Supplementary data:



Table S1:  Experimental class comparisons used in two-way and three-way analysis based on their results from the multiple tests used.


	Comparisons
	Grouping for two-way analysis (negative vs positive)
	Grouping for three-way analysis (negative vs test positive vs culture positive)

	Negative to all DPP, IFN-y and culture
	Negative group
	Negative group

	Positive to DPP test only
	Positive group
	Test positive group

	Positive to IFN-y test only
	Positive group
	Test positive group

	Positive to IFN-y and DPP
	Positive group
	Test positive group

	Positive to culture only
	Positive group
	Culture positive group

	Positive to culture and test (either DPP or IFN-y)
	Positive group
	Culture positive group







Table S2: tentative metabolite identifications for Clade i and Clade ii from Figure 2A. 
Clade I represents metabolites increasing in the positives, while Clade II represents those increasing in the negatives.
Mass:charge ratios (m/z) are stated if there are no tentative identification available in the database. 

	clade i
	clade ii

	3',4'-Dihydroxy-7-methoxy-8-(3-methylbut-2-enyl)-2'''-(1-hydroxy-1-methylethyl)-furano-(4'',5'':6,5)favanone
	3,4,5-trihydroxy-6-{[4-hydroxy-2-oxo-3-(3-oxo-1-phenylbutyl)-2H-chromen-7-yl]oxy}oxane-2-carboxylic acid

	2,3-Diphenylpyrazine
	6Z,9Z-octadecadienoyl-CoA

	3-[3-(Sulfooxy)phenyl]propanoic acid
	N-(docosanoyl)-hexadecasphing-4-enine-1-phosphoethanolamine

	DG(16:1(9Z)/22:2(13Z,16Z)/0:0)
	PE-NMe(18:4(6Z,9Z,12Z,15Z)/20:5(5Z,8Z,11Z,14Z,17Z))

	1-(9Z-heptadecenoyl)-sn-glycero-3-phosphate
	N-(2-hydroxyeicosanoyl)-sphinganine-1-O-[D-mannopyranosyl-alpha1-2-myo-inositol-1-phosphate]

	(24R)-3alpha,7alpha,12alpha,24,26-pentahydroxy-5beta-cholestan-27-yl hydrogen sulfate
	DG(20:4(5Z,8Z,11Z,14Z)/24:1(15Z)/0:0)

	1-(1Z-hexadecenyl)-2-tetradecanoyl-glycero-3-phospho-(1'-sn-glycerol)
	7-bromo-5-heptynoic acid

	(10Z,13Z)-Nonadecadienoyl-CoA
	1-[1,3-Dihydroxy-4-[(2-hydroxyphenyl)methyl]-9H-xanthen-2-yl]-3-phenyl-1-propanone

	Gb3Cer
	12-hydroperoxy-9Z,13E,15-octadecatrienoic acid

	Ampeloside Bs1
	1-hexadecanyl-2-((2'-alpha-glucosyl)-beta-glucosyl)-3-beta-xylosyl-sn-glycerol

	1-(2-hydroxyphenyl)-2-phenylethane-1,2-diol
	2'-O-(alpha-D-Manp)-(1-heptadecanoyl-2-octadecanoyl-sn-glycero-3-phospho-1'-myo-inositol)

	N-(2-hydroxy-docosanoyl)-hexadecasphing-4-enine-1-phosphoethanolamine
	(2S)-2-hydrazinyl-3-(4-hydroxy-3-methoxyphenyl)-2-methylpropanoic acid

