Supplementary Material

Supplement Table S1. More detailed information of 206 common targets.

Uniprot ID  Target gene Target protein Uniprot ID  Target gene Target protein
P19320 VCAM1 Vascular cell adhesion protein 1 Q01959 SLC6A3 Solute carrier family 6 member 3
P23219 PTGS1 Prostaglandin G/H synthase 1 P78527 PRKDC DNA-dependent protein kinase catalytic subunit
P10275 AR Androgen receptor P42345 MTOR Serine/threonine-protein kinase mTOR
P35354 PTGS2 Prostaglandin G/H synthase 2 Q961Y4 CPB2 Carboxypeptidase B2
Q04206 RELA Transcription factor p65 P30556 AGTR1 Type-1 angiotensin |1 receptor
P00533 EGFR Epidermal growth factor receptor P24863 CCNC Cyclin-C
P31749 AKT1 RAC-alpha serine/threonine-protein kinase P49336 CDK8 Cyclin-dependent kinase 8
P15692 VEGFA Vascular endothelial growth factor A P05556 ITGB1 Integrin beta-1
P24385 CCND1 G1/S-specific cyclin-D1 P08581 MET Hepatocyte growth factor receptor
P10415 BCL2 Apoptosis regulator Bcl-2 QU6RR4  CAMKK2 ~ calciun/ Ca'm"d“"{(‘i'g:speegdem protein kinase
P01100 FOS Proto-oncogene c-Fos Q9UHD?2 TBK1 TANK-binding kinase 1

Ectonucleotide
P38936 CDKN1A Cyclin-dependent kinase inhibitor 1 Q13822 ENPP2 pyrophosphatase/phosphodiesterase family
member 2

Q07812 BAX Apoptosis regulator BAX P15085 CPAl Carboxypeptidase Al
P55211 CASP9 Caspase-9 P25025 CXCR2 C-X-C chemokine receptor type 2
P08253 MMP2 Matrix metalloproteinase-2 P47871 GCGR Glucagon receptor
P14780 MMP9 Matrix metalloproteinase-9 P05023 ATPIAL  SodiumV pOtaSS'”m'tZ‘gf]g‘_’{t'”g ATPase subunit
P28482 MAPK1 Mitogen-activated protein Kinase 1 P40763 STAT3 Signal transducer and activator of transcription 3
P22301 IL10 Interleukin-10 Q05655 PRKCD Protein kinase C delta type
P01133 EGF Pro-epidermal growth factor P11473 VDR Vitamin D3 receptor
P05412 JUN Transcription factor AP-1 P18031 PTPN1 Tyrosine-protein phosphatase non-receptor type 1
P05231 IL6 Interleukin-6 Q15257 PTPA Serine/threonine-protein phosphatase 2A activator
095433 AHSAL Activator of 90 kDa heat shock protein Q15393 SF3B3 splicing factor 3B subunit 3

ATPase homolog 1



P42574
Q9H3D4
Q14790
P00441
P17252
P03956
Q16665

P42224

P37231

Q13085
P09601
P08684
P05177
Q03135
P01106
P13726
P04798
P05362
P01584
P13500
P10145
P0O5771
QINRDS
P29474
P04792
P49888
P60568

075469
P00797
Q13526

CASP3
TP63
CASP8
SOD1
PRKCA
MMP1
HIF1A

STAT1

PPARG

ACACA
HMOX1
CYP3A4
CYP1A2
CAV1
MYC
F3
CYP1Al
ICAM1
IL1B
CCL2
CXCL8
PRKCB
DUOX2
NOS3
HSPB1
SULTI1E1
IL2

NR1I2
REN
PIN1

Caspase-3
Tumor protein 63
Caspase-8
Superoxide dismutase 1
Protein kinase C alpha type
Matrix metalloproteinase-1
Hypoxia-inducible factor 1-alpha
Signal transducer and activator of
transcription 1
Peroxisome proliferator-activated receptor
gamma
Acetyl-CoA carboxylase 1
Heme oxygenase 1
Cytochrome P450 3A4
Cytochrome P450 1A2
Caveolin-1
Myc proto-oncogene protein
Tissue factor
Cytochrome P450 1A1
Intercellular adhesion molecule 1
Interleukin-1 beta
C-C motif chemokine 2
Interleukin-8
Protein kinase C beta type
Dual oxidase 2
Nitric oxide synthase, endothelial
Heat shock protein beta-1
Sulfotransferase 1E1
Interleukin-2
Nuclear receptor subfamily 1 group I member
2

