Suppl. Table 2: Complete list of the 56 potential upstream activators and of the 3 potential inhibitors of the omentin-induced secretion profile. 
	Upstream activator 
	Activation z-score
	p
	Omentin-regulated proteins

	Symbol 
	Description 
	
	
	

	TNF
	Tumor necrosis factor
	+4.13
	2.32 x 10-22
	CCL11, MCP1, CCL20, MIP1α, CCL4, CSF1, CX3CL1, CXCL1, CXCL10, CXCL11, CXCL5, IL8, IL1α, IL6, MMP1, uPA, OPG, VEGFA

	IL1B
	Interleukin 1 beta
	+3.94
	6.11 x 10-25
	CCL11, MCP4, MCP1, CCL20, MIP1α, CCL4, MCP3, CXCL1, CXCL10, CXCL11, CXCL5, CXCL6, IL8, IL6, MMP1, VEGFA

	NFĸB (complex)
	Nuclear factor kappa B
	+3.67
	1.08 x 10-19
	MCP1, CCL20, MIP1α, CCL4, MCP2, CX3CL1, CXCL1, CXCL10, CXCL11, CXCL6, IL8, IL6, MMP1, uPA

	RNASE2
	Ribonuclease A family member 2
	+3.08
	8.15 x10-23
	MCP1, MIP1α, CCL4, MCP3, MCP2, CSF1, CXCL10, CXCL5, IL6, IL7

	IL1A
	Interleukin 1 alpha
	+3.06
	2.29 x 10-29
	MCP1, CCL20, MCP2, CSF1, CXCL1, CXCL10, CXCL5, IL8, IL1α, IL6, SCF, MMP1, MMP10, uPA, OPG

	RELA
	Transcription factor p65
	+3.01
	9.81 x 10-20
	MCP1, CCL20, MIP1α, CXCL1, CXCL10, CXCL11, CXCL5, IL8, IL1α, IL6, MMP1 ,uPA, VEGFA

	RNASE1
	Ribonuclease A family member 1
	+2.97
	2.74 x 10-21
	MCP1, MIP1α, CCL4, MCP3, MCP2, CXCL10, CXCL5, IL6, IL7

	IL17A
	Interleukin 17 alpha;
	+2.96
	9.57 x 10-17
	CCL11, MCP1, CCL20, CXCL1, CXCL5, CXCL6, IL8, IL1α, IL6

	IL18
	Interleukin 18
	+2.95
	1.33 x 10-16
	MCP1, MIP1α , CCL4, CXCL10, CXCL11, IL8, IL1α, IL6, MMP1

	ERK1/2
	Extracellular-signal regulated kinase 1/2
	+2.93
	2.61 x 10-13
	MCP1, MIP1α, CCL4, MCP2, IL8, IL1α, IL6, MMP1, VEGFA

	JUN
	Jun proto-oncogene, AP-1 transcription factor subunit
	+2.91
	7.81 x 10-19
	MCP1, CCL20, MCP2, CXCL1, CXCL10, CXCL5, IL8, IL1α, IL6, MMP1, MMP10, VEGFA

	P38 MAPK
	Mitogen-activated protein kinase
	+2.91
	8.19 x 10-13
	MCP1, MCP2, CXCL1, CXCL10, CXCL11, IL8, IL6, MMP1, VEGFA

	Immunoglobulin
	Immunoglobulin
	+2.81
	3.24 x 10-16
	MCP1, MIP1α, CCL4, MCP3, MCP2, CXCL10, CXCL11, IL6

	ERBB2
	Erb-b2 receptor tyrosine kinase 2
	+2.80
	7.38 x 10-9
	MCP1, CXCL10, IL8, IL1α, IL6, MMP1, uPA, VEGFA

	ERK
	Extracellular-signal regulated kinase
	+2.76
	1.73 x 10-12
	MCP1, CCL4, CXCL1, CXCL10, IL8, IL6, LIF, MMP1

	TLR7
	Toll-like receptor 7
	+2.75
	3.85 x 10-13
	MCP1, CCL20, CCL4, CXCL1, CXCL10, IL8, IL6, uPA