	Ceramide (d18:1/25:0)
	2'-O-(alpha-D-Manp)-6'-O-(alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp)-(1-nonadecanoyl-2-(9Z-octadecenoyl)-sn-glycero-3-phospho-1'-myo-inositol)

	x
	(5Z,7E)-(1S,3R)-24-methylsulfonyl-9,10-seco-5,7,10(19)-cholatriene-1,3-diol

	x
	MG(0:0/20:5(5Z,8Z,11Z,14Z,17Z)/0:0)

	x
	N-(2-hydroxyhexacosanoyl)-sphinganine-1-phospho-(1'-myo-inositol)

	x
	1,2-didodecanoyl-3-(11Z,14Z-eicosadienoyl)-sn-glycerol

	x
	N-(15Z-tetracosenoyl)-1-beta-glucosyl-sphinganine

	x
	DG(14:0/0:0/18:4n3)

	x
	2-Methylpyridine

	x
	4-Hydroxymethylpyrazole

	x
	1-(9Z,12Z-heptadecadienoyl)-2-(10Z,13Z,16Z-docosatrienoyl)-sn-glycerol

	x
	Pectenotoxin 1

	x
	9-OAc-NeuAcalpha2-8NeuAcalpha2-8NeuAcalpha2-3Galbeta1-4Glcbeta-Cer(d18:1/20:0)

	x
	N-(2-hydroxyhexadecanoyl)-4R-hydroxyeicosasphinganine-1-phospho-(1'-myo-inositol)

	x
	2-Chloromaleylacetate

	x
	1-heneicosanoyl-2-(5Z,8Z,11Z,14Z-eicosatetraenoyl)-glycero-3-phosphoethanolamine

	x
	1-(1Z-eicosenyl)-2-(9Z,12Z-heptadecadienoyl)-glycero-3-phosphoethanolamine

	x
	3alpha-Acetomethoxy-11alpha-oxo-12-ursen-24-oic acid

	x
	Pectenotoxin 2 secoacid

	x
	Olitoriusin

	x
	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-heneicosanoyl-glycero-3-phosphoserine

	x
	PA(20:3(5Z,8Z,11Z)/22:6(4Z,7Z,10Z,13Z,16Z,19Z))







Table S3: tentative metabolite identifications for Clade i and Clade ii from Figure 2B. 
Clade I represents metabolites increasing in the culture positives and test positives, while Clade II represents those increasing in the negatives.
Mass:charge ratios (m/z) are stated if there are no tentative identification available in the database.	
	clade i 
	clade ii

	2,3-Diphenylpyrazine
	PA(20:3(5Z,8Z,11Z)/22:6(4Z,7Z,10Z,13Z,16Z,19Z))

	{[1-(2-hydroxyphenyl)-3-oxopropan-2-yl]oxy}sulfonic acid
	1-(5Z,8Z,11Z,14Z-eicosatetraenoyl)-2-heneicosanoyl-glycero-3-phosphoethanolamine

	1-(9Z-heptadecenoyl)-sn-glycero-3-phosphate
	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-heneicosanoyl-glycero-3-phosphoserine

	(24R)-3alpha,7alpha,12alpha,24,26-pentahydroxy-5beta-cholestan-27-yl hydrogen sulfate
	Olitoriusin

	3',4'-Dihydroxy-7-methoxy-8-(3-methylbut-2-enyl)-2'''-(1-hydroxy-1-methylethyl)-furano-(4'',5'':6,5)favanone
	3alpha-Acetomethoxy-11alpha-oxo-12-ursen-24-oic acid

	1-(1Z-hexadecenyl)-2-tetradecanoyl-glycero-3-phospho-(1'-sn-glycerol)
	N-(2-hydroxyhexacosanoyl)-sphinganine-1-phospho-(1'-myo-inositol)

