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[bookmark: _gjdgxs][bookmark: 30j0zll]Fig. S1. PRISMA flow diagram. Transcriptome data curated from NCBI-GEO and ArrayExpress using defined keywords. The PRISMA flow diagram shows the search criteria, identification, screening, eligibility and inclusion of experiments for the meta-analysis. Out of fifty-two experiments, four were profiled using multiple gene expression platforms and have multiple platform (GPL) IDs. Such experiments require platform-specific preprocessing and hence, studied as separate datasets. This resulted in 56 datasets. GSE Ids and the respective platforms of these studies are GSE25504 -GPL6947 and GPL13667; GSE29429 - GPL10558 and GPL6947; GSE38900 -GPL10558 and GPL6884; GSE13015 – GPL6947 and GPL6106.
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Fig. S2. Differentially Expressed transcripts sufficiently discriminate viral from bacterial infections in the discovery datasets. (A) Venn diagram showing overlapping transcripts among DEGsetB, DEGsetV, and DEGsetVB. (B) Differential transcriptome profile of 141 transcripts (colored in a bisque) belonging to ((DEGsetB ∩ DEGsetVB) ∪ (DEGsetV ∩ DEGsetVB)) showing a clear separation between viral and bacterial infections in discovery datasets. DEGs with fold change > ±1.5 with q-value ≤ 0.01 were considered to be significant. ‘lmfitted’ coefficients of the differential transcriptomes of viral and bacterial infections with reference to the matched controls from the  respective discovery datasets were used for generating the heatmap. 
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[bookmark: _1fob9te]Fig. S3. Predictive performance of Panel-V. Receiver operating characteristic (ROC) curves showing the predictive performance of Panel-V (IFI27, IFI44, MX1, ISG15, EPSTI1) in (A) Discovery Set (number of viral samples (V) = 354; number of healthy controls (HC) = 212), (B) Validation Set-1 (V= 248; HC= 189), (C) Validation Set-2 (Viral Vs Healthy Controls) (V= 768; HC=411) and (D) Validation Set-3 (BL-VB cohort) (V=14; HC=18). GSE15297 and GSE63990 from Validation Set-1, and GSE17924, GSE25001, GSE50628, and GSE61821 from Validation Set-2 were not considered for this analysis since healthy controls were absent in these datasets.
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Fig. S4. Predictive performance of Panel-B. Receiver operating characteristic (ROC) curves showing the predictive performance of  Panel-B (HK3, GYG1, MMP9, DNMT1 and PRF1) in  (A) Discovery Set (number of bacterial samples (B) = 190; number of healthy controls (HC) = 212), (B) Validation Set-1 (B=282; HC=189), (C) Validation Set-2 (Bacterial Vs Healthy Controls) (B=585; HC=473) and (D) Validation Set-3 (BL-VB cohort) (B=16; HC=18).   GSE15297 and GSE63990 from Validation Set-1, and E-MEXP-3850, GSE42827, GSE6377 and GSE30385 were not included for this analysis since healthy controls were absent in these datasets.
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Fig. S5. Performance of VB10-score in the discovery and validation sets. (A)  Receiver operating characteristic (ROC) curves showing the predictive performance of VB10-Score,  a standalone score computed from the genes encompassing Panel-VB in the discovery and validation sets (Validation Set-1, Validation Set-2 and Validation Set-3).  (B) Box plots showing  the distribution of VB10 -Score in the publicly available bacterial (n=1270), viral (n=1726) and healthy control (n=1093) samples, with the significance computed using the student t-test (**** corresponds to  p-value < 0.05).
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Fig. S6.  Performance of VB10-score in the non-infectious controls. Schema showing the discovery and validation datasets considered for the specificity evaluation of the VB10 -score in pathologically matched controls. (B) AUROC plot showing the specificity VB10 in discriminating bacterial from pathologically matched controls (shown in blue) and viral from pathologically matched controls (shown in red) in the validation datasets (validation Set1 and Set2). (C) Boxplot showing the distribution of VB10 score in the publicly available bacterial (n=1270), viral (n=1726), healthy controls (n=1093) and pathologically matched controls (n=1882) (Asthma, COPD and Non–infectious Sepsis/SIRS). Significance was computed using the t-test {**** corresponds to p.value < 0.05, Non-Inf = Pathologically matched Controls (Asthma, COPD, Non- infectious sepsis/ SIRS)}.
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Fig. S7. Performance of VB10-Score across different age groups. Receiver operating characteristic (ROC) curves showing the performance of VB10-Score in Discovery Set (number of bacterial samples (B) = 190; number of viral samples (V) = 354) and neonatal (B= 37; V=4), infants (B= 118; V=381), pediatric (B= 143; V=435) and adult (B= 782; V=552) samples in Validation datasets.

