Supplemental Table S1. Summary of Most Prevalent ICD-10-CM Codes for the Study Cohort
	ICD-10-CM
	Description
	Prevalence

	  N39.0
	Urinary tract infection, site not specified
	76.0% (n = 977)

	  R30.0
	Dysuria
	8.1% (n = 104)

	  R31.0
	Gross hematuria
	3.3% (n = 42)

	Z87.440
	Personal history of urinary (tract) infections
	1.8% (n = 23)

	R31.9
	Hematuria, unspecified
	1.2% (n = 16)

	Other
	-
	9.5% (n = 122)




Supplemental Table S2. Organisms Targeted by the M-PCR Test and Their Characteristics.
	Supplemental Table S2

Microorganism
	Characteristics (gram-negative, gram-positive, fastidious, yeast)
	
Classification 
(Classical or Emerging)
	

References

	Acinetobacter baumannii*
	gram-negative
	emerging
	1–6
	Actinotignum schaalii 
	fastidious
	emerging
	7–13
	Aerococcus urinae 
	fastidious
	emerging
	10,14–17
	Alloscardovia omnicolens 
	fastidious
	emerging
	10,11,18–20
	Candida albicans 
	yeast
	classical
	21–24
	Candida auris 
	yeast
	classical
	25,26
	Candida glabrata 
	yeast
	classical
	23,27–29
	Candida parapsilosis 
	yeast
	classical
	23,30–32
	Citrobacter freundii* 
	gram-negative
	classical
	33–35
	Citrobacter koseri* 
	gram-negative
	classical
	35,36
	Corynebacterium riegelii 
	fastidious
	emerging
	37,38
	Enterococcus faecalis* 
	gram-positive
	classical
	39–42
	Enterococcus faecium 
	gram-positive
	classical
	42–44
	Escherichia coli* 
	gram-negative
	classical
	45–47
	Gardnerella vaginalis 
	fastidious
	emerging
	11,46–48
	Klebsiella oxytoca* 
	gram-negative
	classical
	49,50
	Klebsiella pneumoniae* 
	gram-negative
	classical
	49,51
	Morganella morganii* 
	gram-negative
	classical
	52–54
	Mycoplasma hominis  
	fastidious
	emerging
	55
	Pantoea agglomerans* 
	gram-negative
	classical
	56,57
	Proteus mirabilis* 
	gram-negative
	classical
	58
	Providencia stuartii* 
	gram-negative
	classical
	59
	Pseudomonas aeruginosa* 
	gram-negative
	classical
	60,61
	Serratia marcescens* 
	gram-negative
	classical
	62,63
	Staphylococcus aureus* 
	gram-positive
	classical
	64–66
	Streptococcus agalactiae*  
	gram-positive
	classical
	67,68
	Ureaplasma urealyticum 
	fastidious
	emerging
	69–72
	Coagulase-negative Staphylococcus (CoNS)* [Staphylococcus epidermidis, Staphylococcus haemolyticus, Staphylococcus lugdunenesis, Staphylococcus saprophyticus]
	

gram-positive
	

emerging
	

73–75

	Viridans group Streptococcus (VGS) [Streptococcus anginosus, Streptococcus oralis, Streptococcus pasteuranus]
	
gram-positive
	
emerging
	
76,77

	Enterobacter Group* 
[Klebsiella aerogenes (formally known as Enterobacter aerogenes), Enterobacter cloacae]
	
gram-negative
	
classical
	
78


*Will be followed by P-AST testing if detected

Supplemental Table S3.  Biomarker Positivity by Individual Organism

	[bookmark: table-1]Supplemental Table S3
	M-PCR Positive
	Biomarker Positive

	Organisms as Detected at Density 
> 10,000 by M-PCR
	n (%)
	Consensus n (%)
	NGAL n (%)
	IL-8 n (%)
	IL-1β n (%)

	Overall
	823 (73%)
	661 (80%)
	670 (81%)
	709 (86%)
	529 (64%)

	Escherichia coli
	336 (41%)
	289 (86%)
	289 (86%)
	305 (91%)
	243 (72%)

	Aerococcus urinae
	224 (27%)
	180 (80%)
	192 (86%)
	193 (86%)
	142 (63%)

	Actinobaculum schaalii
	222 (27%)
	182 (82%)
	196 (88%)
	193 (87%)
	140 (63%)

	Enterococcus faecalis
	177 (22%)
	134 (76%)
	134 (76%)
	153 (86%)
	103 (58%)

	Viridans Group
Streptococcus
	160 (19%)
	120 (75%)
	125 (78%)
	130 (81%)
	90 (56%)

	Klebsiella pneumoniae
	111 (13%)
	97 (87%)
	96 (86%)
	101 (91%)
	76 (68%)

	Gardnerella vaginalis
	71 (9%)
	47 (66%)
	48 (68%)
	57 (80%)
	29 (41%)

	Coagulase Negative
Staphylococcus
	49 (6%)
	41 (84%)
	45 (92%)
	42 (86%)
	36 (73%)

