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Case Report 

A patient with ulcerative colitis who was treated with a TNF blocker presented with respiratory 
symptoms but denied fever or weight loss. CT chest showed numerous parenchymal and 
pleural-based nodules and extensive mediastinal and bilateral hilar adenopathy. The patient 
underwent bronchoalveolar lavage and bacterial, fungal and mycobacterial stains were 
negative. 
 
Subsequently a needle aspirate of a mediastinal lymph node revealed necrotizing granuloma 
and the GMS stain showed yeast suggestive of Histoplasma capsulatum. The urine antigen was 
negative but the serum antigen was 3.0 ng/ml. 
 
Most physicians are familiar with the useful role of antigen detection for diagnosis of 
disseminated histoplasmosis[1] but are not aware that both the urine and serum must be tested 
for optimal sensitivity. In an earlier review of histoplasmosis complicating TNF blocker therapy 
the serum antigen was positive but the urine antigen was negative in one case[2]. In acute 
pulmonary histoplasmosis, the sensitivity for antigen detection was 83%, but 38% were 
positive only in the serum and would have been missed by testing only the urine[3]. 
 
NOTE: These observations apply only to the MVista® Histoplasma Quantitative Antigen EIA performed at MiraVista Diagnostics. 



Is There Value in Testing  
Serum + Urine for Histoplasma Antigen? 

 



Rationale 

 

Swartzentruber 2009, Hage 2011 



Urine + Serum Antigen in  
Acute Pulmonary Histoplasmosis 

 N=29 

Swartzentruber 2009 



Consequence of Missed Diagnosis of 
Acute Pulmonary Histoplasmosis 

  

Richer, CID 2016 



Outcome of Delayed Diagnosis of 
Pulmonary Disseminated Histoplasmosis 

   

Delay in diagnosis is likely to contribute to the severity of infection as a 
result progression of disease in the absence of therapy. 5% to 10% of 
PDH cases may have antigenemia without antigenuria and may not be 
diagnosed until the illness has progressed in severity if only urine was 
tested. 

Assi 2013, Myint 2014, Vergidis IDSA 2011 



PDH Cases with Negative Urine but 
Positive Serum Antigen 

Over the past year, 12 patients with disseminated histoplasmosis have been identified in whom the serum 
antigen was positive but the urine antigen was negative in the MVista® Histoplasma Quantitative Antigen EIA. 

Condition Serum Ag-ng Path/Cult Pos Comment 

Anti-TNF 1.7 none recovered 
Anti-TNF 1.8 ileum sepsis, nearly died 
Anti-TNF 3 node recovered 
Anti-TNF 0.3 none recovered 
Anti-TNF 0.52 lungs pending 
Anti-TNF 0.7 meninges died 
AIDS 0.3 none pending 
AIDS 0.4 skin recovered 
Elderly 1 tongue recovered 
Elderly 1.7 axillary node recovered 
None 0.3 none recovered 
None 4.2 skin  recovered 



Summary 

 



References 

(1) Hage CA, Ribes JA, Wengenack NL, et al. A multicenter evaluation of tests for diagnosis of histoplasmosis. Clin 
Infect Dis 2011 Sep;53(5):448-54. 
(2) Hage CA, Bowyer S, Tarvin SE, Helper D, Kleiman MB, Joseph WL. Recognition, diagnosis, and treatment of 
histoplasmosis complicating tumor necrosis factor blocker therapy. Clin Infect Dis 2010 Jan 1; 50(1):85-92. 
(3) Swartzentruber S, Rhodes L, Kurkjian K, et al. Diagnosis of acute pulmonary histoplasmosis by antigen detection. 
Clin Infect Dis 2009 Dec 15;49(12):1878-82. 
(4) Grayston JT, Furcolow ML. The occurrence of histoplasmosis in epidemics - Epidemiological studies. Am J Public 
Health 1953; 43:665-76. 
(5) D'Alessio DJ, Heeren RH, Hendricks SL, Ogilvie P, Furcolow ML. A starling roost as the source of urban epidemic 
histoplasmosis in an area of low incidence. Am Rev Respir Dis 1965; 92:725-31. 
(6) Disalvo AF, Johnson WM. Histoplasmosis in South Carolina: support for the microfocus concept. Am J Epidemiol 
1979 Apr; 109(4):480-92. 
(7) Martins ACP, Neves MLC, Lopes AA, Santos NNQ, Araujo NN, Pereira KM. Histoplasmosis Presenting as Acute 
Respiratory Distress Syndrome After Exposure to Bat Feces in a Home Basement. The Brazilian Journal of Infectious 
Diseases 2000 Apr 4; 4(2):103-6. 
(8) Santos L, Santos-Martinez G, Magana-Ortiz JE, Puente-Pinon SL. Acute histoplasmosis in three Mexican sewer 
workers. Occup Med (Lond) 2013 Jan; 63(1):77-9. 
(9) Safranek T, Beecham B, King B, et al. Outbreak of histoplasmosis among industrial plant workers--Nebraska, 2004. 
MMWR Morb Mortal Wkly Rep 2004 Nov 5;53(43):1020-2. 



www.MiraVistaLabs.com                   866.647.2847 

Presented by Lawrence Joseph Wheat, MD 
317.856.2681 or jwheat@miravistalabs.com 


	Diagnosing Histoplasma by�Antigen Detection 
	Case Report
	Is There Value in Testing �Serum + Urine for Histoplasma Antigen?
	Rationale
	Urine + Serum Antigen in �Acute Pulmonary Histoplasmosis
	Consequence of Missed Diagnosis of Acute Pulmonary Histoplasmosis
	Outcome of Delayed Diagnosis of Pulmonary Disseminated Histoplasmosis
	PDH Cases with Negative Urine but Positive Serum Antigen
	Summary
	References
	Slide Number 11