Table S1. Detailed information of the publicly available whole blood transcriptome datasets considered in the study.  LRTI – Lower Respiratory Tract Infection; COPD - Chronic Obstructive Pulmonary Disease; RSV:  Respiratory syncytial virus; HHV6 -Human herpesvirus 6.  
	SI.NO
	GSE ID
	GPL ID
	Conditions
	Number of Samples
	Age group
	Study Location

	
Discovery Set


	1
	GSE42026
	GPL6947
	Viral infection (Influenza A H1N1/09 , RSV); Bacterial infection(Gram Positive); Healthy Control
	41, 18, 33
	Pediatric
	London, UK

	2
	GSE60244
	GPL10558
	Viral LRTI; Bacterial LRTI; Healthy Control
	71, 22, 40
	Adult
	New York, USA

	3
	GSE72809
	GPL10558
	
Viral infection; Bacterial infection; Healthy Control
	92, 52, 52
	Pediatric
	Santiago de Compostela, Spain; San Diego, USA; IRIS Consortium, UK

	4
	GSE72810
	GPL6947
	
Viral infection; Bacterial infection; Healthy Control
	28, 23, 16
	Pediatric
	Santiago de Compostela, Spain; San Diego, USA; IRIS Consortium, UK

	5
	GSE73461
	GPL10558
	Viral infection; Bacterial infection; Healthy Control
	94, 52, 55
	Pediatric
	Santiago de Compostela, Spain; San Diego, USA; IRIS Consortium, UK

	6
	GSE73462
	GPL6947
	
Viral infection; Bacterial infection; Healthy Control
	28, 23, 16
	Pediatric
	Santiago de Compostela, Spain; San Diego, USA; IRIS Consortium, UK

	

Validation Set-1


	7
	E-MEXP-3589
	A-MEXP-2183
	Viral infection in COPD patients; Bacterial infection in COPD patients; Healthy Control
	5, 4, 4
	Adult
	Valladolid, Spain

	8
	GSE119217
	GPL16686
	Viral Sepsis; Bacterial Sepsis; Healthy Control
	38, 28, 12
	Pediatric
	Philadelphia, USA

	9
	GSE15297
	GPL8328
	Viral Febrile Illness (Adenovirus); Bacterial Febrile Illness (S. Pyogenes)
	8,5,0
	Pediatric
	San Diego, USA; Boston, USA

	10
	GSE20346
	GPL6947
	Viral Pneumonia (Influenza A); Bacterial Pneumonia; Healthy Control
	8, 26, 18
	Adult
	Kingswood, Australia

	11
	GSE25504
	GPL13667
	Viral Sepsis (Cytomegalovirus, Rhinovirus); Bacterial Sepsis; Healthy Control
	3, 11, 6
	Neonatal
	Edinburgh, UK

	12
	GSE25504
	GPL6947
	Viral Sepsis
(Cytomegalovirus); Bacterial Sepsis; 
Healthy Control
	1,26,35
	Neonatal
	Edinburgh, UK

	13
	GSE40012
	GPL6947
	Viral Pneumonia (Influenza A); Bacterial Pneumonia; Healthy Control
	16, 61, 36
	Adult
	Kingswood, Australia

	14
	GSE40396
	GPL10558
	Viral Febrile Illness (HHV6, Adenovirus, Rhinovirus, Enterovirus); Bacterial Febrile Illness; Healthy Controls
	35, 8, 22
	Pediatric
	St Louis, USA

	15
	GSE63990
	GPL571
	Viral Respiratory Infection; Bacterial Respiratory Infection
	117, 73, 0
	Adult
	North Carolina, USA; Michigan, USA

	16
	GSE64456
	GPL10558
	Viral Febrile Illness; Bacterial Febrile Illness; Healthy Control
	111, 89, 19
	Infants
	PECARN, USA

	17
	GSE68004
	GPL10558
	Viral Febrile Illness (Adenovirus); Bacterial Febrile Illness (S. Pyogenes); Healthy Control
	19, 17, 37
	Pediatric
	Columbus, USA; Dallas, USA; San Diego, USA

	
Validation Set-2 (Viral)


	18
	E-MTAB-3162
	GPL570
	Hemorrhagic Fever (Dengue); Healthy Control
	61, 15
	Pediatric
	Jakarta, Indonesia

	19
	GSE103842
	GPL10558
	Bronchiolitis (RSV); Healthy Control
	62, 12
	Infant
	Texas, USA; Ohio, USA

	20
	GSE21802
	GPL6102
	Viral infection (H1N1); Healthy Control
	16, 4
	Adult
	Valladolid, Spain

	21
	GSE29385
	GPL10558
	Febrile Illness (Influenza H1N1, Influenza H3N2, Rhinovirus); Healthy Control
	80, 75
	Adult
	Singapore