	DG(16:1(9Z)/22:2(13Z,16Z)/0:0)
	1-(1Z-eicosenyl)-2-(9Z,12Z-heptadecadienoyl)-glycero-3-phosphoethanolamine

	x
	1-[1,3-Dihydroxy-4-[(2-hydroxyphenyl)methyl]-9H-xanthen-2-yl]-3-phenyl-1-propanone

	x
	7-bromo-5-heptynoic acid

	x
	2-Chloromaleylacetate

	x
	1,2-didodecanoyl-3-(11Z,14Z-eicosadienoyl)-sn-glycerol

	x
	1-(9Z,12Z-heptadecadienoyl)-2-(10Z,13Z,16Z-docosatrienoyl)-sn-glycerol

	x
	Pectenotoxin 1

	x
	9-OAc-NeuAcalpha2-8NeuAcalpha2-8NeuAcalpha2-3Galbeta1-4Glcbeta-Cer(d18:1/20:0)

	x
	12-hydroperoxy-9Z,13E,15-octadecatrienoic acid

	x
	2-Methylpyridine

	x
	4-Hydroxymethylpyrazole

	x
	N-(2-hydroxyhexadecanoyl)-4R-hydroxyeicosasphinganine-1-phospho-(1'-myo-inositol)

	x
	2'-O-(alpha-D-Manp)-6'-O-(alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp)-(1-nonadecanoyl-2-(9Z-octadecenoyl)-sn-glycero-3-phospho-1'-myo-inositol)

	x
	N-(15Z-tetracosenoyl)-1-beta-glucosyl-sphinganine

	x
	1-hexadecanyl-2-((2'-alpha-glucosyl)-beta-glucosyl)-3-beta-xylosyl-sn-glycerol

	x
	DG(14:0/0:0/18:4n3)

	x
	3,4,5-trihydroxy-6-{[4-hydroxy-2-oxo-3-(3-oxo-1-phenylbutyl)-2H-chromen-7-yl]oxy}oxane-2-carboxylic acid

	x
	MG(0:0/20:5(5Z,8Z,11Z,14Z,17Z)/0:0)

	x
	








Table S4: tentative metabolite identifications comparing infection status (two-way analysis) when controlling for sex (see Fig. 6)
Mass:charge ratios (m/z) are stated if there are no tentative identification available in the database.
	Male specific markers 
	Female specific markers  

	8-Prenyllepidissipyrone
	2,3,4,6-tetrahydroxybenzaldehyde

	n1078.20251
	n268.81583

	2-Chloromaleylacetate
	Cistocardin

	n214.95267
	PA(20:3(5Z,8Z,11Z)/22:6(4Z,7Z,10Z,13Z,16Z,19Z))

	n218.99655
	n504.65829

	(2S)-2-hydrazinyl-3-(4-hydroxy-3-methoxyphenyl)-2-methylpropanoic acid
	N-(eicosanoyl)-1-deoxysphing-4-enine

	Asparagusic acid syn-S-oxide
	Ceramide (d18:1/25:0)

	n390.90646
	n774.87054

	n394.70276
	1-hexadecanyl-2-((2'-alpha-glucosyl)-beta-glucosyl)-3-beta-xylosyl-sn-glycerol

	n395.70139
	Olitoriusin

	n408.68167
	Pectenotoxin 2 secoacid

	Tridecanoyl-CoA
	5,7-Dihydroxy-2'-methoxy-4',5'-methylenedioxy-6,8-diprenylisoflavone

	n504.82751
	3alpha-Acetomethoxy-11alpha-oxo-12-ursen-24-oic acid

	LysoPA(21:0/0:0)
	2'',6''-Di-O-acetylononin

	n580.7569
	2,3-Diphenylpyrazine

	9-OAc-NeuAcalpha2-8NeuAcalpha2-8NeuAcalpha2-3Galbeta1-4Glcbeta-Cer(d18:1/20:0)
	3,3,5-triiodo-L-thyronine-beta-D-glucuronoside

	N-(2-hydroxyhexadecanoyl)-eicosasphinganine
	p216.93956

	n624.73853
	Ethyl 18-bromo-8E,17E19Z-tricosatrien-4,6-diynoate

	n625.74164
	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-(9Z-tetradecenoyl)-glycero-3-phospho-(1'-sn-glycerol)

	n628.73309
	1-(11Z,14Z-eicosadienoyl)-2-(9Z-nonadecenoyl)-glycero-3-phosphoserine

	n640.71252
	1-heptadecanoyl-glycero-3-phosphate

	1-(1Z-hexadecenyl)-2-tetradecanoyl-glycero-3-phospho-(1'-sn-glycerol)
	1-heneicosanoyl-2-(5Z,8Z,11Z,14Z-eicosatetraenoyl)-glycero-3-phosphoethanolamine

