Cellular Growth, P';,el:,feeﬁt:\:,ﬁ 1 ;Zl:l;s:esr 67 1 R, 1 ZCguitgrs 7 Cluster Cluster
P Cellular 1234567 Cancer 1234567 Disease Specific 1234567
s gnang o 0
OB Siomatin 9 CXCRd Sig 3 " x:;;g';'*gﬁ;g:ﬂc";;;"; g Sancer 10 o g Goronavirus Pathogenesis Pathway. ]
Regulation of lF4 and pTOSEK Slgnnlln E Ie) LP Signaiing in Neutrophis ] 0 v MAPK Stanaling ° Molecular Mechanisms of Can
Nepatic Fibrosts Signaling P ° Caveolar-mediated Endocytosis Signaling 4 O oo ignaling 1 Mitochondrial Dysfunction ] 0
g et 9 5 Leukocyte Extravasation Signaling ignaing o @ Hereditary Breast Cancer Signaiing | &
Signaling ] o jnaling in Eosinophils 4 B lanaling Pathway 0 ol Hepatic Fibrosis Signaling Pathway 4 o @ 3
Integrin Signaling 4 & ° igen Presentation Pathway 4O Breast Cancer Hegoiston by Stanmal 19 isease Signaling O & O °
AKT Sianaiing 1 P MSP-RON Signaimem Macronnagos Pathway 12 & O VP B Cancer Reguiation by st 19 9 6 o Breast Cancer Reguiation by Statnmini 1 &
Kinetoshore Mataphase Signaling Paiway Q PI3K Signaling in B Lymphocytes 4 O © HER.2 Slanaling in Bre: nede 88 S Role of Macrophages, FBs & ECsin RA | o
Stochors Metaphase Signaling Fatiuay Producton oTNO S ROS i actophidges ] S S ER-2 Signaling In Breast Cancar - ARz Sonaing inSresstCancer J 0 & 3 o
Regulation o¢ Cullular Mechanics by Calpain Protease -{ o L6 20O ignaling 4 teoarthritis. Pamwav- o o
m Cell-Sertoli Cell Junction Signaling -| o Macropinocytosis Si (o] a Signaling -
ignaling - ° iNos 5'9"“""‘ 8] Prostate Cancer Signaing <] graing %4
Remodeling of Epithelial Adherens Junctions " . Liseaine] Q Hypoxia Signalingn the Cardiovascula o Polyamine Regulation in Colon Cancer] 9 © ©
Sertoll Collsétal Cal Jungton Signaing ° v vtosis in Macropha M::“o"g;m;; ¢, e e Rvascular Systor 1 § Gi dform
STAK Sramieay ' Clathrin-mediated Endocytosis Sign Q olyamine Regulation méoonCancer ] o 32
VEGF Signaiing | G0 Signaiing | O Giigblastoma Multforme Signaling ]
‘Semaphorin Slgnal:ng inNeurond L5 production { & © e oo Sionaung 1
lation Pathway | o o " Giioma Invasiveness Si p
Tsignaling | 0 © ke Rocaplor Signaing 8 Coloroctal Sancer Metastasi Signaiing Neuroinfiammation Signalin 153
froic e 4 NesE Activationby Viruses §  Q tastasis Signaling 1 Hyparirophy Signaiing] 0 O
il "3 ignaling ] ing o
A,,gm,‘,?,m et o © Role of PKR i nereron Inucton and A ReSponse o Ghronic Myeloid Loukemia Signaling Acute Myeloid Leu 8
pToSsk Slnnalm 1 § Signaing o Endocannabinoid Cancer Inhil ]38 9
Human me Matraton {0 e 18 Small Cell Lung 9
‘Adrenomedullin s.g.m.ng pathway4 QO Neurainfiammagon S-gnalmg Pathway = O FATI0 Concor Signaling Pathny ] ry Non-Small Cell Lung [}
PK Signaling| O Signating1 9 HOTAIR ReguiatoryPatiuzy ] & O vyrok S
Bex2 Signating Pathway & agosome Formation 118 i S Pancreatic Adenocarci o
HOTAIR Regulatory Pathway4 O O CD: Sgnalmg in Lympho o PCP (Planar Cell Pm"m Pathway 4 O o Role of NFAT in Cardiac <