Renin
Peptidyl-prolyl cis-trans isomerase
NIMA-interacting 1

P0O0734
Q02156
P28845
P05230
Q9Y251
P00915
P14416

P28223

P10635

P28222
P35372
P37268
Q14534
P17931
P11166
095342
P34972
P55085
P11717
P23975
QINRY6
P20309
P31639
QINPH5
P47989
P21397
P08069

P11511
P14174
Q99523

F2
PRKCE
HSD11B1
FGF1
HPSE
CAl
DRD2

HTR2A

CYP2D6

HTR1B
OPRM1
FDFT1
SQLE
LGALS3
SLC2A1
ABCB11
CNR2
F2RL1
IGF2R
SLC6A2
TLR9
CHRM3
SLC5A2
NOX4
XDH
MAOA
IGF1R

CYP19A1
MIF
SORT1

Activation peptide fragment 2
Protein kinase C epsilon type
Corticosteroid 11-beta-dehydrogenase isozyme 1
Fibroblast growth factor 1
Heparanase
Carbonic anhydrase 1
Dopamine D2 receptor

5-hydroxytryptamine receptor 2A

Cytochrome P450 2D6

5-hydroxytryptamine receptor 1B
Mu-type opioid receptor
Squalene synthase
Squalene monooxygenase
Galectin-3
Solute carrier family 2
ATP-binding cassette sub-family B member 11
Cannabinoid receptor 2
Proteinase-activated receptor 2
Cation-independent mannose-6-phosphate receptor
Sodium-dependent noradrenaline transporter
Toll-like receptor 9
Muscarinic acetylcholine receptor M3
Sodium/glucose cotransporter 2
NADPH oxidase 4
Xanthine dehydrogenase/oxidase
Monoamine oxidase type A
Insulin-like growth factor 1 receptor

Cytochrome P450 19A1
Macrophage migration inhibitory factor

Sortilin



P05121
P02452

P01579
P09917
P01583
P05164
P14598
P09211

Q16236

P15559
P09874
P35869
QI9NR83
P02461

Q14994
P06213
Q07869

Q03181

P02741
P02778

015111

P10451
Q13950
Q01094
P07339
P17936

P11717

SERPINE1
COL1A1

IFNG
ALOX5
IL1A
MPO
NCF1
GSTP1

NFE2L2

NQO1
PARP1
AHR
SLC2A4
COL3A1

NR1I3
INSR
PPARA

PPARD

CRP
CXCL10

CHUK

SPP1
RUNX2
E2F1
CTSD
IGFBP3

IGF2

Plasminogen activator inhibitor 1
Collagen alpha-1(1) chain

Interferon gamma
Polyunsaturated fatty acid 5-lipoxygenase
Interleukin-1 alpha
Myeloperoxidase
Neutrophil cytosol factor 1
Glutathione S-transferase P

Nuclear factor erythroid 2-related factor 2

NAD(P)H dehydrogenase
Poly [ADP-ribose] polymerase 1
Aryl hydrocarbon receptor
SLC2A4 regulator
Collagen alpha-1(111) chain

Nuclear receptor subfamily 1 group I member
3

Insulin receptor
Peroxisome proliferator-activated receptor
alpha
Peroxisome proliferator-activated receptor
delta
C-reactive protein
C-X-C motif chemokine 10
Inhibitor of nuclear factor kappa-B kinase
subunit alpha
Secreted phosphoprotein 1
Q13950
Transcription factor E2F1
Cathepsin D
Insulin-like growth factor-binding protein 3
Cation-independent mannose-6-phosphate
receptor

P21917
P27986

P45452
P16050
P18054
QIUM73
P10636
P22303

P48736

P11474
P05067
P02766
060218
014746

Q20BHO
P06276
P00747

P23141

P34949
000748

PO7327

P00326
P00325
P34969
P10276
Q99685

P08319

DRD4
PIK3R1

MMP13
ALOX15
ALOX12

ALK
MAPT
ACHE

PIK3CG

ESRRA
APP
TTR

AKR1B10

TERT

CFTR
BCHE
PLG

CES1

MPI
CES2

ADH1A

ADHI1C
ADH1B
HTRY
RARA
MGLL

ADH4

D(4) dopamine receptor
Phosphatidylinositol 3-kinase regulatory subunit
alpha
Matrix metalloproteinase-13
Polyunsaturated fatty acid lipoxygenase ALOX15
Polyunsaturated fatty acid lipoxygenase ALOX12
Anaplastic lymphoma kinase
Microtubule-associated protein tau
Acetylcholinesterase
Phosphatidylinositol 4,5-bisphosphate 3-kinase
catalytic subunit gamma isoform
Steroid hormone receptor ERR1
Amyloid-beta precursor protein
Transthyretin
Aldo-keto reductase family 1 member B10
Telomerase reverse transcriptase
Cystic fibrosis transmembrane conductance
regulator
Butyrylcholine esterase

