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Diagnosis. Most clinicians only order antigen on urine 
specimens and do not recognize the value of testing serum 
specimens. The antigen may be negative in one specimen 
type but positive in the other. Without testing for both you 
may miss the diagnosis. Analysis of the results obtained in 
183 veterinary patients in whom both urine and serum were 
tested between 2014 and 2020 and at least one was positive 
are presented in the table: 3% of cases may have been 
missed if only urine was tested.

Monitoring Treatment

Antigen detection using the MiraVista quantitative EIA has 
been validated for monitoring response to treatment [1-3].  
Antigen is quantified by extrapolation from a standard curve 
containing standards ranging from 0.4 ng/mL to 19 ng/mL.  
Results above the highest standard are classified as above 
the limit of quantification (ALQ).  The reason for not providing 
the ng/mL concentration is that the standard curve is no 
longer linear above the highest standard.  The drawback 
of an ALQ result is that response cannot be monitored 
by antigen clearance if the ALQ result persists (Figure).  
Monitoring the serum usually permits quantification when  
the urine is ALQ.

What Tests Should Be Performed for 
Diagnosing Histoplasmosis?
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Urine 
positive

Urine 
negative

Serum positive 72% 3%

Serum negative 26% Not determined

We Recommend

1. Send both urine and serum for diagnosis 
of histoplasmosis

2. Test urine for antigen 

3. If the urine antigen is negative but histoplasmosis 
is still suspect, test the serum for Histoplasma 
IgG antibody, Histoplasma FID antibody and 
Histoplasma antigen 

4. If the urine is ALQ continue test the serum for antigen 
and follow the serum antigen until it is negative or 
weakly positive (less than 2 ng/mL), then resume 
testing the urine for antigen
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5. Monitor antigen:

a. 3-month intervals during treatment 

b. 6 and 12 months after stopping treatment

c. If the clinical or imaging findings suggest 
progression or relapse 

6. Criteria for stopping treatment:

a. Clinical findings have resolved

b. Imaging abnormalities have resolved or improved 
significantly on repeat testing

c. Antigen in urine and serum is negative (obtain 
consultation if remaining weakly positive after  
12 months of treatment)
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