	Pseudomonas aeruginosa
	35 (4%)
	33 (94%)
	34 (97%)
	33 (94%)
	29 (83%)

	Proteus mirabilis
	34 (4%)
	32 (94%)
	30 (88%)
	33 (97%)
	26 (76%)

	Alloscardovia omnicolens
	27 (3%)
	21 (78%)
	20 (74%)
	22 (81%)
	13 (48%)

	Enterobacter Group
	26 (3%)
	23 (88%)
	22 (85%)
	24 (92%)
	19 (73%)

	Streptococcus agalactiae
	24 (3%)
	20 (83%)
	20 (83%)
	20 (83%)
	17 (71%)

	Candida glabrata
	22 (3%)
	19 (86%)
	20 (91%)
	19 (86%)
	18 (82%)

	Enterococcus faecium
	20 (2%)
	17 (85%)
	18 (90%)
	18 (90%)
	9 (45%)

	Candida albicans
	15 (2%)
	13 (87%)
	14 (93%)
	13 (87%)
	11 (73%)

	Ureaplasma urealyticum
	13 (2%)
	11 (85%)
	10 (77%)
	12 (92%)
	9 (69%)

	Klebsiella oxytoca
	12 (1%)
	11 (92%)
	11 (92%)
	11 (92%)
	11 (92%)

	Morganella morganii
	11 (1%)
	11 (100%)
	11 (100%)
	11 (100%)
	9 (82%)

	Citrobacter freundii
	10 (1%)
	9 (90%)
	9 (90%)
	8 (80%)
	7 (70%)

	Corynebacterium riegelii
	8 (1%)
	7 (88%)
	8 (100%)
	7 (88%)
	5 (62%)

	Staphylococcus aureus
	8 (1%)
	7 (88%)
	7 (88%)
	8 (100%)
	4 (50%)

	Mycoplasma hominis
	5 (1%)
	5 (100%)
	5 (100%)
	4 (80%)
	5 (100%)

	Citrobacter koseri
	3 (0%)
	3 (100%)
	3 (100%)
	3 (100%)
	3 (100%)

	Candida parapsilosis
	2 (0%)
	2 (100%)
	2 (100%)
	2 (100%)
	1 (50%)

	Serratia marcescens
	2 (0%)
	1 (50%)
	1 (50%)
	2 (100%)
	1 (50%)

	Candida auris
	1 (0%)
	1 (100%)
	1 (100%)
	1 (100%)
	1 (100%)

	Providencia stuartii
	1 (0%)
	0 (0%)
	0 (0%)
	1 (100%)
	0 (0%)

	Acinetobacter baumannii
	0 (0%)
	0 (NA)
	0 (NA)
	0 (NA)
	0 (NA)

	Pantoea agglomerans
	0 (0%)
	0 (NA)
	0 (NA)
	0 (NA)
	0 (NA)
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Supplemental Table S4.  Biomarker Positivity  in Cumulative Most Prevalent Organisms
Information Classification: General

Information Classification: General

Information Classification: General

	Supplemental Table S4
	M-PCR Positive
	Biomarker Positive

	Organisms as Detected at Density > 10,000 by M-PCR
	n (%)
	Consensus n (%)
	NGAL n (%)
	IL-8 n (%)
	IL-1β n (%)

	Overall
	823 (73%)
	661 (80%)
	670 (81%)
	709 (86%)
	529 (64%)

	Top 5 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus)
	648 (79%)
	517 (80%)
	526 (81%)
	556 (86%)
	415 (64%)

	Top 10 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus, Klebsiella pneumoniae, Gardnerella vaginalis, Coagulase Negative Staphylococcus, Pseudomonas aeruginosa, Proteus mirabilis)
	763 (93%)
	609 (80%)
	617 (81%)
	655 (86%)
	491 (64%)

	Top 15 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus, Klebsiella pneumoniae, Gardnerella vaginalis, Coagulase Negative Staphylococcus, Pseudomonas aeruginosa, Proteus mirabilis, Alloscardovia omnicolens, Enterobacter Group, Streptococcus agalactiae, Candida glabrata, Enterococcus faecium)
	800 (97%)
	641 (80%)
	648 (81%)
	688 (86%)
	512 (64%)

	Top 20 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus, Klebsiella pneumoniae, Gardnerella vaginalis, Coagulase Negative Staphylococcus, Pseudomonas aeruginosa, Proteus mirabilis, Alloscardovia omnicolens, Enterobacter Group, Streptococcus agalactiae, Candida glabrata, Enterococcus faecium, Candida albicans, Ureaplasma urealyticum, Klebsiella oxytoca, Morganella morganii, Citrobacter freundii)
	816 (99%)
	655 (80%)
	664 (81%)
	702 (86%)
	523 (64%)

