptomatic or self-limited; however, in a few of these hosts, histoplasmosis may be a severe pulmonary disease requiring antifungal therapy. On the contrary, in immunocompromised individuals, such infections are not only severe but result in progressive disease with hematogenous dissemination and a variety of clinical manifestations. Any organ can be affected, especially lungs, bone Author for correspondence: Elizabeth Castañeda, Ph.D., Calle 53 No. 3-27, torre 6, apartamento 303, Bogotá, D.C., Colombia Teléfono: (571) 217 2408 [email protected] Recibido: 16/12/10; aceptado:03/05/11



marrow, skin, brain, adrenal glands, and the gastrointestinal tract (4,5). In the 1980s, disseminated histoplasmosis due to H. capsulatum was described in HIV-infected patients in the histoplasmosis endemic areas of the United States. Disseminated histoplasmosis was later included in the list of opportunistic infection defining AIDS. Despite the increased use of highly active antiretroviral therapy (HAART), histoplasmosis remains an important opportunistic infection among HIV patients in endemic areas and frequently appears as the first manifestation of HIV infection or as the AIDS-defining illness (6-9). Due to the fact that histoplasmosis is not a reportable disease in Colombia and recognizing the need to better understand the characteristics of this mycosis in the country, the medical mycology groups of the Instituto Nacional de Salud (INS) and the Corporación para Investigaciones Biológicas (CIB) prepared in 1997 a questionnaire following the indications of the European Committee of Medical Mycology (10) and with their authorization distributed it amply to clinicians and laboratory personnel. Additionally, the organizing laboratories transferred to the questionnaires data from patients (n=30) diagnosed during earlier periods (1992-1996). Such a document was also sent along with mycological tests reports to physicians and personnel in charge of diagnosing infectious diseases asking for their voluntary cooperation in completing the requested information. 345
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The aims of the survey were to obtain demographic data from Colombian patients with the mycosis, to determine risk factors, clinical presentation, imaging data, methods by which the infection was diagnosed and antifungal treatment prescribed. Data collected from 1992 to 2008 is presented here. A preliminary report was published in 2000 (11). Materials and methods Data to be recorded in the questionnaire included patient’s demographics, date of diagnosis, place of birth and residence, risk factors (HIV infection, corticosteroids, autoimmune disorders, transplantation, solid tumor, hematologic malignancy, others), occupational exposure to bird excreta or bat guano, demolition work, visit to caves and soil removal activities, among others. Data on the origin of the clinical sample, the mycological tests leading to diagnosis (direct examination, cultures, immunodiffusion (ID) bands H and M, complement fixation (CF) titers were also taken into consideration (12). Clinical findings recorded included signs and symptoms: fever, weight loss, pleuritic pain, anorexia, adynamia, vomiting, diarrhea, expectoration, meningeal symptoms, erythema nodosum, hepatosplenomegaly and adenomegalies, radiographic and hematologic abnormalities, as well as other lesions attributable to the mycoses. In HIV patients, data included CD4+ lymphocyte counts, HAART and indications on whether or not histoplasmosis had been a marker of AIDS. Finally, information on the type of antifungal treatment administered was added to the files (Supplement 1, on line version). Once completed, the questionnaires were sent to one of the coordinating institutions for their recording and analysis. Definition of histoplasmosis was based in the presence of a compatible clinical record and in, at least, one of the following laboratory-based parameters (4): • Isolation of H. capsulatum in culture. • A positive direct examination by Wright or other histological (silver methenamine, PAS) stains. • A reactive ID test with bands M/H or both, done in the reference laboratories only (INS and CIB) (12). • A reactive CF test with a 1:32 titer with either the H antigen (histoplasmin, a fungus mycelia form filtrate) or with the Y antigen (whole yeast cells). 346
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Also done in the two reference laboratories (INS and CIB) (12). Incidences were calculated by departments taking into account the mean number of cases in four years with the estimated 2005 population. Data were stored in a database in Excel® (Microsoft, Redmond, WA) and processed with the statistical programs SPSS® 16.0 (SPSS Inc., Chicago, Illinois) and EPIDAT 3.1 (OPS – Xunta de Galicia). A descriptive analysis of all patients included in the study was made with the quantitative data being presented as averages and standard deviation, and the qualitative data as absolute frequency and percentage. For the bivariate analysis individuals were split in 4 groups according to the information available in the questionnaire, as follows: patients with AIDS, patients with other immunosuppression, with known occupational risk and with no information available. The corresponding results were compared among themselves by means of the chi2 with the Yates correction or the Fischer exact test according to the need. The Student t test was employed to compare the continuous variables. A value of p 
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