	Jnk
	c-Jun N-terminal kinase
	+2.63
	4.80 x 10-11
	MCP1, MIP1α, CCL4, IL8, IL1α, IL6, MMP1

	NFKB1
	Nuclear factor kappa B subunit 1
	+2.55
	8.25 x 10-11
	CCL20, CXCL10, CXCL11, IL8, IL6, uPA, VEGFA

	TREM1
	Triggering receptor expressed on myeloid cells 1
	+2.52
	5.23 x 10-16
	CCL20, MIP1α, MCP3, CSF1, CXCL1, CXCL5, IL8, IL6, LIF, MMP1, MMP10

	PDGF BB
	Platelet derived growth factor subunit B
	+2.45
	1.40 x 10-09
	MCP1, MCP2, IL8, IL6, LIF, uPA

	Fcer1
	High-affinity IgE receptor
	+2.44
	1.43 x 10-12
	MCP1, MIP1α, CCL4, MCP3, IL8, IL6

	PF4
	Platelet factor 4
	+2.44
	1.89 x 10-14
	MCP1, MIP1α, CCL4, IL8, IL1α, IL6

	PTGS2
	Prostaglandin-endoperoxide synthase 2
	+2.44
	1.96 x 10-10
	MCP1, CXCL10, CXCL5, IL8, IL6, MMP1

	CD40LG
	CD40 ligand 
	+2.42
	2.95 x 10-09
	MCP1, CCL20, IL8, IL1α, IL6, VEGFA

	IRF3
	Interferon regulatory factor 3
	+2.42
	2.36 x 10-11
	MCP1, MIP1α, CX3CL1, CXCL10, IL8, IL6

	CEBPB
	CCAAT enhancer binding protein beta
	+2.37
	2.56 x 10-09
	MIP1α, CCL4, IL8, IL6, MMP1, MMP10

	TLR4
	Toll-like receptor 4 
	+2.35
	2.44 x 10-11
	MCP1, CCL20, MCP2, CXCL10, IL8, IL6, MMP1

	EZH2
	Enhancer of zeste 2 polycomb repressive complex 2 subunit
	+2.27
	4.81 x 10-09
	CX3CL1, CXCL1, CXCL10, CXCL11, IL8, IL6, VEGFA

	PI3K (family)
	Phosphoinositide 3-kinases
	+2.25
	1.10 x 10-10
	MCP1, CXCL1, CXCL10, CXCL11, IL8, IL6, VEGFA

	Collagen type II
	Collagen type II
	+2.24
	2.14 x 10-10
	CCL20, MCP3, CXCL1, CXCL5, IL1α

	MTOR
	Mechanistic target of rapamycin kinase 
	+2.24
	1.55 x 10-07
	MCP1, CXCL1, IL8, IL1α, IL6

	TNFSF14
	TNF superfamily member 14
	+2.24
	7.82 x 10-11
	CCL20, CXCL1, CXCL11, CXCL5, IL6

	IL36B
	Interleukin 36 beta
	+2.23
	4.03 x 10-12
	CCL20, CXCL1, CXCL10, IL8, IL6

	CD40
	CD40 molecule
	+2.22
	5.04 x 10-09
	MCP1, IL8, FLT3L, IL1α, IL6, VEGFA

	CCL5
	C-C motif chemokine ligand 5
	+2.22
	3.70 x 10-09
	MCP1, MIP1α, CCL4, IL8, IL6

	NAMPT
	Nicotinamide phosphoribosyl-transferase
	+2.22
	1.33 x 10-10
	CCL20, CXCL10, IL8, IL6, MMP1

	GAPDH
	Glyceraldehyde-3-phosphate dehydrogenase
	+2.22
	1.00 x 10-09
	MCP1, CCL20, MIP1α, CCL4, CXCL1

	TLR3
	Toll-like receptor 3
	+2.21
	4.43 x 10-11
	CCL20, MIP1α, CX3CL1, CXCL10, CXCL11, IL8, IL6

