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ABSTRACT 10 

Introduction: Histoplasmosis is a fungal disease, caused by Histoplasma capsulatum. 11 

Goal: To report 13 cases of Central nervous system of histoplasmosis in a endemic region 12 

in Brazil. Case report: Of the 13 patients included, only 1 was on regular ART on 13 

admission. The viral load was detected at high values in 9 of the 10 patients who had the 14 

viral load recorded, with an average of 419,168 copies/ml. The 11 patients who had CD4 15 

available had values below 150 cells/mm³ with a mean of 47.6 cells/mm³. No patient was 16 

treated according to the standard recommended by the IDSA, which recommends the use 17 

of AMB-L 5mg/kg (max 175mg/day) for 4-6 weeks, followed by the use of itraconazole 18 

200mg 12h/12 for 1 year. Of the patients included, 8 (62%) evolved with death and the 19 

other 5 (38%) evolved with discharge. Discussion: CNS histoplasmosis is an entity that 20 

constitutes a real diagnostic challenge, especially in the context of local laboratory 21 

limitations. Since we are dealing with an endemic pathogen in our region it seems certain 22 

that we are underdiagnosing one of the most lethal forms of histoplasmosis. In this 23 

context, routine cerebrospinal fluid collection in cases of disseminated histoplasmosis 24 

becomes essential. In addition, fight for the acquisition of new diagnostic tools. In the 25 

same vein, there is a need to make accessible the AMB-L to our AIDS patients. 26 

Restricting access to it implies considerably reducing the chances of cure and survival. It 27 

is necessary to fight for better knowledge, diagnosis and treatment of known neglected 28 

diseases. 29 
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INTRODUCTION 32 

Recently Histoplasmosis appear as hyper endemic in the Brazilian territory, 33 

mostly because substantial gaps exist in the Brazilian HIV program. Opportunistic 34 

infections (OIs) remain frequent in Brazil due to retention in care issues, which are 35 

associated to social inequities, mental diseases, drug abuse, and poor education [1]. Thus, 36 

a significant proportion of patients are ‘late AIDS presenters’, being diagnosed with HIV 37 

with an OI already in course, even though our country having a successful policy of free 38 

antiretroviral treatment to people living with HIV (PLHIV). Individuals with advanced 39 

AIDS are prone to severe disease caused by H. capsulatum and have high case-fatality 40 

rates [1,2,3]. 41 

Our group participated to the largest prospective cohort study of AIDS 42 

patients with disseminated histoplasmosis ever conducted [20–23]. We found a high 43 

rate (21.6%) of probable/proven histoplasmosis in febrile PLWHA admitted to 44 

Brazilian hospitals. These findings have tremendous impact in terms of public health 45 

and disease awareness in South America, considering that Brazil is the largest country 46 

and has the greatest population in this region. Despite the HIV infection being 47 

widespread in the country, some opportunistic diseases still occur in a typically 48 

endemic behavior. We observed a huge (>40%) prevalence of probable/proven 49 

histoplasmosis among febrile PLWHA in the Central-Northeast region of Brazil, 50 

especially in the states of Goiás, Ceará e Rio Grande do Norte [2]. 51 

Disseminated histoplasmosis ranges from mild forms such as acute 52 

pulmonary to progressive disseminated form that can compromise the central nervous 53 

system, a critical presentation [4,5]. The presentations in the form called 54 

Neurohistoplasmosis (Histoplasmosis of the Central Nervous System) range from 55 

chronic meningitis to expansive brain and/or spinal cord injuries, most often leading 56 

to severe neurological impairment. Neurohistoplasmosis is present in about 5-10% of 57 

those affected by the disseminated form of the disease [6,7].  58 

When it comes to laboratory diagnosis, the gold standard is cerebrospinal 59 

fluid (CSF) culture, which has a low yield, with fungal growth in only a quarter of 60 

patients. The most sensitive method for the diagnosis of histoplasma meningitis 61 

includes the use of tests to detect antibodies and antigens in the CSF that assume the 62 

disease as probable. Of particular note is the investigation of the antigen, which has a 63 
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sensitivity ranging from 81% to 93% in immunocompromised individuals or those 64 

with severe disease. [8,9,10]. CSF serology is positive in 62.2% to 70.3% of cases. 65 

This method can help as long as certain criteria are met, such as documenting an H 66 

band - a marker of acute disease - in the CSF or an M band, a contact marker, in a 67 

patient who did not have such a marker before in the case of the immunodiffusion 68 

technique. And when serological research by complement immunofixation is used, a 69 

fourfold increase in titration is observed in an interval of 14 days. By associating the 70 

two methodologies, a probable diagnosis is possible. [9,11]. 71 

The Infectious Disease Society of America (IDSA) guideline for the 72 

treatment of CNS histoplasmosis recommends an initial course of liposomal 73 

amphotericin (L-AMB) for 4 to 6 weeks followed by use of itraconazole for at least 1 74 

year. This recommendation was based on improved survival and clinical response in 75 

AIDS patients with disseminated histoplasmosis treated with AMB-L instead of 76 

amphotericin deoxycholate (AMB-D). These findings, together with the 77 

unsatisfactory outcome of CNS histoplasmosis, formed the basis for the IDSA 78 

guideline recommendation. [10,12]. In our country, unfortunately, PLHIV/AIDS are 79 

not covered by the liposomal formulation. The deoxycholate formulation is most 80 

frequently used, currently not recommended due to nephrotoxicity. 81 

This study represents the largest series of cases of CNS histoplasmosis 82 

histoplasmosis in the country to date and carried out in a single reference unit. - 83 

Hospital Estadual de Doenças Tropicais Dr Anuar Auad, Goiás state, Brazil. In fact, 84 

underreporting is one of the problems currently experienced, due to laboratory 85 

limitations associated with a less specific clinic, lethality, late diagnosis as well as the 86 

lack of availability of AMB-L, factors that increase the prevalence of complications 87 

of disseminated histoplasmosis.  88 
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