	22
	GSE29429
	GPL10558
	Acute HIV (Early Weeks of Infection); Healthy Control
	30, 17
	Adult
	Africa; USA

	23
	GSE29429
	GPL6947
	Acute HIV(Early Weeks of Infection) ; Healthy Control
	87, 38
	Adult
	Africa; USA

	24
	GSE38900
	GPL10558
	LRTI (RSV); Healthy Control
	28, 8
	Infant
	Texas, USA; Turku, Finland; Ohio, USA

	25
	GSE38900
	GPL6884
	LTRI (Rhino Virus, RSV, Influenza); Healthy Control
	153, 31
	Infant
	Texas, USA; Turku, Finland; Ohio, USA

	26
	GSE67059
	GPL10558
	Viral infection (Rhinovirus); Healthy Control
	20, 16
	Infant
	Ohio, USA; Texas, USA; Turku, Finland; Malaga, Spain

	27
	GSE68310
	GPL10558
	Acute Respiratory infection (Influenza and others viral infections); Healthy Control
	68, 71
	Adults
	Texas, USA

	28
	GSE80179
	GPL10558
	Viral infection (RSV); Healthy Control
	27, 52
	Pediatric
	London, UK; Santiago, Spain;
Southampton, UK

	29
	GSE82050
	GPL21185
	Viral infection(Influenza A; Influenza B); Healthy Control
	24, 15
	Adult
	Multicentre prospective study (Australia, Canada and Germany)

	30
	GSE117827
	GPL23126
	Viral Respiratory Infection (Rhinovirus, RSV, Cosxackievirus A2, Enterovirus D68); Healthy Control
	13, 6
	Pediatric
	St Louis, USA

	31
	GSE17924
	GPL4133
	Viral infection (Dengue)
	48, 0
	Pediatric
	Kampong Cham, Cambodia

	32
	GSE51808
	GPL13158
	Febrile Illness (Dengue virus); Convalescent; Healthy Control
	28, 20, 9
	Adults
	Bangkok, Thailand

	33
	GSE25001
	GPL6104
	Viral Infection (Dengue Virus); Convalescent
	175, 34
	Pediatric
	Chi Minh, Vietnam

	34
	GSE61821
	GPL10558
	Viral (Influenza); Recovery (Influenza)
	73, 73
	Adult
	Singapore

	35
	E-MTAB-5195
	GPL570
	Viral (RSV); Recovery (RSV); Healthy Control
	7, 5, 4
	Infant
	Nijmegen, The Netherlands; Rotterdam, The Netherlands

	36
	GSE50628
	GPL570
	Gastroenteritis (Influenza A, Rotavirus); Recovery (Influenza A, Rotavirus)
	11, 11
	Pediatric
	Okayama, Japan

	
Validation Set-2 (Bacterial)


	37
	E-MEXP-3567
	GPL96
	Pneumococcal Meningitis; Healthy Control
	6, 3
	Pediatric
	Malawi

	38
	GSE11755
	GPL570
	Meningococcal sepsis (N. meningitidis); Healthy Control
	8, 3
	Pediatric
	Rotterdam, Netherlands

	39
	GSE13015
	GPL6947
	Sepsis (B. pseudomallei & other bacterial pathogens); Healthy Control
	29, 5
	Adult
	Khon Kaen, Thailand

	40
	GSE13015
	GPL6106
	Sepsis (B.pseudomallei & other bacterial pathogens); Recovery; Healthy Control
	45, 9, 3
	Adult
	Khon Kaen, Thailand

	41
	GSE22098
	GPL6947
	Bacterial
(Streptococcus.spp, Staphylococcus.spp); Healthy Control
	52, 23
	Pediatric
	London, UK; Cape Town, South Africa

	42
	GSE28750
	GPL570
	Bacteremia in Sepsis Patients; Healthy Control
	10, 20
	Adult
	Queensland, Australia

	43
	GSE29161
	GPL6480
	Infective Endocarditis; Healthy Control
	5, 5
	Adult
	Marseille, France

	44
	GSE33341
	GPL571
	Blood stream infection (S. aureus, E. coli); Healthy Control
	51, 43
	Adult
	Durham, USA; Michigan, USA

	45
	GSE40586
	GPL6244
	Bacterial meningitis(S. Pneumoniae & other bacterial pathogens); Healthy Control
	21, 18
	Adult
	Tartu, Estonia

	46
	GSE47172
	GPL96
	Invasive pneumococcal disease 
( S. pneumoniae); Healthy Control
	6,3
	Pediatric
	Liverpool, United Kingdom

