Additional File 1  - Literature information used for ECM network creation. 

Numbering correspond to the edge numbers in the ECM network shown in Figure 1; n/a: not applicable, arrow ((): induction, T (─╢): inhibition. Lines in grey represent facts which have not been used for network construction except for SMAD3 ( MMP13 which has been subsumed under SMAD4 ( MMP13 (No. 50). 

	No
	Ref
	Cell type
	Statement
	Information extracted

	1
	[1]
	n/a
	Ets1 inhibits TGFB-dependent transcription of COL1A1 and COL1A2
	ETS1 ─╢ COL1A1

	2
	[1]
	n/a
	Ets1 strongly suppresses TGF-beta induction of collagen type I …
	ETS1 ─╢ COL1A2

	3
	[2]
	n/a
	… Ets-1 stimulate the human ets-1 promoter
	ETS1 ( ETS1

	4
	[3]
	cultured mesangial cells
	... ets-1, is a transcription factor regulating the expression of … including MMP-1 …
	ETS1 ( MMP1

	5
	[3]
	cultured mesangial cells
	… ets-1, is a transcription factor regulating the expression of …including … MMP-3 …
	ETS1 ( MMP3

	6
	[4]
	n/a
	Regulation of … MMP9 … gene expression has been ascribed to Ets1
	ETS1 ( MMP9

	7
	[5]
	n/a
	nfkb1 promoter is controlled by proteins of the Ets family
	ETS1 ( NFKB

	8
	[6]
	n/a
	Ets … to two … binding sites … which are required for … TNF-alpha gene expression
	ETS1 ( TNF

	9
	[7]
	n/a
	an AP1 binding site … involves in transcriptional regulation of COL1A1 gene
	FOS ( COL1A1

	10
	[2]
	n/a
	AP-1 … stimulate the human ets-1 promoter
	FOS ( ETS1

	11
	[8]
	n/a
	Fos and Jun co-operatively repress the fos promoter
	FOS ─╢ FOS

	12
	[9]
	n/a
	activation of the junD promoter by JunD is abolished by c-Fos
	FOS ─╢ JUND

	13
	[10]
	synovial fibroblasts
	NF-kappaB and AP-1 cooperate to mediate IL-1-induced MMP-1 transcription
	FOS ( MMP1

	14
	[11]
	synovial fibroblasts
	… stromelysin gene expression can therefore be inhibited … by … agents related to AP-1…
	FOS ( MMP3

	15
	[12]
	n/a
	the AP-1 (c-Fos.c-Jun)- … -binding sites … enables promoter activation.
	FOS ( MMP13

	16
	[13]
	n/a
	induction of Smad7 … is mediated via induction of … AP-1 (c-Jun and c-Fos)
	FOS ( SMAD7

	17
	[14]
	dermal fibroblasts
	Transcription of the TGF-beta 1 gene is … governed by the activating protein 1 (AP1)
	FOS ( TGFB

	18
	[15]
	n/a
	c-Fos, JunD, and c-Jun are essential for the induction of Timp-1 gene expression
	FOS ( TIMP1

	19
	[7]
	n/a
	an AP1 binding site … involves in transcriptional regulation of COL1A1 gene
	JUN ( COL1A1

	20
	[16]
	n/a
	overexpression of c-jun I … implicating AP-1 in the regulation of COL1A2 gene expression
	JUN ( COL1A2

	21
	[2]
	n/a
	AP-1 … stimulate the human ets-1 promoter
	JUN ( ETS1

	22
	[8]
	n/a
	Fos and Jun co-operatively repress the fos promoter
	JUN ─╢ FOS

	23
	[17]
	n/a
	jun transcription is directly stimulated by its own gene product
	JUN ( JUN

	24
	[12]
	n/a
	interaction of the AP-1 factors c-Fos and c-Jun with Cbfa1 for collagenase-3 promoter activation
	JUN ( MMP13

	25
	[11]
	synovial fibroblasts
	… stromelysin gene expression can therefore be inhibited … by … agents related to AP-1…
	JUN ( MMP3

	26
	[13]
	n/a
	induction of Smad7 gene expression …is mediated via induction of … AP-1 (c-Jun and c-Fos)
	JUN ( SMAD7

