Supplementary Table 1. Clinical classification of patients
	Confirmed tuberculosis
 Clinical specimens positive for M. tuberculosis on culture or M. tuberculosis PCR

	Probable tuberculosis
1. 1. Successful response to anti-tuberculous therapy, and
2. 2. the following criteria
1)   1) histology of biopsy tissue showing caseating granuloma
  or 2) chest CT findings compatible with active pulmonary tuberculosis
  or 3) clinical picture of meningitis associated with cerebrospinal fluid changes consistent with tuberculosis meningitis
or 4) clinical picture of pleural disease associated with pleural fluid changes consistent with pleural tuberculosis
or 5) clinical picture of unexplained urinary symptoms or persistent pyuria and radiographic findings consistent with genitourinary tuberculosis

	Possible tuberculosis
 Patients who did not fulfill above criteria but in whom active tuberculosis could not be excluded

	Not active tuberculosis
 Other diagnosis, clinical improvement without anti-tuberculous therapy, or recent TB exposure without any symptoms of TB or chest x-ray abnormality
1)   1) with latent TB infection: positive results of interferon-gamma release assay (QuantiFERON-Gold-Plus)
  2) without latent TB infection: negative results of interferon-gamma release assay (QuantiFERON-Gold-Plus)




Supplementary Table 2. Diagnostic performances for tuberculosis of the dual fluorospot and cfDNA assays, and the combination of dual fluorospot and cfDNA, in patients with suspected pulmonary TB 
	[bookmark: _Hlk99543448]
	Sensitivity  
(n/N a, 95% CI)
	Specificity  
(n/Nb, 95% CI)
	PPV  
(95% CI)
	NPV  
(95% CI)
	PLR 
(95% CI)
	NLR  
(95% CI)

	Confirmed or probable tuberculosis (n=22) versus not tuberculosis (n= 51)

	AFB microscopy
	31.8
(7/22, 14.7 – 54.9)
	97.8
(44/45, 86.8 – 99.9)
	87.5
(46.7 – 99.3)
	74.6
(61.3 – 84.6)
	14.3
(1.9 – 109.3)
	0.7
(0.5 – 0.9)

	Mycobacterial culture
	77.3
(17/22, 54.2 – 91.3)
	100
(45/45, 90.2 – 100)
	100
(77.1 -100)
	90.0
(77.4 – 96.2)
	-
	0.2
(0.3 – 0.5)

	Xpert MTB/RIF PCR
	72.7
(16/22, 49.6 – 88.4)
	100
(40/40, 89.1 – 100)
	100
(84.5 – 100)
	87.0
(73.0 – 94.6)
	-
	0.4
(0.3 – 0.5)

	QuantiFERON-Gold-Plus
	85.0
(17/20, 61.1 – 96.0)
	57.9 
(22/38, 40.9 - 73.3)
	51.5
(33.9 – 68.8)
	88.0
(67.7 – 96.4)
	2.0	
(1.3 – 3.1)
	0.3	
(0.1 - 0.8)

	IFN-γ single release
	77.3
(17/22, 54.2 – 91.3)
	66.0 
(33/50, 51.1 - 78.4)
	50.0
(32.8 – 67.2)
	86.8
(71.1 – 85.0)
	2.3
(1.5 - 3.6)
	0.3	
(0.1 - 0.8)

	TNF-α single release
	76.2
(16/21,	52.5 – 90.9)
	87.8 
(43/49, 74.5 – 94.9)
	72.7
(49.6 – 88.4)
	89.6
(76.6 – 96.1)
	6.2
(2.8 – 13.7)
	0.3
(0.1 - 0.6)

	IFN-γ/ TNF-α dual release
	77.3
(17/22, 54.2 – 91.3)
	90.2
(46/51, 77.8 - 96.3)
	77.3	
(54.2 – 91.3)
	90.2
(77.8 – 96.3)
	7.9
(3.3 - 18.7)
	0.3
(0.1 - 0.5)

	cfDNA detection
	72.7
(16/22, 49.6 – 88.4)
	80.4
(41/51, 66.5 – 89.7)
	61.5
(40.7 – 79.1)
	87.2
(73.6 – 94.7)
	3.7
(2.0 - 6.8)
	0.3
(0.2 - 0.7)

	cfDNA or Dual release
	90.9
(20/22, 69.4 – 98.4)
	76.5
(39/51, 62.2 – 86.8)
	62.5
(43.7 – 78.3)
	95.1
(82.2 – 99.2)
	3.9
(2.3 - 6.4)
	0.1	
(0.0 - 0.5)






Supplementary Table 3. Diagnostic performances for tuberculosis of the dual fluorospot and cfDNA assays, and the combination of dual fluorospot and cfDNA in patients with suspected extra-pulmonary TB or disseminated TB 
	
	Sensitivity  
(n/N a, 95% CI)
	Specificity  
(n/Nb, 95% CI)
	PPV  
(95% CI)
	NPV  
(95% CI)
	PLR 
(95% CI)
	NLR  
(95% CI)

	Confirmed or probable extra-pulmonary or disseminated tuberculosis (n=32) versus not tuberculosis (n= 51)