Corticotropin Releasing Hormone Signaling{ ~ O 4188 Signaling n T Lymphoc yies S Rite iyl Logiomia Samaing | Bladder o
costatin M Signaling{ O T ignating | "’"‘W 'S Estrogen-Dependent Breast Cancer Signaling 4~ © Ovarian o
VEGF Family Li I} 1L12 Sigaling and Produstion 2003 “§mall Coll Lung Cancer Signaling{ O m o
Junction Signalingq O Agranulocyte Adhesion 3"" DKHPQ“SIS 4 Non-Small CEIl Lung Cancer Signaling{ ~ O Cellular Effects of Sildenafil (Vi:
CRes Smnalmn in Nourons o MIF Regulation of Int i mly °o incer Signaling 1~ & Dilated c;m.omyopan:'f g:‘nnalmq Pamwiy- o ©
rane] 9 FATIO Dancer:lgnallng Patway] O ciﬁ?ii’éf\fn'?{‘:;}i’éﬂﬁil""'“ Signaiing O lometrial Cancor Sign °
] ignaling Pathway i ]
5 i 4 o Crosstalk between Dendritic Cells and M:turltl ;gll" Cﬁlls o 3 o'm;" g::g:; g;g:;:;:g g
] -2 Signaling ]
] : ol Activation of IRF by Cytosalic Pattern Recognition Receptore ° Endomeno2nome Signalng | Q
Signaling] O
Melanocyte Dovelopment and Pigmentation Smaing] O
Thrombopoietin Signaling{ O
Role of NANOG in Mammalian Cell Plurip °
jnaling Pathway )
E RANK Slgrnaing ° F G H
Cluster Cluster
Intracellular 2nd M. 1234567 ) 1234567 Neurotransmitters & Nervous Cluster Organismal Growth & Cluster
a2 Signating Cell Stress & Injury System 1234567 DEvelopment 1234567
Regulation of ¢F4 and p70SGK Sgnaling % 8 EIF2 Signaling Axonal Guidance Signaling JO [e) Axonal Guidance Signaling |
in Kinase A Signaling o Regulation of lF4 and p70S6K Signaiin Eovn oo et 100 Eoivin Receptor 9@ ¢
RHOGDI Signaling Hepatic Fibrosis Signaling Pathway B Signaling O Ephrin B Signaling ]
Signaling by Rho Family GTPases ° Semaphorin Neuronal Repuisive Shanaling Patowag 10 o Cardiac Hypertrophy
ERKIMAPK Signaling o d S ay Senesconco Pathway | o o
Integrin Signaling 4 O o O ur ... unleuuu Signaling 40 ¥ O o Apelin Ende naling Pathway | O
13KIAKT Signaling oo Synaptogenesis Signaling Patiuay Semaphorin Neuronal Repu\slve Signaling Pathway | o °
ignaling Pathway 4O o Regulation of At Jo C, Signaling{ &
Protein Coupled Receptor Signaling o NER (Nucleotide Excision Reyalr, Enhanced Pathw 9 Sormahorin Sianalin Synaptoaensiis Sianalmg Aot
Actin Nucleation by ARP-WASP Complex 4 0 umoylation Pathway ] Realin Signaling in Neurons ] Caveolar-medisted Endocytosis Signalin oo
(OA Signaling { O MSP-RON Signaling In Vairopnages ity ] © & aling - Paxlin Signal o
Protein Ubiquitination Pathway 0| Role of CHK Proteins In Cell Cycle ic Long Torm Potentiation - Relaxin Signalin o
Glucocortcoid Receptor Signaling o ypoxia Signaling in the Cardiovascular System - o Chalenysmk\nln/Gas«rln—medlated Signaling HGF Signalin °
e Slanaing] - @ Role of BRCAT in DNA Damage Responso| o SN Signaling Chemokine Signalin
ignaling o ophagy - Neuroinflammation Signaling Pathw i
AL Sinaing Apain Cadiomyocyte Sgnainy Famisy] O Endocomebod Sy gamﬁ mmal 8 Reguiation or The EWT by °
GAMP-modiated signaling o DNA Break Repair by H Ql CRI naling n Nourons <
AK Signaling ctiatsd Ouaste Stiess Rosponce] @ © quiin Signaling |~ O
