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Introduction:

Delayed diagnosis of smear negative pleural TB, pulmonary TB, and TB meningitis is associated with significant mortality. Rapid T-cell immunodiagnosis using the antigen-specific IFN-y release assays (IGRAs), with cells from the site of disease, holds promise to rapidly detect TB.
Methods:

We prospectively evaluated the performance of the two standardized IGRAs QuantiFERON®-TB-Gold-In-Tube (QFT-GIT) & T-SPOT.®TB, unstimulated IFN-y & PCR in 294 pleural (PLF), TB meningitis (TBM) and smear negative pulmonary TB (PTB) suspects, using pleural,
cerebrospinal and pulmonary alveolar mononuclear cells. Histology and culture positivity for M.tb served as the gold standard.

Results:
74 subjects with suspected TB pleural effusions (27% HIV+) were recruited (48, 19 and 8 with definite, probable and non-TB, respectively). 11/74 (15%) of pleural samples had total cell counts that were inadequate for T-cell processing. The sensitivity and specificity of T-SPOT.®TB was
85% & 54% and for QFT-GIT was 61% & 88%. This was comparable to ADA (94% & 64%) but signifi poorer than unsti IFN-y (97% & 100%; p= 0.002).

85 subjects with suspected pulmonary TB (28% HIV+) were recruited (24, 11, 48, and 2 with definite, probable, non-TB and an uncertain diagnosis, respectively). 34% of T-SPOT.®TB and 41% of QFT-GIT test results were inconclusive. The sensitivity & specificity for T-SPOT.®TB and QFT-
GIT, was [88; 94 (n=55)] and [55; 86 (n=46)], respectively. Rapid diagnosis of TB was achieved more frequently with T-SPOT.®TB than smear-microscopy [14/24(58%) vs. 7/24(29%) of definite TB cases; p=0.02].

135 subjects with suspected TB meningitis were recruited (26, 61 and 48 with definite, probable and non-TB, respectively). The optimum cut-point derived from the ROC yielded a sensitivity & specificity for ESAT-6 and CFP-10 of [69% & 98%)] and [69% & 96%] respectively.
Conclusions:

(i) In a high burden setting, IGRAs have limited utility for the diagnosis of pleural TB. Unstimulated IFN-y was the most accurate biomarker to distinguish TB from non-TB effusions. (ii) The RD-1 ELISPOT assay is an accurate test for the diagnosis of smear-negative PTB. However it is
limited by a high proportion of inconclusive reactions. (i) The RD-1 ELISPOT assay is a good rapid rule-in test for TB meningitis.
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