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Supplementary Figure 1. Quality control metrics used to filter samples. Samples were filtered on the 
basis of DNA contamination (estimated by the intron/exon ratio), total counts (calculated using feature 
counts), rRNA contamination, and RNA degradation (estimated by the 5’-3’ bias). 
 
 
 
 
 
 



 

 
Supplementary Figure 2. No relation between plasma volume and signature score. A) Histogram 
showing the distribution of plasma sample volumes used in this study (n = 251). B) Lack of correlation of 
the 6-gene TB score with plasma sample volume (Pearson correlation r = -0.036, p = 0.57). Color indicates 
disease status (pink = TB positive; blue = TB negative, n = 251).
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Supplementary Table 1. Performance metrics of the 15 models on the training and test sets (n = 130 for all training set intervals, n = 61 for all test 
set intervals). 



Ste
p # 

ENSEMBL ID Gene 
Name 

ROC-AUC 
[95% CI] 

Sensitivity [95% 
CI] 

Specificity 
[95% CI] 

1 ENSG00000154451.14 GBP5 0.873 [0.811-
0.936] 

0.836 [0.751-
0.921] 

0.825 [0.726-
0.923] 

2 ENSG00000104765.16 BNIP3L 0.88 [0.812-
0.948] 

0.973 [0.935 – 1] 0.737 [0.623-
0.851] 

3 ENSG00000067082.15 KLF6 0.9 [0.844-
0.957] 

0.918 [0.855-
0.981] 

0.842 [0.747-
0.937] 

4 ENSG00000135636.15 DYSF 0.912 [0.859-
0.965] 

0.89 [0.819-
0.962] 

0.877 [0.792-
0.962] 

5 ENSG00000002834.18 LASP1 0.915 [0.864-
0.967] 

0.918 [0.855-
0.981] 

0.877 [0.792-
0.962] 

6 ENSG00000169564.7 PCBP1 0.921 [0.872-
0.971] 

0.945 [0.893-
0.997] 

0.877 [0.792-
0.962] 

Supplementary Table 2. Genes and model performance of each step in the greedy forward search in the 
training dataset (n = 130 for all intervals calculated here). 



Gene Semiquantitative Xpert 
Ultra result 

Group 1 Group 2 Group 1 Mean Group 2 Mean Adjusted p-value 

GBP5 
 

Negative 
 

END TB R2D2 7.07 6.63 0.00772 

END TB TBSQ 7.07 6.3 0.000334 

R2D2 TBSQ 6.63 6.3 0.0391 

Low 
 

END TB R2D2 8.2 7.83 0.399 

END TB TBSQ 8.2 7.5 0.326 

R2D2 TBSQ 7.83 7.5 0.4 

Medium 
 

END TB R2D2 8.37 7.73 0.0446 

END TB TBSQ 8.37 7.83 0.246 

R2D2 TBSQ 7.73 7.83 0.766 

High 
 

END TB R2D2 8.64 8.23 0.108 

END TB TBSQ 8.64 7.9 0.0227 

R2D2 TBSQ 8.23 7.9 0.117 

Supplementary Table 3. Comparison of GBP5 normalized counts (VST) by cohort and semiquantitative Xpert Ultra result, two-sided Wilcoxon test. 



Group 1 Group 2 Group 1 Mean Group 2 Mean  Adjusted p-value 

Negative Low 0.303 0.757 8.89x10-11 

Negative Medium 0.303 0.81 1.95x10-16 

Negative High 0.303 0.892 6.37x10-21 

Low Medium 0.757 0.81 0.618 

Low High 0.757 0.892 0.0728 

Medium High 0.81 0.892 0.0957 

Supplementary Table 4. Comparison of 6-gene TB score and semiquantitative Xpert Ultra results for all 
samples, two-sided Wilcoxon test. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
  



 

Semiquantitative Xpert 
Ultra result 

Group 1 Group 2 Group 1 Mean Group 2 Mean  Adjusted 
p-value 

Negative END TB R2D2 0.305 0.258 0.735 

END TB TB2 0.305 0.386 0.34 

R2D2 TB2 0.258 0.386 0.168 

Low END TB R2D2 0.736 0.751 0.811 

END TB TB2 0.736 0.803 0.811 

R2D2 TB2 0.751 0.803 0.811 

Medium END TB R2D2 0.785 0.783 0.622 

END TB TB2 0.785 0.879 0.614 

R2D2 TB2 0.783 0.879 0.622 

High END TB R2D2 0.883 0.877 0.925 

END TB TB2 0.883 0.928 0.925 

R2D2 TB2 0.877 0.928 0.925 

Supplementary Table 5. Comparison of 6-gene TB score and cohort, two-sided Wilcoxon test. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Gene Group 1 Group 2 Base Mean 
 

Log2 Fold 
Change 

Adjusted p-
value 

MARCO 
 
 
 
 
 

Plasma 
TB Positive 

Plasma 
TB Negative 

13.4 
 

0.9 9.56x10-7 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

4.65 0.747 0.14 

CASP4 Plasma 
TB Positive 

Plasma 
TB Negative 

107 0.498 8.73x10-16 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

294 0.796 9.21x10-7 

GBP1 Plasma 
TB Positive 

Plasma 
TB Negative 

148  1.23 6.55x10-23 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

407 1.47 3.85x10-5 

GBP2 Plasma 
TB Positive 

Plasma 
TB Negative 

204 0.816 1.71x10-18 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

547 1.07 1.55x10-8 

GBP4 Plasma 
TB Positive 

Plasma 
TB Negative 

69.8 0.777  3.78x10-13 

Whole Blood 
Cohort 3 
TB Positive 

TB2 (WB) 
TB Negative 

127 1.1 4.39x10-4 

GBP5 Plasma 
TB Positive 

Plasma 
TB Negative 

228 1.53 3.4x10-38 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

1,290 1.88 3.73x10-8 

STAT1 Plasma 
TB Positive 

Plasma 
TB Negative 

240 0.804 2.13x10-17 

Whole Blood 
Cohort 3 
TB Positive 

Whole Blood 
Cohort 3 
TB Negative 

593 0.819 6.21x10-4 



Supplementary Table 6. DESeq2 comparisons of lung, pyroptosis, and necrosis-specific gene 
abundances between TB status for both plasma and whole blood. Positive log2 fold change values 
indicate elevated counts in the TB positive group. All comparisons were done using DESeq2 (two sided 
Wald test, Benjamini-Hochberg adjusted p-values). 