	47
	GSE54514
	GPL6947
	Bacterial Sepsis; Healthy Control
	127,  36
	Adult
	Kingswood, Australia

	48
	GSE57065
	GPL570
	Septic shock; Healthy Control
	82, 25
	Adult
	Lyon, France

	49
	GSE69528
	GPL10558
	Sepsis (B.pseudomallei & other bacterial pathogens); Healthy Control
	83, 28
	Adult
	Seattle, USA

	50
	GSE69686
	GPL20292
	Bacterial Sepsis; Healthy Control
	25, 85
	Neonatal
	Gainesville, USA

	51
	GSE9692
	GPL570
	Bacterial Sepsis ; Healthy Control
	13, 15
	Pediatric
	Cincinnati, USA

	52
	E-MEXP-3850
	A-AFFY-141
	Meningococcal sepsis
	29, 0
	Infant
	Nottingham, UK

	53
	GSE6377
	GPL201
	Acute Bacterial Infection
	99, 0
	Adult
	MO, USA

	54
	GSE30385
	GPL201
	Bacterial Pneumonia
	20, 0
	Adult
	Memphis, USA

	55
	GSE42827
	GPL10558
	Bacterial Pneumonia; Bacterial Pneumonia Resolved
	5,5
	Adult
	London, UK

	56
	GSE72946
	GPL17077
	Leptospirosis (Leptospira); Convalescent; Healthy Control
	16, 13, 4
	Adult
	Salvador, Brazil



Table S2. Sample level clinical details  of BL-VB Cohort
	SI.No
	Sample ID
	Medical ID
	Pathogen
	Disease
	Age (in years)/ Gender
	Disease Class based on Clinical Adjusdication 