	AFB microscopy
	14.3
(4/28, 4.6 – 33.6)
	97.8
(44/45, 86.8 – 99.9)
	80.0
(29.9 – 98.9)
	64.7
(52.1 – 75.6)
	6.4
(0.8 – 54.6)
	0.9
(0.8 – 1.0)

	Mycobacterial culture
	42.9
(12/28, 25.0 – 62.6)
	100
(45/45, 90.2 – 100)
	100
(69.9 -100)
	68.2
(60.7 – 83.8)
	-
	0.6
(0.4 – 0.8)

	Xpert MTB/RIF PCR
	42.3
(11/26, 24.0 – 62.8)
	100
(40/40, 89.1 – 100)
	100
(67.9 – 100)
	72.7
(58.8 – 83.5)
	-
	0.6
(0.4 – 0.8)

	QuantiFERON-Gold-Plus
	82.1
(23/28, 62.4 – 93.2)
	57.9 
(22/38, 40.9 - 73.3)
	59.0
(42.2 – 74.0)
	81.4
(61.3 – 93.0)
	2.0	
(1.3 - 2.9)
	0.3
(0.1 - 0.7)

	IFN-γ single release
	87.5
(28/32, 70.1 – 95.9)
	66.0 
(33/50, 51.1 - 78.4)
	62.2
(46.5 – 75.8)
	89.2
(73.6 – 96.5)
	2.6
(1.7 - 3.9)
	0.2
(0.1 - 0.5)

	TNF-α single release
	83.3
(25/30,	64.5 – 93.7)
	87.8 
(43/49, 74.5 – 94.9)
	80.6
(61.9 – 91.9)
	89.6
(76.6 – 96.1)
	6.8
(3.2 - 14.6)
	0.2	
(0.1 - 0.4)

	IFN-γ/ TNF-α dual release
	81.3
(26/32,	63.0 – 92.1)
	90.2
(46/51, 77.8 - 96.3)
	83.9
(65.5 – 93.9)
	88.4
(75.9 – 95.2)
	8.3
(3.5 – 19.4)
	0.2	
(0.1 - 0.4)

	cfDNA detection
	62.5
(20/32, 43.7 - 78.3)
	80.4
(41/51, 66.5 – 89.7)
	66.7
(47.1 – 82.1)
	77.4
(63.5 – 87.3)
	3.2
(1.7 – 5.9)
	0.5
(0.3 - 0.7)

	cfDNA or Dual release
	90.6
(29/32, 73.8 – 97.5)
	76.5 
(39/51, 62.2 – 86.8)
	70.7
(54.3 – 83.4)
	92.9
(79.4 – 98.1)
	3.9	
(2.3 - 6.4)
	0.1	
(0.0 - 0.4)






Supplementary Table 4. Diagnostic performances for tuberculosis of the dual fluorospot and cfDNA assays, and the combination of dual fluorospot and cfDNA, in patients with suspected pauci-bacillary TB 
	
	Sensitivity  
(n/N a, 95% CI)
	Specificity  
(n/Nb, 95% CI)
	PPV  
(95% CI)
	NPV  
(95% CI)
	PLR 
(95% CI)
	NLR  
(95% CI)

	Confirmed or probable pauci-bacillary tuberculosis (n=39) versus not tuberculosis (n= 51)

	AFB microscopy
	0.0
(0/39, 0.0 – 11.2)
	97.8
(44/45, 86.8 – 99.9)
	0
(0 – 0.9)
	53.6
(42.4 – 64.4)
	0
-
	1.0
(1.0 – 1.0)

	Mycobacterial culture
	46.2
(18/39, 30.4 – 62.6)
	100
(45/45, 90.2 – 100)
	100
(78.1 -100)
	68.2
(55.4 – 78.8)
	-
	0.5
(0.4 – 0.7)

	Xpert MTB/RIF PCR
	45.9
(17/37, 29.9 – 62.9)
	100
(40/40, 89.1 – 100)
	100
(77.1 – 100)
	66.7
(53.2 – 78.0)
	-
	0.5
(0.4 – 0.7)

	QuantiFERON-Gold-Plus
	82.1
(32/39, 65.9 – 91.9)
	57.9 
(22/38, 40.9 - 73.3)
	66.7	
(51.5 – 79.2)
	75.9
(56.1 – 89.0)
	1.9
(1.3 - 2.9)
	0.3	
(0.2 - 0.6)

	IFN-γ single release
	82.1
(32/39, 65.9 – 91.9)
	66.0 
(33/50, 51.1 - 78.4)
	65.3
(50.3 – 77.9)
	82.5
(66.6 – 92.1)
	2.4
(1.6 - 3.6)
	0.3	
(0.1 - 0.5)

	TNF-α single release
	80.6
(29/36,	63.4 – 91.2)
	87.8 
(43/49, 74.5 – 94.9)
	82.9
(65.7 – 92.8)
	86.0
(72.9 – 93.7)
	6.6
(3.1 - 14.2)
	0.2
(0.1 - 0.4)