Adlpoqenesls pathway {0 O 7oseK Signaling | O ‘Agrin Interactions at Neuromusoular Junction 4 O Clatinmediated Endocytosis Sgnalingd ~ O
ignaling {0 © Adrenomedulin signaling patiway - Synapic Long Term Depression 4 O -catenin Signaling] O
AMER SiEnaling g Repan in Evkaryotes | ol Dopamine-DARPP3S Foedback in NP Sanaing | O Embryonic Stom Gall Plerigstanes ]
ERKS Signaling |%|almg Pathway{ O In/TRK Signaling |~ © Endocamaabinont Savelopine Neuron Batiwey
Muscle Signaling Pathway{ O 61 Sigraing 1~ © F Signaling | © Factors Promoting Cardiogenesis in Vertebrates
GP iated by Tubby 4~ O Inhiiton of ARE:Mediated mENA Dogradition Pati o REB Signaling | © (Planar Cell Polarity) Pathway] O 0
Sphingosine-1-phosphate Signaling{ O inducag MAPK Signaling] O O CNTF Signaling{ O Macropinocytosis Signaling{
a-Adrenergic Signaling{ O ignaling Pathway| O ERB2ERBES Signaling | & Regulation of the EMT Pathway{ O
Inhibition of ARE-Mediated mRNA Degradation Pathway ° Apelin Cardiac Froblast Signaiing Pathway | latonin Signaling |~ © tin Signaling | °
insulin Recoptor Signaiing 4~ ced MAPK Signaling ~ © Circadian; Rhylhm Signaling 4 o Mouse Cell Plurip o
in Adip naling Pathway{ O DNA Double-Strand Break Repair by Non Homeiogous End Joming 0| Asignaling { O Role of NANOG in Mammalian ESC °
Dopamine-DARPP32 Fosdback in CAMP Signaling | O Brinduced MAPK Signaling 1 o FERBba Signaing ] S Ephrin A Signaling] O
ignaling| O BER (Base Excision Repair) Portwiay ] °
Unfolded protein esponse °
icium Signaling] O
G Beta arama Signaing &
Cluster d
Metabolic 1234567 Cytokine 1 2 3 ‘fge; ; Cluster Cluster
Ayt Hydrocarben Receptor Signaling o Y H Growth Factor 1234567 Cardiovascular 1234567
Xanobiotic Metabolism Signaiing 4 L8 Signaling {0 o o
er Drug Resistance By Drug Efflux § O 5 Relaxin Signaling 40 Q © Cardiac Hypertrophy Signaling (Enhanced)
x-noblonc M-tabollsm AR slgnaun% Pathway O o in Neutropt o e :g::::: ° Apeiin Endothella] Signaling Patinway -
tion - rombin
3 ph“pho;nosmd. um,;’a,‘::ﬂ o ° e oroa Regulation Of The EMT by Growth Faciars Patiuiay 4 ° S
ToSideliuanee ] O o Angiopoiin Sl ¢ 00 @
ycle Il (Eukaryotic) 4
D-myo-ine -phosphate Metabolism 4 ° Q Endocannabinid Devoloping Neuron Pathw § Apelin Cardiomyocyte Signaling Pathway -
o S nosphooniiae Dogradation 1 S S VEGF Family Li sractione<| 18 EndothelinctSignal
Damvosinositol > ] ignaling -
inositol (1,4,5, - ° 8 Neuregulm Slgna ing Q Cardiac Hyperlrophy ignal o
W inoahar Phosphat 1 ) N SF Signaling4 O Adrenomeduliin signaling pathway
3-phosphoinositide Biosynthesis ° S Renin-Angiotensin Snaiing | O p2Y purigenic Recoptor Signaiing Py
IA Splicing 1 ° PDGF Signaling| O Factore bromesing Cordiegencats mvarorates 4
Prostanoid Biosynthesis 4 o 8 ing ° enin-Angiotensin Signaling4 &
(1,4, 4 o NGF Signaling <] of NFAT in Cardiac p-nrophy- o
is Il o o Erythropoietin Signaling Pathway © Apelin Czrdlac Fibroblast Signaling Pathway o
e b4 . ::l ng g Collular Effocts of Slldenafi 1VIa?