	1
	SAM0876
	RH00755318
	Acinetobacter
	Chronic Kidney Disorder: Sepsis
	62y/M
	Bacterial

	2
	SAM0889
	RH00715315
	Staphylococcus
	Bacterial Sepsis
	61y/F
	Bacterial

	3
	SAM0891
	RH00775825
	Acinetobacter
	Bacterial Sepsis
	22y/F
	Bacterial

	4
	SAM0928
	RH00765828
	Escherichia coli
	Bacterial infection
	50y/F
	Bacterial

	5
	SAM0935
	RH00757695
	Citrobacter Koseri
	Bacterial infection
	49y/F
	Bacterial

	6
	SAM0940
	RH00760448
	Citrobacter freundii
	Bacterial infection
	44y/M
	Bacterial

	7
	SAM0941
	RH00777652
	Proteus mirabilis
	Sepsis
	61y/M
	Bacterial

	8
	SAM0877
	RH00759606
	Acinetobacter
	Sepsis; Subdural haemorrage
	59y/M
	Bacterial

	9
	SAM0878
	RH00760481
	Pseudomonas
	Sepsis
	46y/M
	Bacterial

	10
	SAM0879
	RH00769053
	Staphylococcus
	Sepsis
	57y/M
	Bacterial

	11
	SAM0882
	RH00774529
	Staphylococcus
	Fever/ Multiple Neurofibroma
	56y/M
	Bacterial

	12
	SAM0884
	RH00469911
	Escherichia coli
	Sepsis; Acute Kidney Injury
	63y/F
	Bacterial

	13
	SAM0885
	RH00717252
	Escherichia coli
	Urosepsis
	48y/F
	Bacterial

	14
	SAM0887
	RH00763964
	Staphylococcus
	Sepsis
	55y/M
	Bacterial

	15
	SAM0888
	RH00775645
	Acinetobacter
	RTA &Sepsis
	29y/M
	Bacterial

	16
	SAM0881
	RH00773362
	Enterococci 
	Sepsis with Multi organ failure
	54y/M
	Bacterial

	17
	SAM0931
	RH00757107
	Viral Encephalitis
	Viral Encephalitis
	55y/F
	Viral

	18
	SAM0922
	RH00755264
	Herpes simplex virus type 1
	Herpes simplex virus type 1
	60y/M
	Viral

	19
	SAM0923
	RH00761590
	Dengue Virus
	Dengue Fever
	27y/M
	Viral

	20
	SAM0925
	RH00773665
	Dengue Virus
	Dengue Fever
	19y/M
	Viral

	21
	SAM0926
	RH00765828
	Viral Fever
	Viral Fever
	53y/M
	Viral

	22
	SAM0929
	RH00743297
	Dengue Virus
	Dengue Fever
	27y/F
	Viral

	23
	SAM0930
	RH00767008
	Dengue Virus
	Dengue Fever
	33y/M
	Viral

	24
	SAM0933
	RH00752697
	Dengue Virus
	Dengue Fever
	20y/M
	Viral

	25
	SAM0934
	RH00742576
	Hepatitis B
	Viral Fever
	45y/F
	Viral

	26
	SAM0937
	RH00757983
	Viral Encephalitis
	Viral Encephalitis
	36y/F
	Viral

	27
	SAM0938
	RH00741296
	Hepatitis B
	Chronic Hepatitis
	64y/F
	Viral

	28
	SAM0943
	RH00776612
	Viral Fever
	Viral Fever
	30y/F
	Viral

	29
	SAM0945
	RH00777635
	Viral Fever
	Viral fever & thrombocytopenia
	52y/M
	Viral

	30
	SAM0946
	RH00776551
	Viral Fever
	Viral Fever
	28y/F
	Viral

	Indeterminate infection samples

	SI.No
	Sample ID
	Medical ID
	Pathogen
	Disease 
	Age (in years)/Gender

	31
	SAM0874
	[bookmark: _2et92p0]RH00775937
	Query Viral/ Bacterial
	Fever
	52y/F

	32
	SAM0936
	RH00774703
	Query Viral/ Bacterial
	Sepsis with Metabolic encephalitis
	48y/M

	33
	SAM0924
	RH00755438
	Query Viral/ Bacterial
	Sepsis with Multi organ failure
	60y/F

	34
	SAM0932
	RH00432259
	Query Viral/ Bacterial
	Chronic Kidney Disease
	40y/F

	35
	SAM0880
	RH00760411
	Query Viral/ Bacterial
	Sepsis
	53y/M

	36
	SAM0872
	RH00755314
	Query Viral/ Bacterial
	Sepsis with Multi organ failure
	60y/M

	37
	SAM0873
	RH00775124
	Query Viral/ Bacterial
	Sepsis with Acute pancreatitis 
	39y/F

	38
	SAM0875
	RH00755317
	Query Viral/ Bacterial
	Broncho Pneumonia 
	50y/M



Table S3. The list of primers used for the qRT-PCT.  Tm - Primer Melting Temperature.

	Gene
	Primer
	Sequence
	Tm

	EPSTI1
	Forward
	TGCGGCTGTAGCAGACATTT
	60.32

	
	Reverse
	ACACCAACTTCCCTGAGAGC
	59.60

	IFI27
	Forward
	GATTGGAGGAGTTGTGGCCA
	59.96

	
	Reverse
	TGGTCAATCCGGAGAGTCCA
	90.27

	IFI44
	Forward
	AGAGATGTGAGCCTGTGAGGT
	60.55

	
	Reverse
	CTCCCTTAGATTCCCTATTTGCTCA
	59.93

	MX1
	Forward
	ACAGAACCGCCAAGTCCAAA
	60.11

	
	Reverse
	CTGGACTGGAAAGCCCCAAA
	60.18

	DNMT1
	Forward
	CGTGGTGGTGGATGACAAGA
	59.97

	
	Reverse
	GAGGATGGGCTGGTACTGTG
	59.82

	GYG1
	Forward
	ACGGAAGGAACGATGGGAAC
	60.04

	
	Reverse
	ACAGACTTTTCTCAACCCAGCT
	59.83

	HK3
	Forward
	GAACTTCCGTGTCCTCCTGG
	60.03

	
	Reverse
	CCAAGCTGCCTACATGGGAA
	60.04

	MMP9
	Forward
	ACCTCGAACTTTGACAGCGA
	59.61

	
	Reverse
	GTTCAGGGCGAGGACCATAG
	59.89

	PRF1
	Forward
	GAGCACCGTGTGGGACAATA
	60.04

	
	Reverse
	GCCATGATTCAGGTTGCATC
	58.00

	ISG15
	Forward
	GTCGGTGTCAGAGCTGAAGG
	60.39

	
	Reverse
	CCTCACCAGGATGCTCAGA
	58.9

	SDHA
	Forward
	ACACTGTTGTTGCCACAGGA
	60.03

	
	Reverse
	TCCCTCTCCACGACATCCTT
	59.96

	ALAS1
	Forward
	TGTGTTGGAGGGTACATCGC
	60.04

	
	Reverse
	TCATGAGTTTGACGTTGCGC
	59.77

	POLR2A
	Forward
	GGGAGCTGTACCACGTCATC
	60.18

	
	Reverse
	TAAGCACGTCCACCGTTTCC
	60.60




Table S4.  Panel-VB genes with their respective biological  processes
	SI.NO
	Gene Symbol 
	Gene Name
	Panel
	Differential Regulation
	Biological Process

	1
	MX1
	MX Dynamin Like GTPase 1
	Viral
	Up
	Mediates Type -I and Type -II induced antiviral activity against RNA and some of the DNA viruses.

