
Developing a Database Driven 
Algorithm for the Clinical 

fManagement of 
HCWs With Fluctuations in  

Serial QuantiFERON (IGRA) 
TestsTests

David C. Marder, MD, MPH, Director, University Health Services UIC

Virginia A. Evans, MD, Chief Resident, UIC Occupational and 
Environmental Medicine Residency

Background and Goal
• CDC acknowledges that “uncertainty exists regarding the reproducibility of 

IGRA results in individual patients and the clinical significance of fluctuations in p g
measured IFN-gamma responses”.

• The CDC report further states that “the criteria for interpreting changes in an 
IGRA that identify new infections remain uncertain”, and “encourages 
institutions and programs in which IGRAs are used to publish their 
experiences”.

• We, and others,  have seen HCWs who do have fluctuations in serial test results, 
raising a question of how to proceed clinically.

• Our study objective  is to examine our data to identify patterns or trends , with 
the goal of being able to  establish guidelines for addressing these fluctuations.



Methods
• A Descriptive Study was done where the populationA Descriptive Study was done where the population 

includes all UIC Medical Center HCWs who were 
screened for latent TB using the QFT-G-IT assay 
between August, 2008 and July, 2011 

• The number of tests performed were counted andThe number of tests performed were counted, and 
percentages of Positives, Negatives and Indeterminate 
were calculated

Methods

• TBAg-Nil values were grouped into four categories:
Negative                        TBAg-Nil < 0.35
Low Positive           TBAg-Nil      >/= 0.35 and </= 0.7
Intermediate Positive    TBAg-Nil >/= 0.70 and </= 1.0
High Positive               TBAg-Nil > 1.

• The percentage of HCWs with  Initial tests from each Category  
was calculated.
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Results

Chi-square test for independence:  X2=141.16, df=6,  p<.0001



Results
• 82% of the Initial Low Positive tests became Negative, or 

stayed Low Positive on the repeat test, while 6% became 
Intermediate Positive and 12% became High Positive. 

• 36% of the Initial High Positive tests became Negative or 
Low Positive on the repeat test, while 7% became 
Intermediate Positive and 57% became or stayed High 
Positive. 

• 58% of the Initial Intermediate Positive tests became 
Negative or Low Positive on the repeat test, while 14% 
stayed Intermediate Positive and 28% became High 
Positive. 

Results

Most  (32/35)  Initial  Positive tests  became Negative or Low 
Positive  within 30 days.



Results

Results

Of Initial Positives, 53%  became Negative  and  15% became Low 
Positive within 30 days, and most became lower between 14  and 30 
days.



Results

Of Initial Positives, 58%  became Negative  and  15% became Low 
Positive within 90 days.

Conclusions

Clinical judgment continues to be the most important factor 
in determining a treatment protocol for positive QFT-G-IT 
results.  



Conclusions
• For persons who do not have a clinical history of exposure 

to TB we suggest the following algorithm for  the clinical 
management of  results:

• All  TbAg-nil levels that are >0.35 should be 
considered for being repeated.

• The test should be repeated within 1-3 months of the 
initial test.
A thi d t t i ll t b t if it i d• A third test is generally not necessary, but if it is done, 
it should be repeated within 3 months of the initial 
test.

• Clinical treatment decisions should be made within 3 
months of an initial positive test.

Conclusions

• All TBAg-nil values that remain above 1.0 for two testsAll TBAg nil values that remain above 1.0 for two tests 
should be considered persistently infected and thus 
treated  for LTBI.

• TBAg-nil levels that remain between 0.7 and 1.0 for two 
tests should be monitored at 3-6 month intervals.

• TBAg-nil  levels that  remain between 0.35 and 0.7 for 
two tests  should be considered lowly infected and 
continued to be monitored annually (more often if 
clinically indicated).

• All HCWs should continue to be  tested according to their  
surveillance cycle whether they are treated or not.



Conclusions

• Future studies should be done to test this algorithm.   

• Additional studies should be done to include 
individual HCW’s risk factors and a protocol for the 
timing of repeat tests.
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