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[image: ]Supplementary Table 1: Effect of YYEO on Body Weight
	

Group/days
	% Change in body weight

	
	0th day
	
3
	
6
	
9
	
12
	
15
	
18
	
21

	
NORMAL
	Mean
	2.36
	5.72
	8.91
	11.68
	14.20
	16.58
	19.47
	21.95

	
	SD
	1.28
	1.40
	1.66
	1.16
	2.15
	2.61
	2.70
	3.33

	
CONTROL (Alcohol) (DC)
	Mean
	2.23
	3.59
	5.73
	5.11
	4.38
	2.20
	0.72
	-1.19

	
	SD
	0.71
	0.62
	1.02
	0.84
	0.76
	1.08
	1.48
	1.50

	
POSITIVE CONTROL(PC)
	Mean
	2.00
	4.59
	6.95
	9.72
	11.67
	13.02
	15.52
	17.79

	
	SD
	0.67
	1.21
	1.45
	1.76
	2.23
	2.06
	2.48
	2.52

	
YYEO 100mg/kg
	Mean
	3.80
	7.83
	6.72
	5.67
	4.60
	3.07
	1.92
	0.42

	
	SD
	0.27
	0.64
	0.63
	0.61
	0.60
	0.56
	0.95
	0.91

	
YYEO 200mg/kg
	Mean
	3.58
	7.52
	6.49
	5.64
	6.06
	7.17
	8.01
	9.37

	
	SD
	0.75
	1.17
	1.30
	1.43
	1.06
	1.67
	1.48
	1.62

	
YYEO 400mg/kg
	Mean
	2.72
	5.83
	8.43
	10.65
	12.78
	14.73
	15.84
	17.65

	
	SD
	0.89
	2.15
	2.79
	3.29
	3.68
	3.88
	4.63
	5.45



Supplementary table 2: Effect of YYEO on Biochemical Parameters
	
GROUPS
	
ALT (IU/L)
	
AST (IU/L)
	TOTAL PROTEIN
(g/L)
	TOTAL CHOLESTER
OL (mmol/L)
	
TOTAL BILURUBIN

	
NORMAL
	Mean
	89.64
	112.11
	67.28
	1.44
	1.96

	
	SD
	3.124
	6.30
	1.59
	0.03
	0.09

	
CONTROL
(Alcohol) (DC)
	Mean
	286.85
***
	379.86
***
	115.55
***
	3.21
***
	3.95
***

	
	SD
	6.533
	16.30
	4.23
	0.08
	0.40

	
POSITIVE CONTROL (PC)
	Mean
	104.34
***###
	125.81
###
	70.38
*###
	1.48
###
	1.96
###

	
	SD
	2.945
	3.42
	4.02
	0.03
	0.09

	
YYEO
100mg/kg
	Mean
	253.93
***### ΔΔΔ
	319.29
***### ΔΔΔ
	97.24
***### ΔΔΔ
	2.86
***### ΔΔΔ
	3.84
***### ΔΔΔ

	
	SD
	3.145
	17.57
	1.51
	0.04
	0.15

	
YYEO
200mg/kg
	
Mean
	141.76
***### ΔΔΔ@@@
	188.87
***###
ΔΔΔ@@@
	82.13
***### ΔΔΔ@@@
	1.85
***### ΔΔΔ@@@
	2.81
***### ΔΔΔ@@@

	
	SD
	7.291
	7.29
	1.94
	0.03
	0.11

	
YYEO
400mg/kg
	Mean
	104.61
***###@@@^^^
	121.87
###@@@^^^
	70.36
*###@@@^^^
	1.50
###@@@^^^
	1.95
###@@@^^^

	
	SD
	2.911
	1.84
	3.21
	0.04
	0.08
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Supplementary table 3: Effect of YYEO on antioxidant markers
	
Groups
	
CAT
	
LPO
	
SOD
	
GSH

	NORMAL
	Mean
	54.49
	20.83
	243.86
	1.41

	
	SD
	8.276
	6.137
	49.503
	0.073

	CONTROL
(Alcohol) (DC)
	Mean
	41.67
	49.68
***
	70.03
	0.45
***

	
	SD
	15.259
	3.205
	109.065
	0.104

	POSITIVE CONTROL(PC)
	Mean
	54.49
	25.64
###
	99.71
	1.26
*###

	
	SD
	12.275
	5.234
	165.819
	0.027

	YYEO 100mg/kg
	Mean
	38.46
	35.26
*#
	132.10
	1.23
**###

	
	SD
	7.402
	3.701
	164.434
	0.025

	YYEO 200mg/kg
	Mean
	44.87
	30.45
###
	144.50
	0.75
***### ΔΔΔ@@@

	
	SD
	9.065
	6.137
	121.465
	0.010

	YYEO 400mg/kg
	Mean
	51.28
	20.83
###@@^
	141.55
	1.30
###^^^

	
	SD
	9.065
	6.137
	339.445
	0.046



[image: ]Supplementary table 4: Effect of YYEO on Liver
	
GROUPS
	
LIVER WEIGHT (g)

	
NORMAL
	Mean
	0.0328

	
	SD
	0.00194

	

