[bookmark: _GoBack]


Supplemental Figure 7 Network analysis of TFPI1 connections to HIF1α. Using String 9.05 (string-db.org), TFPI1 and HIF1α are found to be part of network via p53 (TP53) and the anticoagulant Thrombospondin 1 (THBS1). p53 activates the transcription of THBS1 (Dameron et al., 1994; Volpert et al., 1997), which forms a complex with TFPI1 and increases its inhibitory effects on Factor VIIa·TF (Mast et al., 2000). p53 binds to unphosphorylated HIF1α, leading to p53-dependent apoptosis (Suzuki et al. 2001). SIRT1 may have an inhibitory effect on TFPI1 activity by deacetylating p53 leading to inactivation of p53 under DNA damaging conditions (Stünkel and Campbell, 2011). The networks shown in Suppl. Figs. 4A and 4B connect to this network through TP53 and THBS1.
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This is the actions view. Modes of action are shown in different colors.
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Your Input:

@ SIRT1 sirtuin (silent mating type information regulation 2 homolog) 1 (S. cerevisiae); NAD-dependent protein
deacetylase, which regulates processes such as apoptosis and muscle differentiation by deacetylating key
proteins. Deacetylates 'Lys-382' of p53/TP53 and impairs its ability to induce proapoptotic program and
modulate cell senescence. Deacetylates TAF1B and thereby represses rDNA transcription by the RNA
polymerase I. Involved in HES1- and HEY2- mediated transcriptional repression. Inhibits skeletal muscle
differentiation by deacetylating PCAF and MYOD1. May serve as a sensor of the c [...] (747 aa)

TFPI tissue factor pathway inhibitor (lipoprotein-associated coagulation inhibitor); Inhibits factor X (X(a)) directly
and, in a Xa-dependent way, inhibits VIIa/tissue factor activity, presumably by forming a quaternary
Xa/LACI/VIIa/TF complex. It possesses an antithrombotic action and also the ability to associate with
lipoproteins in plasma (304 aa)

© THBS1 thrombospondin 1; Adhesive glycoprotein that mediates cell-to-cell and cell-to-matrix interactions (1170 aa)

TP53  tumor protein p53; Acts as a tumor suppressor in many tumor types; induces growth arrest or apoptosis
depending on the physiological circumstances and cell type. Involved in cell cycle regulation as a trans-
activator that acts to negatively regulate cell division by controlling a set of genes required for this process.
One of the activated genes is an inhibitor of cyclin-dependent kinases. Apoptosis induction seems to be
mediated either by stimulation of BAX and FAS antigen expression, or by repression of Bcl-2 expression.
Implicated in Notch signaling cross-over (393 aa)

® HIF1A hypoxia inducible factor 1, alpha subunit (basic helix-loop-helix transcription factor); Functions as a master
transcriptional regulator of the adaptive response to hypoxia. Under hypoxic conditions activates the
transcription of over 40 genes, including, erythropoietin, glucose transporters, glycolytic enzymes, vascular

endothelial growth factor, and other genes whose protein products increase oxygen delivery or facilitate £
metabolic adaptation to hypoxia. Plays an essential role in embryonic vascularization, tumor angiogenesis c v @ s
and pathophysiology of ischemic disease. Binds to core DNA [...] (826 aa) g § 033 g Sa
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