	DG(16:1(9Z)/22:2(13Z,16Z)/0:0)
	Fucalpha1-2GalNAcbeta1-4(NeuAcalpha2-8NeuAcalpha2-3)Galbeta1-4Glcbeta-Cer(d18:1/18:0)

	15-methylheneicosane-1,2-diol
	x

	N-(docosanoyl)-hexadecasphing-4-enine-1-phosphoethanolamine
	x

	1-(1Z-eicosenyl)-2-(6Z,9Z,12Z-octadecatrienoyl)-glycero-3-phosphoethanolamine
	x

	Olitoriusin
	x

	Arginyl-Threonine
	x

	n91.56879
	x

	n915.40979
	x

	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-heneicosanoyl-glycero-3-phosphoserine
	x

	3',4'-Dihydroxy-7-methoxy-8-(3-methylbut-2-enyl)-2'''-(1-hydroxy-1-methylethyl)-furano-(4'',5'':6,5)favanone
	x

	(3E)-4-phenylbuta-1,3-dien-2-ol
	x

	p216.86011
	x

	5,6-Dihydroxyprostaglandin F1a
	x

	2'-O-(alpha-D-Manp)-(1-heptadecanoyl-2-octadecanoyl-sn-glycero-3-phospho-1'-myo-inositol)
	x

	(10Z,13Z)-Nonadecadienoyl-CoA
	x

	N-(11Z-eicosenoyl)-4E,14Z-sphingadienine
	x

	1-(1Z-eicosenyl)-2-(9Z,12Z-heptadecadienoyl)-glycero-3-phosphoethanolamine
	x

	MG(0:0/20:5(5Z,8Z,11Z,14Z,17Z)/0:0)
	x

	p818.06586
	x

	1-(11Z-docosenoyl)-2-(5Z,8Z,11Z,14Z,17Z-eicosapentaenoyl)-glycero-3-phosphocholine
	x

	N-(2-hydroxyhexadecanoyl)-4R-hydroxyeicosasphinganine-1-phospho-(1'-myo-inositol)
	x






Table S5: tentative metabolite identifications comparing infection status (three-way analysis) when controlling for sex (see Fig. S2)
Mass:charge ratios (m/z) are stated if there are no tentative identification available in the database.

	Male specific markers 
	Female specific markers 

	n1020.24243
	n169.01382

	3,4,5-trihydroxy-6-{[4-hydroxy-2-oxo-3-(3-oxo-1-phenylbutyl)-2H-chromen-7-yl]oxy}oxane-2-carboxylic acid
	n202.82777

	n1078.20251
	n268.81583

	2-Chloromaleylacetate
	10,12,14-octadecatrienoic acid

	n218.99655
	N-(2-hydroxyhexacosanoyl)-sphinganine-1-phospho-(1'-myo-inositol)

	(2S)-2-hydrazinyl-3-(4-hydroxy-3-methoxyphenyl)-2-methylpropanoic acid
	n326.75156

	(10E,12Z)-9-HODE
	N-(octadecanoyl)-1-beta-glucosyl-4E,6E-tetradecasphingadienine

	n390.90646
	Cistocardin

	n395.70139
	PA(20:3(5Z,8Z,11Z)/22:6(4Z,7Z,10Z,13Z,16Z,19Z))

	n408.68167
	n504.65829

	LysoPA(21:0/0:0)
	2'-O-(alpha-D-Manp)-6'-O-(alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp-1->6-alpha-D-Manp)-(1-nonadecanoyl-2-(9Z-octadecenoyl)-sn-glycero-3-phospho-1'-myo-inositol)

	n566.68231
	n566.68231

	N-(octadecanoyl)-4R-hydroxysphinganine
	Fucalpha1-2GalNAcbeta1-4(NeuAcalpha2-8NeuAcalpha2-3)Galbeta1-4Glcbeta-Cer(d18:1/18:0)*

	n625.74164
	N-(heneicosanoyl)-4E,14Z-sphingadienine

	15-methylheneicosane-1,2-diol
	Ceramide (d18:1/25:0)