	27
	[15]
	n/a
	c-Fos, JunD, and c-Jun are essential for the induction of Timp-1 gene expression
	JUN ( TIMP1

	28
	[6]
	n/a
	transcription factors … c-jun, … are also inducibly recruited to the TNF-alpha promoter
	JUN ( TNF

	29
	[18]
	n/a
	AP-1 … reacted with antibodies … against … c-fos, junB, and junD but not c-jun proteins
	JUNB ( TIMP1

	30
	[7]
	n/a
	that JunD is required for TGF-beta -stimulated collagen synthesis
	JUND ( COL1A2

	31
	[9]
	n/a
	activation of the junD promoter by JunD
	JUND ( JUND

	32
	[19]
	n/a
	… at both AP-1 sites contain c-Fos and Jun D proteins
	JUND ( MMP1

	33
	[20]
	epithelial cells
	… in the human TGFbeta1 promoter … JunD … present … this AP-1 site
	JUND ( TGFB

	34
	[15]
	n/a
	c-Fos, JunD, and c-Jun are essential for the induction of Timp-1 gene expression
	JUND ( TIMP1

	35
	[21]
	osteoblasts
	NF-kB binding … has a functional role in the down-regulation of COL1A1 gene transcription
	NFKB ─╢ COL1A1

	36
	[10, 22]
	dermal fibroblasts
	… NF-kB element … plays a critical role in … inhibition of COL1A2 gene transcription
	NFKB ─╢ COL1A2

	37
	[23]
	n/a
	essential role of NF-kappaB in participating in the regulation of …c-fos, ....
	NFKB ( FOS

	38
	[24]
	n/a
	JunB is under control of NF-kappa B
	NFKB ( JUNB

	39
	[10]
	synovial fibroblasts
	NF-kappaB and AP-1 cooperate to mediate IL-1-induced MMP-1 transcription
	NFKB ( MMP1

	40
	[25]
	n/a
	NF-kappaB is required for cytokine upregulation of MMP-1, -3 and -9
	NFKB ( MMP3

	41
	[26]
	n/a
	NF-kappaB-regulated genes… matrix metalloproteinase 9
	NFKB ( MMP9

	42
	[27]
	n/a
	MMP13 expression … requires… nuclear factor kappaB
	NFKB ( MMP13

	43
	[5]
	n/a
	NFKB is autoregulated ... activation through NF-kappa B binding sites in its promoter
	NFKB ( NFKB

	44
	[28]
	HEK 293
	(TNF-alpha via) NF-kappaB activation inhibits Smad7 gene expression
	NFKB ─╢ SMAD7

	45
	[29]
	n/a
	TIMP-1 is up-regulated by … via both the IKK/NF-kappaB …
	NFKB ( TIMP1

	46
	[30]
	n/a
	NF-kappa B p65 and p50 synergistically activated the TNF-alpha promoter
	NFKB ( TNF

	
	[31]
	n/a
	Smad and AP-1 complexes function synergistically to … activation of the c-Jun promoter
	SMAD3 ( JUN

	
	[32]
	n/a
	Smad3, a TGF-beta specific Smad … induced … transcription and enhanced responses to TGF-beta
	SMAD3( JUNB

	50
	[33]
	n/a
	induction of MMP-13 expression by Smad3
	SMAD4 ( MMP13

	
	[34]
	n/a
	Smad7 promoter … DNA-binding complexes and identified Smad3, …
	SMAD3 ( SMAD7

	
	[35]
	n/a
	have identified … tissue inhibitor of metalloproteases-1 as definite TGF-beta/Smad3 targets
	SMAD3 ( TIMP1

	47
	[36]
	n/a
	direct inhibition of ETS-1 transcription by SMAD4
	SMAD4 ─╢ ETS1

	48
	[31]
	n/a
	Smad and AP-1 complexes function synergistically to … activation of the c-Jun promoter
	SMAD4 ( JUN

	49
	[32]
	n/a
	… Smad4 induced … transcription and enhanced responses to TGF-beta
	SMAD4 ( JUNB

	51
	[34]
	n/a
	Smad7 promoter … DNA-binding complexes and identified … Smad4 …
	SMAD4 ( SMAD7