	2
	IFI27
	Interferon Alpha Inducible Protein 27
	Viral
	Up
	Regulates interferon-mediated apoptosis upon viral infection

	3
	IFI44
	Interferon Induced Protein 44
	Viral
	Up
	Regulates innate immune response upon viral infection.

	4
	ISG15
	Interferon-stimulated gene 15
	Viral
	Up
	Exerts innate immune response  upon viral infection  either through ISGylation or as a unconjugated protein.

	5
	EPSTI1
	Epithelial Stromal Interaction 1
	Viral
	Up
	Mediates antiviral activity through RNA-dependent protein kinase (PKR) genes 

	6
	GYG1
	Glycogenin 1
	Bacterial
	Up
	Deficiency of glycogenin has been associated to recurrent bacterial infections due to neutrophil dysfunction

	7
	HK3
	Hexokinase 3
	Bacterial
	Up
	Mediates inflammatory response through perturbing the glycolytic pathway and mitochondrial function.

	8
	MMP9
	Matrix Metalloproteinase 9
	Bacterial
	Up
	Plays a crucial role in eliciting immune response  upon bacterial infection through tissue remodeling

	9
	DNMT1
	DNA Methyltransferase 1
	Bacterial
	Down
	Involved in maintenance and propagation of DNA methylation patterns to the newly synthesized strands. DNA methylation is a known  transcriptional regulator of the immune system upon infection.

	10
	PRF1
	Perforin 1
	Bacterial
	Down
	Plays a key role in  combating the pathogen load in variety of infections through secretory granule-dependent cell death




Table S5. Independent Validation using qRT-PCR for a subset of samples from BL-VB Cohort. 
	Sample ID
	RT-PCR based VB10-Score
	Disease Class based on Clinical Diagnosis

	SAM0872
	2.4
	Query – Culture Negative  bacterial

	SAM0873
	7.3
	Query – Culture Negative bacterial

	SAM0874
	-2.7
	Query-Viral

	SAM0875
	7.2
	Query – Culture Negative bacterial

	SAM0877
	3.7
	Bacterial

	SAM0878
	4.8
	Bacterial

	SAM0885
	4.6
	Bacterial

	SAM0922
	-0.7
	Viral

	SAM0929
	-1.3
	Viral

	SAM0933
	0.79
	Viral

	SAM0940
	3.3
	Bacterial

	SAM0946
	0.03
	Viral



Table S6. Confirmed clinical diagnosis for the query samples based on follow -up investigations.  Clinical diagnosis was performed prior to computing the VB10-Score
	Sample
ID
	 Disease
	Hemogram
	Microbiological investigation
	Treatment
	Disease Class based on Clinical Adjusdication 

	SAM0874
	Fever
	TLC-7900 
Neutrophils-58.8%
Lymphocytes-29.5%
Monocytes-8.5%
ESR-30
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV Serology  - Negative
	-
	Viral

	SAM0936
	Septic  shock  with  Metabolic encephalitis
	TLC-10200
Neutrophils-50.5%
Lymphocyte-37.8%
Monocytes-11.7%
ESR-140

	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV Serology  - Negative 
Dengue – Negative;
Leptospira -Negative;
Weil-Felix - Negative
	Sepsis resolved upon antibiotics (Doxycycline  and Meropenem).
	Bacterial

	SAM0924
	Sepsis with Multi organ failure
	TLC-12400
Neutrophils-89.1%
Lymphocytes-5%
Monocytes-3.3%
ESR-110
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV Serology  - Negative
	Sepsis resolved upon antibiotics (Doxycycline  and Meropenem).
	Bacterial

	SAM0932
	Chronic Kidney Disease
	TLC- 13820
Neutrophils-70%
Lymphocytes-25%
Monocytes-02%
ESR-96
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV Serology  - Negative
	Resolved upon Antibiotics(Doxycycline  and Meropenem)
	Bacterial

	SAM0880
	Sepsis 
	TLC- 3200
Neutrophils-50%
Lymphocytes-35%
Monocytes-15%
ESR-03
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV Serology  - Negative
	-
	Viral

	SAM0872
	Sepsis with Multi organ failure
	TLC- 12600
Neutrophils-90.5%
Lymphocytes-6%
Monocytes-1.7%
ESR-110
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV serology  - Negative;
	Sepsis resolved upon  antibiotics (Augmentin).
	Bacterial

	SAM0873
	Sepsis with Acute pancreatitis 
	TLC- 9100
Neutrophils-82.4%
Lymphocytes-11.1%
Monocytes-6.1%
ESR-100
	Bacterial Culture (Blood) – Negative; 

