[bookmark: _Hlk221888220]Suppl. Table 4. Clinical performance characteristics of MMP-3/TIMP-1 in serum, MMP-2 and -3 indices to the diagnosis of HIV-Associated Neurocognitive Disorder 
	
	MMP-3/TIMP-1 serum GDS 
	MMP-2 Idx 
Mnl x ANI
	MMP-3 Idx 
Mnl x ANI

	cut-off point [1]
	>0.04
	<26.91
	<7.63

	TP
	VP 23
	VP 19 
	VP 18

	TN
	VN 15
	VN 16
	VN 15 

	FP (Type I error)
	FP 09
	FP 08
	FP 09

	FN (Type II error)
	FN 13 
	FN 10
	FN 11

	Sensitivity
	63.89%
46.22%; 79.18%
	65.52%
45.67% to 82.06%
	62.07%
42.26% to 79.31%

	Specificity
	62.50%
40.59%; 81.20%
	66.67%
44.68% to 84.37%
	62.50%
40.59%; 81.20%

	LR+
	1.70
0.96 to 3.02
	1.97
1.05 to 3.67
	1.66
0.92 to 2.98

	LR-
	0.58
0.34 to 0.99
	0.52
0.29 to 0.92
	0.61
0.35 to 1.06

	DOR
	2.93
(2.82; 3.05)
	3.79
(3.62; 3.99)
	2.72
(2.63; 2.81)

	Disease prevalence
	60.00%
46.54%; 72.44%
	54.72%
40.45%; 68.44%
	54.72%
40.45%; 68.44%

	PPV 
	71.88%
59.06% to 81.91%
	70.37%
55.99% to 81.60%
	66.67%
52.58% to 78.29%

	NPV 
	53.57%
40.36% to 66.30%
	61.54%
47.35% to 74.00%
	57.69%
43.80% to 70.46%

	Accuracy 
	63.33%
49.90% to 75.41%
	66.04%
51.73% to 78.48%
	62.26%
47.89% to 75.21%

	AUC
	0.67
(0.53; 0.82)
	0.71
(0.57; 0.85)
	0.72
(0.59; 0.86)

	Combined Error 
	36.67%
	33.96%
	37.74%

	Clinical Utility +
	0.459/ poor
	0.461/ poor
	0.414/ poor

	Clinical Utility -
	0.335/ poor
	0.410/ poor
	0.361/ poor

	Youden Index 
	0.264
	0.322
	0.246

	MCC
	0.259
	0.320
	0.245

	Posterior probability test (+)
	72.00% 
59%; 82%
	70.00% 
56%; 82%
	67.00% 
53%; 78%

	Posterior (+) odds
	2.5
	2.4
	2.0

	Posterior probability test (-)
	47.00% 
34%; 60%
	39.00% 
26%; 53%
	42.00% 
30%; 56%

	Posterior (-) odds
	 0.9
	0.6
	0.7


[bookmark: _Hlk221720736]For serum MMP3/TIMP the clinical performance characteristics were calculated with the PWH group with GDS>0.5 (n= 36) compared with PWH group with GDS<0.5 (n=24); for MMP2 and MMP-3 Idx, the groups of the HAND Frascati classification were compared asymptomatic (n= 29) versus normal neurocognitive evaluation (n= 24).  
[1] The cut-off point was defined with the ROC curve (figure 3).
TP, true positive; TN, true negative; FP, false positive (Type I error); FN, false negative (Type II error); PPV, positive predictive value; NPV, negative predictive value; LR, likelihood ratio; DOR, diagnostic odds ratio (DOR= LR+/LR-, the higher the DOR value, the better the test); CUI, clinical utility index; MCC, Matthews correlation coefficient; AUC, area under the ROC curve. Combined error = (FP+FN)/Total tested; posterior odds= [probability/(1-probability)]x LR
[image: Matthews Correlation Coefficient Formular]
The MCC returns a value between -1 and 1, where:
+1 describes a perfect prediction; 0 describes an inability to return any valid information (no better than a random prediction)

Youden Index ranges between 0 and 1, with 0 values indicating that a diagnostic test gives the same proportion of positive results for groups with and without the disease. Values of 1 indicate that there are no false positives or false negatives.
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