(1,4, hate Metabolism TNFR1 o ignaling
s-lvage Pathwiys ov Pynmmm- R.bonuclmmes ° TNFR2 s.‘g‘::....g o Melanocyte Development and Pigmentation Signaling O ° Dilated Cardiomyopathy Slgnalmg Pathway 4 ©
ati ate Biosynthesis |~ © rolactin Signaling b1 L7 Signaling Painway |
Colanic Acid B Idm? Elocks Bi iosynthe: b4 IL-12 Signaling and Production in Macrophag o ignaling
s te Transformations | g FLT3 Signaling in Hematopoietic Progenitor Cells 8
5 ] CNTF Signalin
Pyrimidine Deoxyribonucleotides De Novo Biosynthesis | ° \L2 Signaling °
Glutamine Bi is 17 °
Cluster 0]
M Metabolic 1234567 N Cluster Cluster P Cluster
o S Cell Cycle Regulatlon 1234567 Ingenuity Toxicity Pathway 1234567 Pathogen Influenced 1234567
PTEN Signating{© LEXY T Y 124
Ferroptosis Signaling Path ) Integrin Si o o Mitochondrial Dysfunction - Caveolar-mediated Endocytosis Sign: 0Q oo
ptosis Signaling
Aryl Hydrocarbon Receptor o Cell Cycle Control of Chmmué:ré\gk s[gml g 72 Cell Cycle: ez/M DNA D;mage hche;kpomt R; ulation ° MSP-RON Sign: § o]
-m ° E ° Hydrocarbon Receptor Sig o
JAK/! Qo ATM Signaling4 & O Hypoxia Slwn:llng in the. Clrdlovncular Sysbem B o -]
Tight Junction 8 Coll Cyclo: G2/M DNA Damagi e & yole: GUIS Cheo o ge
Telom CYcline and Gl Cycle Rogul Activa 1
LPS-stimulated MAPK 609 s of Polo- se Hopatic Fibrosis  Hopatc teiats Coll Activaion ] O s}
Toll-like Receptor Signaling: le] Aryl Hydrocarhnn Receptor ing 4 8 Oxidative Stress Resp: - X3 Qo
IL15 nde o 14-3-3-mediated Signaling 4 RAR oo °
Goramide Signaiing{ O Role of CHK Proteins in Cell Cycle Checkpol! pssSgraing§ O ceptor Signaling 9
Apomosls Slgnn ing{ CDKS Signaling - Xenobiotic Metabolism Signaling - Role of PKR in In(orferon Inducﬂon and Anllvlrnl Response-|
NFR1 Signaling ] o Cell Cycle: G1/S Checkpoint TGF-B Signaling{ & chanisms of Viral Exit from Host Cells
TNFRZ Slqna ing| <] Tight Jun ing - Acute Phase Response Signaling 4 o hagosome Formationq]  ©
Death Reneplor alingq © eramide Signalingd O Signaling4 O
ated Signaling] 9 Antiproliforative Role of Sematostatin Receptor 24 O Cancor Drug Rosistance By Sugmiea] O
o damage-induced 14-3-3¢ Signaling 4 O Xenobiotic Metabolism CAR Signaling Pathway 4~ ©
Pathway _Pathway
Q R S Enrichment Score Activation Status
Cluster Cluster- z-score
Humoral Immune Response 1234567 Nuclear Receptor gnaling 1234567 Cluster -log(BH pvalue)
e L LR Transcription Regulation 1234567 . 130 § (Activation)
Antigen Prosentation Pathway O 8 rogen Receptor Signating {0 © 3
ignaling Sirtuin Signaling Pathwa
Th1 and Th2 Activation Pathway 4~ & © Anl "y“m“’b""RR’;;”R”; e P G4 A by 10 & o 4 ® 837 0
Th2 Pathway{ O RAR oo Sumoylation Pathway ) °
Toll-ike Receptor Signaling - Androgen Signalin o0 Role of NANOG in Mammalian ESCPluripotencyd 0
CD40 Signaling PPAR Signaling o 53.06
I ° -5 (Inhibition)
ating Factor Signaling o
Fc Epsilon RI Signaling

Figure 7- Figure Supplement 1