	52
	[37]
	n/a
	amplification of TIMP-1 is mediated by … Smad-3 and Smad-4 proteins
	SMAD4 ( TIMP1

	53
	[7]
	lung fibroblasts
	TGF-beta-induced COL1A1 mRNA level
	TGFB ( COL1A1

	54
	[7]
	dermal fibroblasts
	TGF-beta -stimulated COL1A2 transcription
	TGFB ( COL1A2

	55
	[38]
	n/a
	TGF-beta1 addition causes an immediate and transient induction of c-fos …
	TGFB ( FOS

	56
	[7]
	dermal fibroblasts
	TGF-beta induces the level of Jun-B
	TGFB ( JUNB

	57
	[39]
	human KMST fibroblasts
	TGF-beta - strongly enhanced the expression of junD
	TGFB ( JUND

	58
	[40]
	synovial fibroblasts
	TGF-beta could antagonize phorbol ester induction of MMP-1 in synovial fibroblasts
	TGFB ─╢MMP1

	59
	[41]
	synovial fibroblasts
	… but it facilitates the TGF-beta-induced expression of MMP-3 significantly
	TGFB ( MMP3

	60
	[39]
	human KMST fibroblasts
	TGF-beta1 … assumed to be inhibitory for MMPs, strongly induces collagenase-3
	TGFB ( MMP13

	61
	[32]
	n/a
	NF-kappaB sites … mediate transcriptional activation by TGF-beta … mediated by Smad members
	TGFB ( NFKB

	62
	[42]; [43]
	n/a
	TGF-beta -> runx2: PMID: 15084595. runX --> Smad4
	TGFB ( SMAD4

	63
	[44]
	n/a
	TGF-beta rapidly induces expression of Smad7 mRNA
	TGFB ( SMAD7

	64
	[45]
	human lung fibroblasts
	… TGF-betas significantly decreased MMP-1 and increased TIMP-1, IL-6 and collagen type I
	TGFB ( TIMP1

	65
	[7]
	rat hepatic stellate cells
	TNF-alpha … inhibits COL1A1 gene expression
	TNF ─╢ COL1A1

	66
	[22]
	n/a
	… TNF-alpha inhibitory effect on COL1A2 transcription
	TNF ─╢ COL1A2

	67
	[1]
	synovial fibroblasts
	… synovial fibroblasts, the most potent inducers of Ets1 are … such as TNF-alpha
	TNF ( ETS1

	68
	[46]
	murine embryo fibroblasts
	TNF caused increased expression of c-Jun, JunB, JunD, c-Fos …
	TNF ( FOS

	69
	[10]
	synovial fibroblasts
	IL-1 is superior to TNF at inducing c-Jun synthesis …
	TNF ( JUN

	70
	[47]
	n/a
	c-Jun and JunB, both induced by TNF-alpha
	TNF ( JUNB

	71
	[46]
	murine embryo fibroblasts
	TNF caused increased expression of c-Jun, JunB, JunD, c-Fos …
	TNF ( JUND

	72
	[48]
	dermal fibroblasts
	MMP-1 and TIMP-1 mRNA expression … increased with …. TNF-alpha treatment
	TNF ( MMP1

	73
	[49]
	synovial fibroblasts
	… TNF-alpha… mediate induction of matrix metalloproteinases, MMP3 …
	TNF ( MMP3

	74
	[50]
	bronchial fibroblasts
	these data demonstrate that TNF-alpha increases MMP-9
	TNF ( MMP9

	75
	[49]
	synovial fibroblasts
	… TNF-alpha… mediate induction of matrix metalloproteinases, … MMP13
	TNF ( MMP13

	76
	[10]
	synovial fibroblasts
	… and TNF activate NF-kappaB in these cells
	TNF ( NFKB

	77
	[28]
	HEK 293
	(TNF-alpha via) NF-kappaB activation inhibits Smad7 gene expression
	TNF ─╢ SMAD7

	78
	[48]
	dermal fibroblasts
	MMP-1 and TIMP-1 were markedly increased with IL-6 and TNF-alpha treatment
	TNF ( TIMP1

	79
	[46]
	n/a
	TNF-stimulated TNF-alpha expression …
	TNF ( TNF
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