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Epidemiology



Maiga AW, et al. Emerg Infect Dis 2018; 24: 1835-9

Endemic in the US
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Endemic in the US

Maiga AW, et al. Emerg Infect Dis 2018; 24: 1835-9

Previously More recently



Histo is a global disease

Thompson GR 3rd, et al. Lancet Infect Dis 2021; S1473-3099(21)00191-2



Falci DR, et al. Open Forum Infect Dis 2019; 6: ofz073



•570 patients with AHD were screened

✓ 11 centres in Brazil

Falci DR, et al. Open Forum Infect Dis 2019; 6: ofz073

Histo frequency in Brazil



•570 patients with AHD were screened

✓ 11 centres in Brazil

•21.6% had histoplasmosis

✓Urinary antigen (IMMY Clarus) increased diagnosis 

by 53.8%

Falci DR, et al. Open Forum Infect Dis 2019; 6: ofz073

Histo frequency in Brazil





Nacher M, et al. PLOS Negl Trop Dis 2014: 8: e3290



Caceres DH, Valdes A. J Fungi 2019; 5:73

Labs should test for both TB and histo in 

advanced AIDS (median CD4 count: 30)



Clinical 
manifestations



Adenis A, et al. Am J Trop Med Hyg 2014; 90: 216-23



Adenis A, et al. Am J Trop Med Hyg 2014; 90: 216-23



Nacher M, et al. J Fungi 2022; 8:16



Hoffmann ER, et al. Mycoses 2017; 60: 20-24



Syphilis of the fungal world

Cunha VS, et al. Clin Experiment Dermatol 2007; 32: 250-5

Cunha et al, Clin and Exp Dermatol, 2007

Histoplasmose Disseminada



Diagnosis





Perez F, et al. J Fungi 2021; 7:134



Perez F, et al. J Fungi 2021; 7:134



Meta-analysis of Ag detection

Caceres D, et al. J Fungi 2019; 5: 76

95% 97%



Routine Histoplasma antigen screening avoids an estimated 17% of 
deaths in persons with advanced HIV disease, and is cost-effective 

compared to no histoplasmosis screening, with an ICER of $26/LYS.

Rajasingham R, et al. PLoS Public Health 2023; 3:e0001861





Falci DR, Pasqualotto AC. Mycoses 2019; 62: 368-72

Dx capabilities in Latin Am

%



Treatment



Perez F, et al. J Fungi 2021; 7:134

Thompson GR 3rd, et al. Lancet Infect Dis 2021; S1473-3099(21)00191-2



Perez F, et al. J Fungi 2021; 7:134







Non-inferiority trial with a 90% power to detect a margin of 10% with a two-tailed p-alpha of 5% 

If non-inferiority is reached, the study will be tested for superiority

Primary Endpoint

Overall survival

Secondary Endpoints

Clinical response

Grade 3 or 4 toxicities

Histo urinary antigen

qPCR

DOOR outcome

 

L-AmB

10 mg/kg x1

L-AmB 3 mg/kg/d x 14 d 

Adult patients with 

HIV disease and DH

n=127

n=127

Secondary Endpoints

Overall survival

Need for additional 

L-AmB course

 WEEK              0      2   10

  Overall Survival           

Induction trial
    Randomized, multicenter (16 centers), open-label study in Brazil

Itra for 1 year



DOOR outcome - Secondary endpoint

• Evaluated on D14 by a blinded external committee

 (i) Death within the first 2 weeks of randomization

 (ii) Death within the 10-week follow-up period

 (iii) Grade 4 laboratory abnormality in the first 2 week

 (iv) Grade 3 laboratory abnormality in the first 2 weeks 

 (v) Survival at week 10



Factorial trial

n=664

Study Pis: Nathan Bahr and Alessandro C. Pasqualotto



International AIDS Conference

IAS Conference

CROI

EACS

0.8% only



Thank you

pasqualotto@ufcspa.edu.br

+55 51 999951614

Twitter: @PasqualottoAle


	Slide 1: Histoplasmosis 
	Slide 2
	Slide 6
	Slide 7
	Slide 8: Histo is a global disease
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22: Syphilis of the fungal world
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 39: Induction trial
	Slide 40: DOOR outcome - Secondary endpoint
	Slide 41: Factorial trial
	Slide 42
	Slide 43

