Diagnostic accuracy of a rapid urine lipoarabinomannan test for tuberculosis in HIV-infected adults
SUPPLEMENTAL DIGITAL CONTENT
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SDC 2.   Receiver-operator characteristic curves for the Determine TB LAM Ag assay for participants enrolled in Uganda (A) and South Africa (B).  The integers adjacent to points on the graphs correspond to grade 1, grade 2, grade 3, grade 4, grade 5, and refer to minimum test band intensity required for characterization of a test result as positive.
SDC 3.  Accuracy of the Determine TB LAM Ag assay, by enrollment site and hospitalization status at the time of enrollment.
SDC 4.   Accuracy of the Determine TB LAM Ag assay if any visualized band was considered as a positive test, by enrollment site and stratified by CD4 count (in cells/mm3).
SDC 5.  Sensitivities of the Determine TB LAM Ag assay and direct sputum smear microscopy using Ziehl-Neelsen staining, overall and stratified by CD4 count.
	Table S1: Supplemental Digital Content 1.   Accuracy of the Determine TB LAM Ag assay by band intensity threshold.  

	
	TB-LAM lateral flow band intensity threshold considered ‘positive’

	
	≥ grade 1
	≥ grade 2
	≥ grade 3
	≥ grade 4
	≥ grade 5

	Proportion of total study population with TB LAM result (%)
	18.4
	4.2
	3.8
	5.5
	2.2

	Sensitivity %

(95% CI)
	215/367 (58.6)

(53.4, 63.7)
	136/367 (37.1)

(32.1, 42.2)
	103/367 (28.1)

(23.5, 33.0)
	70/367 (19.1)

(15.2, 23.5)
	21/367 (5.7)

(3.6, 8.6)

	Specificity %
(95% CI)
	464/573 (81.0)

(77.5, 84.1)
	559/573 (97.6)

(95.9, 98.7)
	566/573 (98.8)

(97.5, 99.5)
	570/573 (99.5)

(98.5, 99.9)
	572/573 (99.8)

(99.0, 100.0)

	PPV %
(95% CI)
	215/324 (66.4)

(60.9, 71.5)
	136/150 (90.7)

(84.8, 94.8)
	103/110 (93.6)

(87.3, 97.4)
	70/73 (95.9)

(88.5, 99.1)
	21/22 (95.5)

(77.2, 99.9)

	NPV %
(95% CI)
	464/616 (75.3)

(71.7, 78.7)
	559/790 (70.8)

(67.5, 73.9)
	566/830 (68.2)

(64.9, 71.4)
	570/867 (65.7)

(62.5, 68.9)
	572/918 (62.3)

(59.1, 65.5)

	Abbreviations: PPV, predictive value of a positive test; NPV, predictive value of a negative test
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	Table S2: Supplemental Digital Content 3.   Accuracy of the Determine TB LAM Ag assay, by enrollment site and hospitalization status at the time of enrollment. 

	
	Uganda

Hospitalized
	Uganda

Non-Hospitalized
	South Africa

Hospitalized
	South Africa

Non-Hospitalized

	Sensitivity %
(95% CI)
	72/145 (49.7%)

(41.3, 58.1)
	11/37 (27.7%)

(15.9, 47.0)
	42/101 (41.6%)

(31.9, 51.8)
	11/84 (13.1%)

(6.7, 22.2)

	Specificity %
(95% CI)
	172/185 (93.0%)

(88.3, 96.2)
	96/97 (99.0%)

(84.4, 100)
	92/92 (100%)

(96.1, 100)
	199/199 (100%)

(98.2, 100)

	PPV %
(95% CI)
	72/85 (84.7%)

(75.3, 91.6)
	11/12 (91.7%)

(61.5, 99.8)
	42/42 (100%)

(91.6, 100)
	11/11 (100%)

(71.5, 100)

	NPV %
(95% CI)
	172/245 (70.2%)

(64.1, 75.9)
	96/122 (78.7%)

(70.4, 85.6)
	92/151 (60.9%)

(52.7, 68.8)
	199/272 (73.2%)

(67.5, 78.3)

	Abbreviations: PPV, predictive value of a positive test; NPV, predictive value of a negative test


	Table S3: Supplemental Digital Content 4.  Accuracy of the Determine TB LAM Ag assay if any visualized band was considered as a positive test, by enrollment site and stratified by CD4 count (in cells/mm3)a

	
	All participants 
	Uganda
	South Africa
	P-value 

for comparison of Uganda vs. South Africa

	SENSITIVITY

	Overall
	215/367 (58.6%)

