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Figure S1. Liver tissue stained with haematoxylin and eosin (H&E). (A) Control
group, (B) HFD-fed group; (C) HFD + 25 mg/kg GF; (D) HFD + 50 mg/kg GF; (E)
HFD + 100 mg/kg GF; (F) HFD + Metformin. =—— Bar, 100 um.
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Table S1. The relationship among compounds-targets-signal pathways

crocetin
crocetin
genipin
oeanolic acid
oeanolic acid
oeanolic acid
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
kaempferol
kaempferol
geniposide
geniposide
geniposide
geniposide
chrysin
PPARA
PPARD
PPARG
ADRB2
ADRAIB
ADRAITA
ADRB2
ADRAIB
ADRAITA
GLPIR
GCG
PPARA
ACACA
PPARG
ACACA
ADRAITA
ADRB2
ADRAIB
ADRAITA
ADRB2
ADRAIB
ADRAITA
ADRB2

ADRAITA

ADRAIB

CA2

PPARA

FAS

PTPN1

PPARG

ADRB2

MAOB

PPARG

ACACA

PPARA

PPARD

PPARG

SLC6A2

AMPK

GLPIR

CA2

GCG

SLC6A4

PPAR signaling pathway

PPAR signaling pathway

PPAR signaling pathway

Salivary secretion

Salivary secretion

Salivary secretion

Neuroactive ligand-receptor interaction
Neuroactive ligand-receptor interaction
Neuroactive ligand-receptor interaction
Neuroactive ligand-receptor interaction
Glucagon signaling pathway

Glucagon signaling pathway

Glucagon signaling pathway

AMPK signaling pathway

AMPK signaling pathway

AMPK signaling pathway

Adrenergic signaling in cardiomyocytes 3
Adrenergic signaling in cardiomyocytes 3
Adrenergic signaling in cardiomyocytes 3
cGMP-PKG signaling pathway
cGMP-PKG signaling pathway
cGMP-PKG signaling pathway
Calcium signaling pathway
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ADRAIB Calcium signaling pathway
ADRAITA Calcium signaling pathway
PPARA cAMP signaling pathway
ADRB2 cAMP signaling pathway
GLP1R cAMP signaling pathway

Table S2. The compounds’ targets

Compound
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
crocetinl
genipin
genipin
genipin
genipin
genipin
genipin
genipin
genipin
genipin
genipin
genipin
genipin
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid

targets
CHRM3
CHRM1
GABRA2
GABRAS
ADRA1TA
GABRA3
ADRAI1B
GABRAI
IGHGI1
PTGS2
NCOA2
VCAMI1
PTGSI
PTGS2
CA2
GABRA2
GABRAI
TK1
PRSS1
GRIA2
GABRAG6
ABCC2
CA2

F2
CASP3
NAMPT
NFE2L2
NQOI
PPARA
PTGIR
TOP1
TOP2A
UGT2B11
UGT2B10
BAX
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Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid

MMP2
MMP9
CDK4
TNF
JUN
IL6
CDK6
CASP3
TPS53
MAPKS
PTGS2
NFKBIA
CASP8
FAS
MMP1
MMP3
MMP10
ICAM1
IL1B
CREBI1
SELE
PTGER3
PTGSI
MCL1
PRKCG
ATF2
CSF2
PECAMI
VL
BIRCS
PTPNG6
GAP43
DUOX2
NOS3
PTPNI1
INPPL1
LITAF
CCND2
FASLG
CASPI
PLAU
CTSB
RELA
STAT3
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Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
Oeanolic acid
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin

VEGF
CCND1
Bel2
BCL2L1
FOS
CDKNI1
ENPP7
ATP5B
CYPI1A1
CYPI1BI
CYP2CS8
HCK
HIBCH
MCL1
PIM1
SLC2A2
STK17B
PTGSI1
AR
PPARG
PTGS2
HSP90
PIK3CG
NCOA2
DPP4
AKRIBI
PRSS1
TOP2
KCNA2
SCNSA
F10
ADRB2
MMP3
F7
NOS3
RXRA
ACHE
GABRAI1
MAOB
RELA
EGFR
AKTI1
VEGF
CCND1
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quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin

BCL2
BCL2L1
FOS
CDKNI
EIF6
BAX
CASP9
PLAU
MMP2
MMP9
MAPKI1
IL10
EGF
E2F1
TNF

IL6
AHSALI
CASP3
TP53
ELK1
NFKBIA
POR
ODC1
XDH
CASP8
TOP1
RAF1
SOD1
PRKCA
MMP1
HIF1A
STATI
RUNXITI1
CDC2
Hspa$s
ERBB2
PPARG
ACACA
HMOX1
CYP3A4
CYP1A2
CAV1
MYC

F3

S7



quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin

GJAI
CYPIALI
ICAMI
IL1B
CCL2
SELE
VCAMI
PTGER3
L8
PRKCB
BIRCS
DUOX2
NOS3
HSPBI
TGFBI
SULTIEI
MGAM
L2
NRI112
CYPIBI
CCNBI
PLAT
THBD
SERPINE1
COLI1A1
IFNG
ALOXS5
PTEN
IL1A
MPO
TOP2A
NCF1
ABCG2
HAS?2
GSTP
NFE2L2
NQOI1
PARPI
AHR
PSMDI1
SLC2A4
COL3Al
TOP2A
CXCLI11
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quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
quercetin
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol

DCAFS
NR1I3
CHEK2
INSR
CLDN4
PPARA
PPARD
HSF1
CRP
CXCLI10
IKBKB
SPP1
RUNX2
RASSF5
E2F1
E2F2
ACPP
CTSD
IGFBP3
IGF2
CD40LG
IRF1
ERBB3
PONI1
DIOI
PCOLCE
NPEPPS
HK2
NKX3-1
RASA1
PRXCIA
GSTM1
GSTM2
AHR
CDK1
CYPIBI
NRI1I2
RPS6KA3
UGTI1A3
UGT1A7
UGT1A8
UGT1A9
UGT3Al
NOS2
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kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol

PTGSI
AR
PPARG
PTGS2
HSP90
PIK3CG
NCOA2
DPP4
PRSS1
PGR
CHRM1
NOS3
GABRA2
ACHE
SLC6A2
CHRM?2
ADRAIB
GABRAI
TOP2

F7
CALM
RELA
IKBKB
AKTI1
BCL2
BAX
TNF
JUN
AHSALI
CASP3
MAPKS
XDH
MMP1
STATI
CDC2
PPARG
HMOX1
CYP3A4
CYPIA2
CYPIAl
ICAM1
SELE
VCAMI
NRI1I2
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kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol

CYPIBI
ALOXS
HAS2
GSTP
AHR
PSMD3
SLC2A4
NR1I3
INSR
DIOI
PPP3CA
PRXCIA
GSTM1
GSTM2
AKRIC3
SLPI
CYP2E1
GLPIR
GSK3A
GSK3B
HMOX1
IL6
SELE
VCAMI
CA2
BCL2
HMOX1
GAP43
PLBI1
GCG
GSTM1
GSTM2
ABCG2
CYPI9A1
CYPIAl
CYPIA2
CYPIBI
PYGB
PYGL
PYGM
RELA
TPS53
PTGSI
AR
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kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
kaempferol
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
geniposide
chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

chrysin

PTGS2
PDE3A
SLC6A4
GABRAI
DPP4
HSP90
PIK3CG
MAOB
PKIA
CDKNI
TGFBI
IL4
CYPI9A1
IL13
MS4A2
CYP2E1
GLPIR
GSK3A
GSK3B
HMOX1
IL6
SELE
VCAMI
CA2
BCL2
HMOX1
GAP43
PLBI1
GCG
GSTM1
GSTM2
ABCG2
CYPI9A1
CYPIAl
CYPIA2
CYPIBI
PYGB
PYGL
PYGM
RELA
TPS53
PTGSI
AR
PTGS2
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chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin
chrysin

PDE3A
SLC6A4
GABRAI
DPP4
HSP90
PIK3CG
MAOB
PKIA
CDKNI
TGFBI
IL4
CYPI9A1
IL13
MS4A2
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