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C O R R E S P O N D E N C E

“Utility of Cerebrospinal Fluid 
Unstimulated Interferon-Gamma 
(IRISA-TB) as a Same-Day Test for 
Tuberculous Meningitis in a 
Tuberculosis-Endemic, 
Resource-Poor Setting”

TO THE EDITOR—We read with great interest 
the recently published article by Randall 
et al titled “Utility of Cerebrospinal Fluid 
Unstimulated Interferon-Gamma (IRISA- 
TB) as a Same-Day Test for Tuberculous 
Meningitis in a Tuberculosis-Endemic, 
Resource-Poor Setting.”

We applaud the investigators for their 
efforts to evaluate same-day host-based 
diagnostics for tuberculous meningitis 
(TBM) and agree that improved TBM di-
agnostic testing remains a priority and 
would likely improve mortality in this 
vulnerable population.

However, we would like to highlight that 
in diagnostic accuracy studies that lack a 
perfect gold standard reference test, as is 
the case with TBM, consistency among 
studies is important. For this reason, re-
search consensus case definitions (ie, the 
Marais uniform criteria) were developed 
in 2010 for TBM [1]. These criteria were 
developed to standardize results, allow 
comparison between studies, and enable 
the pooling of data for systematic reviews 
and meta-analyses. Although the authors 
attest that one of the strengths of the study 
was that patients were categorized by strict 
definitions, their categories do not align 
with the Marais uniform criteria. For in-
stance, in the authors’ definitions, probable 
or definite TBM “must have responded to 
therapy,” which does not reflect the natural 
history of TBM, as many cases do not re-
spond to therapy and result in death or dis-
ability. Response to therapy is not part of 
the published consensus case definitions. 
As presented, it is not possible to accurately 
interpret the accuracy of diagnostic tests 
due to likely misclassification.

Additionally, prior epidemiologic stud-
ies in similar African HIV/TB-endemic 
settings have shown that approximately 

10% to 15% of persons presenting with 
meningitis will have definite/probable 
TBM [2, 3]. In stage 2 of this study, only 
4% (29/686) had definite/probable TBM 
per the authors’ nonstandard definitions. 
The small proportion and the use of non-
standard definitions further raise concern 
for misclassification.

Last, we disagree with the authors’ con-
tention that the Xpert Ultra trace results 
were “false positives.” The authors used 
Sanger sequencing of the cartridge- 
generated amplicon. While trace TB 
DNA may persist in the respiratory micro-
biome after prior treatment and may cause 
false-positive results, this is not the case for 
cerebrospinal fluid (CSF), where the pres-
ence of TB DNA indicates the presence of 
disease in symptomatic patients [4, 5]. 
Additionally, no method, including 
Sanger sequencing, can detect every case 
of TBM [4]. In a person suspected to 
have TBM, a negative Sanger sequencing 
result from a sample positive by Xpert or 
Xpert Ultra is indicative of a falsely nega-
tive Sanger sequencing result rather than 
a falsely positive detection of TB DNA. 
Interpretation of trace-positive Xpert 
Ultra results must take into account the 
entire clinical picture. Given the dire con-
sequences of not treating TB meningitis, 
symptomatic persons with trace-positive 
Xpert Ultra CSF results should nearly al-
ways be treated.

In conclusion, while we concur that 
the evaluation of IRISA-TB on CSF is 
very relevant, the investigators’ categori-
zation of participants should be revisited 
to allow appropriate comparison with 
current available tests.
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