	IFN-γ/ TNF-α dual release
	79.5
(31/39,	63.1 – 90.1)
	90.2
(46/51, 77.8 - 96.3)
	86.1
(69.7 – 94.8)
	85.2
(72.3 – 92.9)
	8.1	
(3.5 - 18.9)
	0.2	
(0.1 - 0.4)

	cfDNA detection
	69.2
(27/39, 52.3 – 82.5)
	80.4
(41/51, 66.5 – 89.7)
	73.0
(55.6 – 85.6)
	77.4
(63.5 – 87.3)
	3.5
(1.9 - 6.4)
	0.4	
(0.2 - 0.6)

	cfDNA or dual release
	89.7
(35/39, 75.8 - 96.7)
	76.5 
(39/51, 62.2 – 86.8)
	74.5
(59.4 – 85.6)
	90.7
(76.9 – 97.0)
	3.8
(2.3 - 6.3)
	0.1	
(0.1 - 0.3)





Supplementary Table 5. Diagnostic performances for tuberculosis of the dual fluorospot, cfDNA, and the combination of dual fluorospot and cfDNA  
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	Sensitivity  
(n/N a, 95% CI)
	Specificity  
(n/Nb, 95% CI)
	PPV  
(95% CI)
	NPV  
(95% CI)
	PLR 
(95% CI)
	NLR  
(95% CI)

		Confirmed or probable tuberculosis (n= 52) versus not tuberculosis with LTBI (n= 16)

	QuantiFERON-Gold-Plus
	83.3 
(40/48, 69.8 - 92.5)
	0.0 
(0/16, 0.0 - 20.6)
	71.4
(68.8 - 73.9)
	0.0
	0.8	
(0.7 – 1.0)
	NA

	IFN-γ single release
	83.3 
(45/54, 70.7 - 92.1)
	25.0 
(4/16, 7.3 - 52.4)
	79.0 
(73.4 - 83.6)
	30.8	
(13.6 - 55.6)
	1.1	
(0.8 - 1.5)
	0.7	
(0.2 - 1.9)

	TNF-α single release
	80.4 
(41/51, 66.9 - 90.2)
	73.3 
(11/15, 44.9 - 92.2)
	91.1	
(81.4 - 96.0)
	52.4	
(36.9 - 67.5)
	3.0	
(1.3 - 7.1)
	0.3	
(0.1 - 0.5)

	IFN-γ/ TNF-α dual release 
	79.6 
(43/54, 66.5 - 89.4)
	75.0 
(12/16, 47.6 - 92.7)
	91.5	
(82.0 - 96.2)
	52.2	
(37.5 - 66.5)
	3.2	
(1.4 - 7.5)
	0.3	
(0.2 - 0.5)

	cfDNA detection
	66.7 
(36/54, 52.5 - 78.9)
	68.8 
(11/16, 41.3 - 89.0)
	87.8	
(77.3 - 93.9)
	37.9	
(27.0 - 50.2)
	2.1	
(1.0 - 4.5)
	0.5	
(0.3 - 0.8)

	cfDNA or Dual release
	90.7
(49/54, 79.7 - 96.9)
	56.25 
(9/16, 29.9 - 80.3)
	87.5
(80.0 - 92.5)
	64.3	
(41.3 - 82.2)
	2.1	
(1.2 - 3.6)
	0.2	
(0.1 - 0.4)




	Confirmed or probable tuberculosis (n= 52) versus not tuberculosis without LTBI (n= 22)

	QuantiFERON-Gold-Plus
	83.3 
(40/48, 69.8 - 92.5)
	100.0
(0/22, 84.6 - 100.0)
	100.0
	73.3	
(59.4 - 83.8)
	NA
	0.2	
(0.1 - 0.3)

	IFN-γ single release
	83.3 
(45/54, 70.7 - 92.1)
	95.2 
(20/21, 76.2 - 99.9)
	97.8	
(86.9 - 99.7)
	69.0	
(54.9 - 80.3)
	17.5	
(2.6 - 119.0)
	0.2	
(0.1 - 0.3)

	TNF-α single release
	80.4 
(41/51, 66.9 – 90.2)
	100.0 
(22/22, 84.6 - 100.0)
	100.0
	68.8	
(55.8 - 79.3)
	NA
	0.2
(0.1 - 0.3)

	IFN-γ/ TNF-α dual release 
	79.6c 
(43/54, 66.5 - 89.4)
	100.0 
(22/22, 79.7 - 99.9)
	100.0
	66.7	
(54.1 - 77.2)
	NA
	0.2	
(0.1 - 0.6)

	cfDNA detection
	66.7e 
(36/54, 52.5 - 78.9)
	95.5 
(21/22, 77.2 - 99.9)
	97.3	
(84.0 - 99.6)
	53.9	
(44.2 - 63.2)
	14.6
(2.1 - 100.5)
	0.4	
(0.2 - 0.5)

	cfDNA or dual release
	90.7c, e 
(49/54, 79.7 - 96.9)
	95.5 
(21/22, 77.2 - 99.9)
	98.0	
(87.8 - 99.7)
	80.8	
(64.5 - 90.7)
	20.0	
(2.9 - 135.7)
	0.1	
(0.0 - 0.2)