	1-(9Z,12Z-heptadecadienoyl)-2-(10Z,13Z,16Z-docosatrienoyl)-sn-glycerol
	1-(5Z,8Z,11Z,14Z,17Z-eicosapentaenoyl)-2-tetradecanoyl-glycero-3-phospho-(1'-sn-glycerol)

	N-(docosanoyl)-hexadecasphing-4-enine-1-phosphoethanolamine
	n774.87054

	1-(1Z-hexadecenyl)-2-(11Z,14Z-eicosadienoyl)-glycero-3-phosphoserine
	1-hexadecanyl-2-((2'-alpha-glucosyl)-beta-glucosyl)-3-beta-xylosyl-sn-glycerol

	1-(11Z-docosenoyl)-2-dodecanoyl-glycero-3-phospho-(1'-myo-inositol)
	Olitoriusin

	n91.56879
	Pectenotoxin 2 secoacid

	Pectenotoxin 2 secoacid
	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-heneicosanoyl-glycero-3-phosphoserine

	Pectenotoxin 1
	5,7-Dihydroxy-2'-methoxy-4',5'-methylenedioxy-6,8-diprenylisoflavone

	1-(4Z,7Z,10Z,13Z,16Z,19Z-docosahexaenoyl)-2-heneicosanoyl-glycero-3-phosphoserine
	3alpha-Acetomethoxy-11alpha-oxo-12-ursen-24-oic acid

	3alpha-Acetomethoxy-11alpha-oxo-12-ursen-24-oic acid
	p216.93956

	4-Hydroxymethylpyrazole
	Cytidine

	7-bromo-5-heptynoic acid
	Fucalpha1-3GlcNAcbeta1-3Galalpha1-3(GalNAcbeta1-4)Galbeta1-4Glcbeta-Cer(d18:1/22:0)

	p216.86011
	1-heptadecanoyl-glycero-3-phosphate

	5,6-Dihydroxyprostaglandin F1a
	1-(11Z,14Z-eicosadienoyl)-2-eicosanoyl-glycero-3-phospho-(1'-sn-glycerol)

	(5Z,7E)-(1S,3R)-24-methylsulfonyl-9,10-seco-5,7,10(19)-cholatriene-1,3-diol
	1-heneicosanoyl-2-(5Z,8Z,11Z,14Z-eicosatetraenoyl)-glycero-3-phosphoethanolamine

	2'-O-(alpha-D-Manp)-(1-heptadecanoyl-2-octadecanoyl-sn-glycero-3-phospho-1'-myo-inositol)
	Fucalpha1-2GalNAcbeta1-4(NeuAcalpha2-8NeuAcalpha2-3)Galbeta1-4Glcbeta-Cer(d18:1/18:0)

	N-(11Z-eicosenoyl)-4E,14Z-sphingadienine
	x

	12,13-dihydroxy-9Z-octadecenoic acid-(d4)
	x

	1-(1Z-eicosenyl)-2-(9Z,12Z-heptadecadienoyl)-glycero-3-phosphoethanolamine
	x

	DG(20:4(5Z,8Z,11Z,14Z)/24:1(15Z)/0:0)
	x

	p818.06586
	x

	N-(2-hydroxyhexadecanoyl)-4R-hydroxyeicosasphinganine-1-phospho-(1'-myo-inositol)
	x

	1-heneicosanoyl-2-(5Z,8Z,11Z,14Z-eicosatetraenoyl)-glycero-3-phosphoethanolamine
	x