	Resolved upon Antibiotics (Doxycycline  and Meropenem).
	Bacterial

	SAM0875
	Broncho Pneumonia 
	TLC- 19300
Neutrophils-88.5%
Lymphocytes-5.1%
Monocytes-5.6%
ESR-50
	Bacterial Culture (Blood) – Negative; 
HIV | HBsAg  |HCV serology  - Negative;
H1N1 – Negative
	Resolved upon Antibiotics (Doxycycline  and Meropenem).
	Bacterial



Biological Reference interval for TLC: 3500-10,500 Cells/cu.mm, Neutrophils : 40% to 60%, Lymphocytes: 20-40%, Monocytes: 2% to 8%; ESR: up to 20. TLC – Total Leukocyte Count in cells/cu.mm ; ESR – Erythrocyte Sedimentation Rate in mm; Cells with values significantly greater than the reference range were bolded. 

[bookmark: _tyjcwt]Table S7. Classification metrics for Panel-VB, Sweeney7 and Herberg2 in Validation Set-1. Machine learning measures corresponding to the best performing panel is bolded. AUC: Area under the receiver operating characteristic curve.
	Validation Set-1

	Panel-VB|Sweeney7|Herberg2

	GSE ID
	Accuracy
	Sensitivity
	Specificity
	AUC

	EMEXP3589
	1|1|0.78
	1|1|0.75
	1|1|0.8
	1|1|0.9

	GSE119217
	0.91|0.82|0.73
	0.89|0.79|0.61
	0.92|0.84|0.82
	0.96|0.88|0.86

	GSE15297
	1|1|0.54
	1|1|0.2
	1|1|0.75
	1|1|0.65

	GSE20346
	1|1|0.97
	1|1|0.96
	1|1|1
	1|1|0.99

	GSE25504-GPL13667
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE25504-GPL6947
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE40012
	1|1|0.9
	1|1|0.95
	1|1|0.69
	1|1|0.95

	GSE40396
	1|0.88|0.86
	1|0.63|0.38
	1|0.94|0.97
	1|0.95|0.83

	GSE63990
	0.91|0.89|0.77
	0.85|0.82|0.66
	0.94|0.94|0.85
	0.95|0.93|0.85

	GSE64456
	0.96|0.93|0.9
	0.92|0.89|0.85
	0.98|0.96|0.94
	0.97|0.96|0.96

	GSE68004
	1|1|0.75
	1|1|0.71
	1|1|0.79
	1|1|0.8


Table S8. Classification metrics for Panel-V, Sweeney7(Viral marker: IFI27, JUP, LAX1) and Herberg2 (Viral marker: IFI44L) in Validation Set-1 and Set-2.  Machine learning measures corresponding to the best performing panel is bolded.  AUC: Area under the receiver operating characteristic curve.
	Validation Set-1 (Viral Vs Healthy Control )

	Panel-V|Sweeney7(Viral)|Herberg2(Viral)

	GSE ID
	Accuracy
	Sensitivity
	Specificity
	AUC

	EMEXP3589
	0.78|0.89|0.67
	0.8|1|0.8
	0.75|0.75|0.5
	0.95|0.85|0.5

	GSE119217
	0.9|0.84|0.88
	0.92|0.92|0.92
	0.83|0.58|0.75
	0.96|0.87|0.93

	GSE20346
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE25504-GPL13667
	1|1|0.78
	1|1|0.67
	1|1|0.83
	1|1|0.89

	GSE25504-GPL6947
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE40012
	1|1|0.88
	1|1|0.81
	1|1|0.92
	1|1|0.97

	GSE40396
	0.79|0.81|0.75
	0.77|0.83|0.74
	0.82|0.77|0.77
	0.87|0.89|0.82

	GSE64456
	0.92|0.91|0.88
	0.97|0.96|0.96
	0.63|0.58|0.42
	0.96|0.91|0.9

	GSE68004
	1|0.93|0.84
	1|0.89|0.68
	1|0.95|0.92
	1|0.99|0.85

	Validation Set-2  (Viral Vs Healthy Control )

	E-MTAB-3162
	1|1|0.91
	1|1|0.97
	1|1|0.67
	1|1|0.93

	E-MTAB-5195
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE103842
	1|1|0.93
	1|1|0.98
	1|1|0.67
	1|1|0.89