	Top 25 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus, Klebsiella pneumoniae, Gardnerella vaginalis, Coagulase Negative Staphylococcus, Pseudomonas aeruginosa, Proteus mirabilis, Alloscardovia omnicolens, Enterobacter Group, Streptococcus agalactiae, Candida glabrata, Enterococcus faecium, Candida albicans, Ureaplasma urealyticum, Klebsiella oxytoca, Morganella morganii, Citrobacter freundii, Corynebacterium riegelii, Staphylococcus aureus, Mycoplasma hominis, Citrobacter koseri, Candida parapsilosis)
	822 (100%)
	661 (80%)
	670 (82%)
	708 (86%)
	529 (64%)

	Top 30 (Escherichia coli, Aerococcus urinae, Actinobaculum schaalii, Enterococcus faecalis, Viridans Group Streptococcus, Klebsiella pneumoniae, Gardnerella vaginalis, Coagulase Negative Staphylococcus, Pseudomonas aeruginosa, Proteus mirabilis, Alloscardovia omnicolens, Enterobacter Group, Streptococcus agalactiae, Candida glabrata, Enterococcus faecium, Candida albicans, Ureaplasma urealyticum, Klebsiella oxytoca, Morganella morganii, Citrobacter freundii, Corynebacterium riegelii, Staphylococcus aureus, Mycoplasma hominis, Citrobacter koseri, Candida parapsilosis, Serratia marcescens, Candida auris, Providencia stuartii, Acinetobacter baumannii, Pantoea agglomerans)
	823 (100%)
	661 (80%)
	670 (81%)
	709 (86%)
	529 (64%)



Supplemental Table S5A. Biomarker Positivity in M-PCR Positive Versus Negative Cases
	Total 
 n = 1132
	
	
	Consensus
	
	NGAL
	
	IL-8
	
	IL-1β

	
	n
	% of total 
	
	 % Positive (n)
	p-value vs. Negative
	
	 % Positive (n)
	Median (ng/mL)
	Mean (ng/mL)
	p-value vs. Negative
	
	 % Positive (n)
	Median (pg/mL)
	Mean (pg/mL)
	p-value vs. Negative
	
	 % Positive (n)
	Median (pg/mL)
	Mean (pg/mL)
	p-value vs. Negative

	M-PCR 
Negative cases
	309
	27
	
	 35%
(108)
	
	
	39%
(119)
	24.6
	87.9
	
	
	50%
(156)
	22.3
	254.3
	
	
	22%
(67)
	3.9
	26.3
	

	M-PCR 
Positive cases
	823
	73
	
	80%
(661)
	
<0.0001
	
	81%
(670)
	200.1
	242.9
	<0.0001
	
	86%
(709)
	255.2
	566.2
	<0.0001
	
	64%
(529)
	33.5
	78.7
	<0.0001


Supplemental Table S5B. Biomarker Positivity in M-PCR Positive Cases Grouped by Organism and Infection Characteristics
	Total 
 n = 823
	
	
	Consensus
	
	NGAL
	
	IL-8
	
	IL-1β

	
	n
	% of total 
	
	 % Positive (n)
	p-value vs. Negative
	
	 % Positive (n)
	Median (ng/mL)
	Mean (ng/mL)
	p-value vs. Negative
	
	 % Positive (n)
	Median (pg/mL)
	Mean (pg/mL)
	p-value vs. Negative
	
	 % Positive (n)
	Median (pg/mL)
	Mean (pg/mL)
	p-value vs. Negative

	Mono-microbial cases
	301
	37
	
	 82%
(246)
	
 <0.0001
	
	37%
(301)
	232.9
	260.5
	<0.0001
	
	89%
(269)
	365.5
	687.2
	<0.0001
	
	67%
(201)
	54.2
	93.1
	<0.0001

	Polymicrobial cases
	522
	63
	
	 80%
(415)
	 
<0.0001
	
	63%
(522)
	176.5
	232.8
	<0.0001
	
	84%
(440)
	211.7
	496.4
	<0.0001
	
	63%
(328)
	26.9
	70.5
	<0.0001

	Cases with 
E. coli
	336
	41
	
	 86%
(289)
	
 <0.0001
	
	86%
(289)
	271.0
	274.2
	<0.0001
	
	91%
(305)
	315.4
	599.7
	<0.0001
	
	86%
(289)
	46.2
	92.4
	<0.0001

	Cases without E. coli
	487
	59
	
	 76%
(372)
	
<0.0001
	
	78%
(381)
	159.1
	221.4
	<0.0001
	
	83%
(404)
	212.5
	543.1
	<0.0001
	
	76%
(372)
	23.4
	69.4
	<0.0001

	Cases with only emerging organisms
	109
	13
	
	 74%
(81)
	

<0.0001
	
	83%
(90)
	157.1
	201.8
	<0.0001
	
	78%
(85)
	219.4
	534.2
	<0.0001
	
	55%
(60)
	17.3
	64.7
	<0.0001

	Cases with only classical organisms
	442
	54
	
	 78%
(345)
	
<0.0001
	
	76%
(337)
	195.0
	240.2
	<0.0001
	
	86%
(379)
	233.9
	570.4
	<0.0001
	
	63%
(280)
	38.2
	82.1
	<0.0001


Bolded values indicate p < 0.05
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