Plasminogen

Liver carboxylesterase 1

Mannose-6-phosphate isomerase
Cocaine esterase

Alcohol dehydrogenase 1A

Alcohol dehydrogenase 1C
Alcohol dehydrogenase 1B
5-hydroxytryptamine receptor 7, 5-HT-7
Retinoic acid receptor alpha
Monoglyceride lipase

Alcohol dehydrogenase 4



P29965
P27169
P09488
P28161
P03973

014920

P45983
P35228
P78380

P49841

P12821

P15121

P14550

P31645

P07900

P42336

075907

P27338
P15090

P22736
P03372
Q16875

PODMV8
P50416

CD40LG
PON1
GSTM1
GSTM2
SLPI

IKBKB

MAPKS8
NOS2
OLR1

GSK3B

ACE
AKR1B1
AKR1Al
SLC6A4

HSP90AA1

PIK3CA

DGAT1

MAOB
FABP4

NR4A1l
ESR1
PFKFB3

HSPA1A
CPT1A

CDA40 ligand
Serum paraoxonase/arylesterase 1
Glutathione S-transferase Mu 1
Glutathione S-transferase Mu 2
Antileukoproteinase
Inhibitor of nuclear factor kappa-B kinase
subunit beta
Mitogen-activated protein kinase 8
Nitric oxide synthase
Oxidized low-density lipoprotein receptor 1
Glycogen synthase kinase-3 beta
Angiotensin-converting enzyme
Aldo-keto reductase family 1 member B1
Aldo-keto reductase family 1 member Al
Solute carrier family 6 member 4
Heat shock protein HSP 90-alpha
Phosphoinositide-3-kinase catalytic alpha
polypeptide

Diacylglycerol O-acyltransferase 1

Monoamine oxidase type B
Fatty acid-binding protein 4
Nuclear receptor subfamily 4 group A
member 1
Estrogen receptor
6-phosphofructo-2-kinase/fructose-2,6-bispho
sphatase 3
Heat shock 70 kDa protein 1A
Carnitine O-palmitoyltransferase 1

P04150
P07858
P48443
P19793
Q81XJ6

Q99572

P07202
P21757
P11940
P11509
Q9BY41
P01375
P25774
P08235
P04278

P07148

Q8NER1

P11142
P11021

P16278
P23526
P78536

P17948
075460

NR3C1
CTSB
RXRG
RXRA
SIRT2

P2RX7

TPO
MSR1
PABPC1
CYP2A6
HDACS
TNF
CTSS
NR3C2
SHBG

FABP1

TRPV1

HSPAS
HSPAS

GLB1
AHCY
ADAML17

FLT1
ERN1

Nuclear receptor subfamily 3 group C member 1
Cathepsin B
Retinoic acid receptor RXR-gamma
Retinoic acid receptor RXR-alpha
NAD-dependent protein deacetylase sirtuin-2

P2X purinoceptor 7

Thyroid peroxidase
Macrophage scavenger receptor types | and Il
Polyadenylate-binding protein 1
Cytochrome P450 2A6
Histone deacetylase 8
Tumor necrosis factor
Cathepsin S
Mineralocorticoid receptor
Sex hormone-binding globulin

Fatty acid-binding protein

Transient receptor potential cation channel
subfamily V member 1
Heat shock cognate 71 kDa protein
Heat shock protein 70 family protein 5

Beta-galactosidase

Adenosylhomocysteinase
Disintegrin and metalloproteinase
domain-containing protein 17
Vascular endothelial growth factor receptor 1
Endoplasmic reticulum-to-nucleus signaling 1




Supplement Table S2. The specific targets in signaling pathways.

Signaling pathway Specific targets

IL-6, TNF-a, NF-xB, INSR, RXR, PI3K, AKT, GSK-3,

PPAR-a, JNK1/2, IRE1-a, CASPS8, Bax, JNK1, IKK-B, AP-1,

c-Jun, IL-1, IL-8. CASP3.

ATIR, ANDPH, PKC, PI3K, ERK1/2, JNK, AKT, NOS,

STAT3, STAT1, PKCBII, AP-1, NF-xB, Bcl-2, Bax, COL,

VEGF, MCP-1, PAI-1, VCAM-1, ICAM-1, MMP2, IL-1, IL-8,

IL-6, TNF-a, TF, CASP3, COLL, CycD1.