	GSE117827
	0.89|0.79|0.74
	0.92|0.85|0.85
	0.83|0.67|0.5
	0.96|0.94|0.87

	GSE21802
	1|1|0.85
	1|1|0.94
	1|1|0.5
	1|1|0.83

	GSE29385
	0.81|0.8|0.81
	0.9|0.88|0.93
	0.72|0.72|0.69
	0.86|0.82|0.82

	GSE29429-GPL10558
	0.91|0.89|0.91
	0.97|0.97|0.97
	0.82|0.76|0.82
	0.98|0.93|0.9

	GSE29429-GPL6947
	0.93|0.89|0.85
	0.97|0.91|0.91
	0.84|0.84|0.71
	0.98|0.94|0.91

	GSE38900-GPL10558
	0.92|0.92|0.89
	0.96|0.96|0.93
	0.75|0.75|0.75
	0.92|0.88|0.92

	GSE38900-GPL6884
	0.92|0.91|0.82
	0.96|0.96|0.97
	0.71|0.68|0.1
	0.94|0.94|0.81

	GSE51808
	1|1|0.89
	1|1|0.96
	1|1|0.67
	1|1|0.9

	GSE67059
	0.86|0.83|0.72
	0.9|0.85|0.7
	0.81|0.81|0.75
	0.9|0.79|0.86

	GSE68310
	0.99|0.99|0.99
	0.99|0.99|0.99
	1|1|1
	1|1|0.99

	GSE80179
	0.92|0.91|0.8
	0.93|0.89|0.63
	0.92|0.92|0.88
	0.97|0.97|0.84

	GSE82050
	1|1|0.74
	1|1|0.75
	1|1|0.73
	1|1|0.85




Table S9. Classification metrics for Panel-B, Sweeney7(Bacterial markers: HK3, TNIP1, GPAA1 and CTSB) and Herberg2 (Bacterial markers: FAM89A) in Discovery and Validation Sets.  Machine learning measures corresponding to the best performing panel is bolded.  AUC: Area under the receiver operating characteristic curve.
	Validation Set-1 (Bacterial Vs Healthy Control )

	Panel-B|Sweeney7(Bacterial)|Herberg2(Bacterial)

	GSE ID
	Accuracy
	Sensitivity
	Specificity
	AUC

	EMEXP3589
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE119217
	1|1|-
	1|1|-
	1|1|-
	1|1|-

	GSE20346
	1|1|0.91
	1|1|0.88
	1|1|0.94
	1|1|0.96

	GSE25504-GPL13667
	1|1|0.59
	1|1|0.73
	1|1|0.33
	1|1|0.7

	GSE25504-GPL6947
	1|0.93|0.89
	1|0.92|0.81
	1|0.94|0.94
	1|0.99|0.95

	GSE40012
	1|0.99|0.72
	1|1|0.75
	1|0.97|0.67
	1|1|0.85

	GSE40396
	0.93|1|0.87
	0.88|1|0.63
	0.95|1|0.95
	0.99|1|0.93

	GSE64456
	0.95|0.97|0.85
	0.98|0.98|0.93
	0.84|0.95|0.47
	0.99|0.99|0.91

	GSE68004
	0.96|0.94|0.69
	0.94|0.88|0
	0.97|0.97|1
	0.99|0.98|0.55

	Validation Set-2 (Bacterial Vs Healthy Control)

	EMEXP3567
	1|1|-
	1|1|-
	1|1|-
	1|1|-

	GSE11755
	1|1|0.73
	1|1|1
	1|1|0
	1|1|0.67

	GSE13015-GPL6106
	0.92|1|0.94
	0.96|1|1
	0.33|1|0
	0.97|1|0.81

	GSE13015-GPL6947
	1|1|0.94
	1|1|0.97
	1|1|0.8
	1|1|0.98

	GSE22098
	0.83|0.81|0.69
	0.9|0.92|1
	0.65|0.57|0
	0.92|0.9|0.52

	GSE28750
	1|1|1
	1|1|1
	1|1|1
	1|1|1

	GSE29161
	1|1|0.8
	1|1|0.8
	1|1|0.8
	1|1|0.84

	GSE33341
	1|0.98|-
	1|0.98|-
	1|0.98|-
	1|1|-

	GSE40586
	0.95|0.9|0.72
	1|0.9|0.81
	0.89|0.89|0.61
	0.97|0.93|0.75

	GSE47172
	1|1|0.78
	1|1|1
	1|1|0
	1|1|0.67

	GSE54514
	0.77|0.76|0.93
	0.94|0.94|0.95
	0.19|0.11|0.84
	0.79|0.77|0.97

	GSE57065
	1|1|0.86
	1|1|0.9
	1|1|0.75
	1|1|0.92

	GSE69528
	0.98|0.92|-
	0.99|0.95|-
	0.96|0.82|-
	1|0.96|-

	GSE69686
	0.81|0.9|0.8
	0.24|0.72|1
	0.98|0.95|0
	0.78|0.92|0.78

	GSE72946
	1|1|0.93
	1|1|0.92
	1|1|0.93
	1|1|0.98

	GSE9692
	0.96|0.89|
	1|0.85|
	0.93|0.93|
	0.99|0.97|
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