	IL1
	Interleukin 1 beta
	+2.21
	4.33 x 10-11
	MCP1, IL8, IL6, MMP1, OPG

	CG
	CG
	+2.21
	3.33 x 10-07
	MCP1, IL8, MMP1, uPA, VEGFA

	IL27
	Interleukin 27
	+2.21
	1.01 x 10-18
	MCP1, CCL20, MIP1α, CCL4, MCP3, CXCL10, CXCL11, IL8, IL1α, IL6

	CD14
	CD14 molecule
	+2.21
	4.33 x 10-11
	MCP1, MIP1α, CCL4, CXCL10, IL6

	PI3K (complex)
	Phosphoinositide 3-kinases 
	+2.20
	5.80 x 10-08
	MIP1α, CCL4, IL8, IL6, VEGFA

	TBK1
	TANK binding 
kinase 1 
	+2.20
	6.54 x 10-12
	CXCL10, CXCL11, IL8, IL6, VEGFA

	IKBKB
	Inhibitor of nuclear factor kappa B kinase subunit beta
	+2.19
	1.00 x 10-09
	MCP1, MIP1α, CCL4, IL8, IL6

	STAT3
	Signal transducer and activator of transcription 3
	+2.05
	2.63 x 10-07
	MCP1, CXCL10, CXCL6, IL8, IL6, VEGFA

	FAS
	Fas cell surface death receptor 
	+2.05
	9.85 x 10-16
	MCP1, CXCL1, CXCL10, CXCL11, IL8, IL6, MMP1, uPA

	IgG
	Immunglobulin G 
	+2.00
	7.33 x 10-07
	MCP1, MIP1α, CCL4, IL6, VEGFA

	IL1RL2
	Interleukin 1 receptor like 2 
	+2.00
	3.98 x 10-12
	CCL20, CXCL1, CXCL10, IL8

	Lymphotoxin
	Lymphotoxin 
	+2.00
	1.30 x 10-09
	MCP1, IL1α, IL6, MMP1

	TRAF2
	TNF receptor associated factor 2
	+2.00
	5.36 x 10-09
	MCP1, CXCL10, IL8, IL6

	NUPR1
	Nuclear protein 1, transcriptional regulator
	+2.00
	5.96 x 10-03
	CXCL5, IL8, LIF, MMP10

	IL36G
	Interleukin 36 gamma
	+2.00
	1.39 x 10-10
	CCL20, CXCL1, CXCL10, IL8

	IL1RAP
	Interleukin 1 receptor accessory protein 
	+2.00
	5.95 x 10-11
	CCL20, CXCL1, CXCL10, IL8

	RIPK1
	Receptor interacting serine/threonine kinase 1
	+2.00
	4.98 x 10-10
	MCP1, CXCL1, IL8, IL6

	IL36A
	Interleukin 36 alpha
	+2.00
	3.98 x 10-12
	CCL20, CXCL1, CXCL10, IL8

	Upstream inhibitor
	Activation z-score
	P-value
	Omentin-regulated proteins

	Symbol
	Description
	
	
	

	HMOX1
	Heme oxygenase 1
	-2.76
	9.85 x 10-16
	MCP1, CXCL1, CXCL10, CXCL5, IL8, HGF, IL6, VEGFA

	Nr1h
	Nuclear receptor subfamily 1 group H
	-2.20
	2.14 x 10-10
	MCP1, MIP1α, CXCL1, IL8, IL6

	IL1RN
	Interleukin 1 receptor antagonist
	-2.18
	7.18 x 10-8
	CCL20, CXCL11, IL1α, IL6, MMP1



[bookmark: _GoBack]The identification of potential upstream regulators was based on the fold-changes in expression and p-values of omentin-regulated proteins that referred to the treatment with 2000 ng/ml omentin. P values were calculated by Fisher’s exact test. The following types of molecules were included in the analysis: complex, cytokine, enzyme, group, growth factor, kinase, peptidase, phosphatase, transcription regulator, translation regulator, transmembrane receptor and transporter. Upstream regulators are ordered based on the highest activation z-score. Abbreviations of omentin-regulated proteins are explained in the footnote to Figure 1.
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