TNF, NF-«B, IKKB, IKKo, CASPS8, CASP3, JNK1/2, ERK1/2,
TNF SIGNALING PATHWAY  AP-1, PI3K, AKT, IKKs, JNK, c-Jun, Ccl2, CXCL10, IL1B,

IL-6, Fos, Jun, MMP9, ICAM1, VCAM1, PTGS2.

IL-6, PI3K, AKT, mTOR, PKC, HIF-1a, ERK, PKC, STAT3,
HIF-1 SIGNALING PATHWAY NF-kB, VEGF, FLT1, EGF, PAI-1, iNOS, eNOS, HMOXI,

Glutl, Bel-2.

NON-ALCOHOLIC FATTY
LIVER DISEASE

AGE-RAGE SIGNALING
PATHWAY IN DIABETIC
COMPLICATIONS




Supplement Table S3. Details of the PPI network.

neighb experim
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cooccu ology . . extmin
chrom on ion ned_inte otated . score
rrence . ing
osome raction
ACE REN 9606.ENSP00000290866  9606.ENSP00000272190 0 0 0 0 0 0 0 0.959 0.959
ACE AGTR1 9606.ENSP00000290866 ~ 9606.ENSP00000419422 0 0 0 0 0.06 0 0 0.927 0.928
ADAM17 SORT1 9606.ENSP00000309968  9606.ENSP00000256637 0 0 0 0 0 0 0.9 0.209 0.917
ADAM17 EGF 9606.ENSP00000309968  9606.ENSP00000265171 0 0 0 0 0 0 0.9 0.806 0.979
ADAM17 PRKCB 9606.ENSP00000309968  9606.ENSP00000305355 0 0 0 0 0 0 0.9 0 0.900
ADAM17 PRKCA 9606.ENSP00000309968  9606.ENSP00000408695 0 0 0 0 0 0 0.9 0.083 0.904
ADAM17 TNF 9606.ENSP00000309968  9606.ENSP00000398698 0 0 0 0 0.061  0.379 0.9 0.692 0.979
ADH1A ADH1C 9606.ENSP00000209668  9606.ENSP00000426083 0 0 0.449 0.985 0.182 0 0.9 0.86 0.916
ADH1A ADH1B 9606.ENSP00000209668  9606.ENSP00000306606 0 0 0.449 0.985 0.828 0 0.9 0.892 0.982
ADH1B MAOA 9606.ENSP00000306606  9606.ENSP00000340684 0 0 0 0 0.103 0 0.9 0.368 0.938
ADH1B ADH1C 9606.ENSP00000306606  9606.ENSP00000426083 0 0 0449 0986 0.179  0.692 0.9 0.921 0.973
ADH4 MAOA 9606.ENSP00000265512  9606.ENSP00000340684 0 0 0 0 0.061 0 0.9 0.203 0.918
AGTR1 CFTR 9606.ENSP00000419422  9606.ENSP00000003084 0 0 0 0 0 0 0.9 0.089  0.905
AGTR1 CHRM3 9606.ENSP00000419422  9606.ENSP00000255380 0 0 0 0.609 0 0 0.9 0.349 0.912
AGTR1 PIK3CA 9606.ENSP00000419422  9606.ENSP00000263967 0 0 0 0 0 0.05 0.9 0.053 0.902
AGTR1 EGF 9606.ENSP00000419422  9606.ENSP00000265171 0 0 0 0 0 0.062 0.9 0.4 0.938
AGTR1 REN 9606.ENSP00000419422  9606.ENSP00000272190 0 0 0 0 0.055 0 0 0.954 0.955
AGTR1 EGFR 9606.ENSP00000419422  9606.ENSP00000275493 0 0 0 0 0.076  0.406 0.9 0.424 0.964
AGTR1 APP 9606.ENSP00000419422  9606.ENSP00000284981 0 0 0 0 0 0 0.9 0.221 0.918
AGTR1 F2RL1 9606.ENSP00000419422  9606.ENSP00000296677 0 0 0 0.693 0 0 0.9 0.195 0.904
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GCGR
OPRM1
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CYP1Al
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SOD1
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TERT
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PRKDC
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GSK3B
NOS2
CASP9
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CAV1
E2F1
PIK3CG
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MTOR
CHUK
CD40LG
JUN
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CDKN1A
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RXRA
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IKBKB
HIF1A
NR4A1
VEGFA
MYC
PIK3CA
ALOX15
ALOX5
PTGS2
PTGS1
CYP3A4
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PTGS1
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ALOX5
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