(53.4,63.7)
	107/182 (58.8%)

(51.3, 66.0)
	108/185 (58.4%)

(50.9,65.6)
	0.93

	CD4 ≤ 100 
	153/196 (78.1%)

(71.6,83.6)
	87/109 (79.8%)

(71.1, 86.9)
	66/87 (75.9%)

(65.9,84.4)
	0.51

	CD4 > 100 
	61/169 (36.1%)

(28.9, 43.8)
	19/71 (26.8%)

(16.9, 38.6)
	42/98 (42.9%)

(32.9, 53.3)
	0.03

	SPECIFICITY

	Overall
	464/573 (81.0%)

(77.5, 84.1)
	244/282 (86.5%)

(82.0, 90.3)
	220/291(75.6)

(70.2, 80.4)
	0.001

	CD4 ≤ 100 
	126/165 (76.4%)

(69.1, 82.6)
	98/121 (81.0%)

(72.9, 87.6)
	28/44 (63.6%)

(47.8, 77.6)
	0.02

	CD4 > 100 
	335/403 (83.1%)

(79.1, 86.7)
	144/158 (91.1%)

(85.6, 95.1)
	191/245 (78.0%)

(72.2, 83.0)
	0.001

	PREDICTIVE VALUE OF A POSITIVE TEST

	Overall
	215/324 (66.4%)

(60.9,71.5)
	108/145 (73.8%)

(65.8, 80.7)
	108/179 (60.3%)

(52.8, 67.6)
	0.01

	CD4 ≤ 100 
	153/192 (79.7%)

(73.3, 85.1)
	87/110 (79.1%)

(70.3,86.3)
	66/82 (80.5%)

(70.3. 88.4)
	0.81

	CD4 > 100 
	61/129 (47.3%)

(38.4, 56.3)
	19/33 (57.6%)

(39.2, 74.5)
	42/96 (43.8%)

(33.6, 54.3)
	0.17

	PREDICTIVE VALUE OF A NEGATIVE TEST

	Overall
	646/573 (75.3%)

(71.7, 78.7)
	244/319 (76.5%)

(71.4, 81.0)
	220/297 (74.1%)

(68.7, 79.0)
	0.49

	CD4 ≤ 100 
	126/169 (74.6%)

(67.3, 80.9)
	98/118 (81.7%)

(73.6, 88.1)
	28/42 (57.1%)

(42.2, 71.2)
	0.001

	CD4 > 100 
	335/443 (75.6%)

(71.3, 79.5)
	144/196 (73.5%)

(66.7, 79.5)
	191/247 (77.3%)

(71.6, 82.4)
	0.35

	a CD4 results were missing for 7 participants, all of whom were included in the overall results but not in the results stratified by CD4


	Table S4: Supplemental Digital Content 5.  Sensitivities of the Determine TB LAM Ag assay and direct sputum smear microscopy using Ziehl-Neelsen staining, overall and stratified by CD4 count (in cells/mm3)a

	
	TB LAM
	Sputum smear microscopyb
	TB LAM plus sputum smear microscopyb

	Overall
	136/367 (37.1%)

(32.1, 42.2)
	128/367 (34.9%)

(30.0, 39.9)
	197/367 (53.7%)

(48.4, 58.9)

	CD4 ≤ 100 
	116/196 (59.2%)

(52.0, 66.1)
	72/196 (36.7%)

(30.0, 43.9)
	133/196 (67.9%)

(60.8, 74.3)

	CD4 > 100
	20/169 (11.8%)

(7.4, 17.7)
	56/169 (33.1%)

(26.1, 40.8)
	64/169 (37.9%)

(30.5, 45.6)

	a CD4 results were missing for 2 participants, each of whom was included in the overall results but not in the results stratified by CD4

b a positive result on either or both of two smears performed at baseline considered was considered as positive

McNemar’s test for the comparison of TB LAM alone versus the combination of tests: Overall group, P=0; CD4 ≤ 100, P=0; CD4 > 100, P=0.  

McNemar’s test for the comparison of sputum smear microscopy versus the combination of tests: Overall group, P=0; CD4 ≤ 100, P=0; CD4 > 100, P=0.005.




















A.  Uganda





B.  South Africa





Figure S1: Supplemental Digital Content 2


Receiver-operator characteristic curves for the Determine TB LAM Ag assay for


participants enrolled in Uganda (A) and South Africa (B).  The integers adjacent


to points on the graphs correspond to grade 1, grade 2, grade 3, grade 4, and


grade 5, and refer to minimum band intensity required for characterization of a 


test result as positive. 
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