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Gene Set Databases TF-TF module enrichments (ATAC-only TRN)

adhesion of symbiont to host
response to interferon gamma

cytokine production
response to virus a,f
single organismal cell cell adhesion l nt FIeron 5
Go t cell differentiation \
Here
amino acid transport muo,:.. | |
anglogenesls n | ]

glycogen metabollc process
process n
bone morphogenesis
embryonic skeletal system

Amino acid and oligopeptide SLC transporters
Amino acid transport across the plasma membrane

Transport of i i and amino

Integnins

Axol
Beta3 integrin cell surface |nleracnons
Integrin cell surface interactions [ ] D 5 3
Syndecan-4-mediated signaling events
Direct p53 effectors

o S S SRS - IL23
p signaling pathway
Pathway 5L mediated snaling events Interferon - T

Immune System

Commons Interferon Signaling
Interferon i i
Alpha9 beta1 integrin signaling events [
Arf6 downstream pathway

16 signaling events

GMCSF-mediated signaling events

events | |
Beta1 integrin cell surface |nleracnons .

Integrin-linked kinase | | C

HIF-1-alpha transcription factor network

Hypoxic and oxygen ion of HIF-1-alpha O

Oxidative phosphorylation .

o
Alanine, aspartate and glutamate metabolism |
Insulin signaling pathway [ ]
mTOR signaling pathway F
Pathways in cancer [ |
Glycolysis / Gluconeogenesis I
Starch and sucrose metabollsm

Pent athw [V, ateh
Cell adhosion motecules. (CAlY) i k&f‘ﬁ cT teh
Gnl

C
H signaling pathway
KEGG MAPK signaling pathway n R F
Sulfur metabolism v a r
p53 signaling pathway |
repair u
ECM-receptor interaction | | .
Focal adhesi Cytoki
J

ytokil ytokine receptor i
Jak-STAT slgnallng pathway | |
Cytosolic DNA-sensing pathway
Hepatitis C

Toll-like receptor signaling pathway
Measles u

Adipogenesis
Adipogenesis genes
Insulin Signaling
Hypertrophy Model | |

ypertre
WlklPathways TGF Botn Siomaiing Paimacy ucel r .
PodNet

XPodNet - in-p i in the

% " Adhesion

o

E

by
G1to S cell cycle control
Nuclear Receptors

is and

ELVIDGE HVPOXIA BY DMOG UP
ELVIDGE HYPOXIA UP
LEONARD HYPOXIA
PODAR RESPONSE TO ADAPHOSTIN UP

Ql HYPOXIA 5 3
KIM WT1 TARGETS 12HR UP

MARTORIATI MDM4 TARGETS FETAL LIVER UP
MARTORIATI MDM4 TARGETS NEUROEPITHELIUM UP
RATH ES WITH H3K27ME3

AST ER ESR1 UP
PARK OSTEOBLAST DIFFE RENTIATION BY PHENVLAMIL upP
ZHAN MULTIPLE MYELOMA CD1 VS CD2 UP
BOSCO INTERFERON INDUCED ANTIVIRAL MODULE
BROWNE INTERFERON RESPONSIVE GENES
GRAESSMANN APOPTOSIS BY SERUM DEPRIVATION UP
GOBERT OLIGODENDROCYTE DIFFERENTIATION UP
PYEON HPV POSITIVE TUMORS UP
WANG RESPONSE TO GSK3 INHIBITOR SB216763 DN 0.
APOPTOSIS REVERSED BY IL6 b
. ICHIBA GRAFT VERSUS HOST DISEASE D7 UP -
MSigDB g

ANSOM APC TARGETS DN

CHEN METABOLIC SYNDROM NETWORK

LI INDUCED T TO NATURAL KILLER UP

MEISSNER BRAIN HCP WITH H3K4ME3 AND H3K27ME3
GRAESSMANN RESPONSE TO MC AND DOXORUBICIN UP
MONNIER POSTRADIATION TUMOR ESCAPE DN

REZ TP63 TARGETS

ESR1 TARGETS DN

WONG ADULT TISSUE STEM MODULE

LIU PROSTATE CANCER DN

HELLER SILENCED BY METHYLATION DN

PASINI SUZ12 TARGETS DN

PICCALUGA ANGIOIMMUNOBLASTIC LYMPHOMA UP
WANG MLL TARGETS

LINDGREN BLADDER CANCER CLUSTER 2B .

SCHUETZ BREAST CANCER DUCTAL INVASIVE UP ||
K GLIOBLASTOMA NEURAL [ |

SERVITJA ISLET HNF1A TARGETS UP

HSIAO HOUSEKEEPING GENES :

&

<

4

o

KIM ALL DISORDERS OLIGODENDROCYTE NUMBER CORR UP
KIM BIPOLAR DISORDER OLIGODENDROCYTE DENSITY CORR UP

ANKZF1

1MMor7

C030039L03RIK

Enrichment in
Gene Set
-log10(P,,,)

0

Figure S$17. Gene-set enrichment of ATAC-only TRN TF modules. We compiled gene sets from
five databases: GO, Pathway Commons, KEGG, MAPP and Signatures from MSigDB. For each TF,
we calculated the significance of overlap between the TF’'s target genes and gene sets
(hypergeometric CDF). For Kegg and Mapp databases, the color bar maximum is 7, and, for the
other databases, the maximum is 11. TFs are clustered and color-coded according to the TF-TF
modules in Supplemental Fig. S14-S16. TF-TF module enrichments are consistent among gene
sets and TRNs, providing robust predictions for modules in Th17 biology.