CONTROL (Alcohol) (DC)
	Mean
	0.0567
***

	
	SD
	0.00163

	
POSITIVE CONTROL (PC)
	Mean
	0.0318
###

	
	SD
	0.00160

	
YYEO 100mg/kg
	
Mean
	0.0467
*** ### ΔΔΔ

	
	SD
	0.00163

	
YYEO 200mg/kg
	Mean
	0.0422
*** ### ΔΔΔ@@

	
	SD
	0.00147

	
YYEO 400mg/kg
	Mean
	0.0325
###@@@^^^

	
	SD
	0.00207



Supplementary table 5: Druggability of bioactive phytoconstituents from YYEO
	Compound name
	MW
(g/mol)
	Log P
	NHBD
	NHBA
	DLS

	Acceptable Values
	≤500
	≤5
	≤5
	≤10
	--

	Α-bisabolene epoxide
	220.18
	5.33
	0
	1
	-0.56

	Α-cadinol
	222.20
	4.27
	1
	1
	-0.43

	Benzyl benzoate
	212.08
	3.74
	0
	2
	-0.96

	Benzyl cinnamate
	238.10
	4.30
	0
	2
	-1.87

	Benzyl salicylate
	228.08
	4.15
	1
	3
	0.05

	Bulnesol
	222.20
	3.99
	1
	1
	-0.85

	Caryophyllene oxide
	220.18
	3.97
	0
	1
	-1.50

	Chlorogenic acid
	354.10
	-0.20
	6
	9
	0.79

	Elemol
	222.20
	4.62
	1
	1
	-0.91

	Farnesol
	222.20
	5.53
	1
	1
	-1.17

	Farnesyl acetate
	264.21
	6.15
	0
	2
	-1.13

	Farnesal
	220.18
	5.54
	0
	1
	-1.15

	Geranyl benzoate
	258.16
	5.84
	0
	2
	-0.36

	Germacren-D-ol
	222.20
	4.78
	1
	1
	-1.10

	Guaiol
	222.20
	3.80
	1
	1
	-0.89

	Hexadecanoic acid
	256.24
	6.64
	1
	2
	-0.54

	Isoeugenol acetate
	206.09
	3.06
	0
	3
	-0.79

	Ledane
	206.20
	5.25
	0
	0
	-1.36

	Murolol
	222.20
	4.27
	1
	1
	-0.43

	Voleneol
	238.19
	3.34
	2
	2
	-0.61

	2-phenylethyl acetate
	164.08
	2.27
	0
	2
	-1.20

	Methyl 2-aminobenzoate
	151.06
	1.62
	2
	2
	-1.06

	P-anisyl acetate
	180.08
	1.96
	0
	3
	-1.77

	Linalool
	154.14
	3.07
	1
	1
	-0.99

	Α-terpineol
	154.14
	3.30
	1
	1
	-1.05

	Isogermacrene-D
	204.19
	5.84
	0
	0
	-1.69

	Benzyl 4-methylpentanoate
	206.13
	3.98
	0
	2
	-1.03

	Benzyl alcohol
	108.06
	1.28
	1
	1
	-1.73

	Geranial
	152.12
	3.47
	0
	1
	-1.15

	5-indanol
	134.07
	2.45
	1
	1
	-0.48

	6-methyl-5-hepten-2-one
	126.10
	2.05
	0
	1
	-1.07

	Trans- anethol
	148.09
	3.27
	0
	1
	-1.68

	Germacrene-D
	204.19
	5.84
	0
	0
	-1.69

	3-hexen-1-ol
	100.09
	1.53
	1
	1
	-1.15

	1-phenyl-2-propen-1-ol
	134.07
	1.96
	1
	1
	-1.27

	1-methoxy-4-propylbenzene
	150.10
	3.57
	0
	1
	-1.44

	1H-indole
	117.06
	2.24
	1
	0
	-2.75

	Neryl acetate
	196.15
	4.07
	0
	2
	-1.13

	Methyl benzoate
	136.05
	2.20
	0
	2
	-1.61

	(3Z)-3-hexenyl acetate
	142.10
	2.24
	0
	2
	-1.07

	Cis-linalool oxide
	170.13
	2.47
	1
	2
	-1.29

	Linalyl acetate
	196.15
	3.70
	0
	2
	-1.01

	Cinnamyl alcohol
	134.07
	1.82
	1
	1
	-1.35

	N-hexyl acetate
	144.12
	2.78
	0
	2
	-1.19

	Benzyl acetate
	150.07
	2.01
	0
	2
	-1.83

	Geranyl acetate
	196.15
	4.07
	0
	2
	-1.13

	2-methoxy-4-(1-propenyl)-phenol
	164.08
	2.69
	1
	2
	-0.93

	Trans-linalool oxide
	170.13
	2.47
	1
	2
	-1.29

	Geraniol
	154.14
	3.46
	1
	1
	-1.17

	Methyl-4-methoxybenzoate
	166.06
	1.95
	0
	3
	-1.14

	Isoeugenol
	164.08
	2.69
	1
	2
	-0.93

	Zonarene
	204.19
	5.00
	0
	0
	-0.79



	3-methyl-2-butenyl acetate
	128.08
	1.98
	0
	2
	-1.41

	Phenyl acetaldehyde
	120.06
	1.67
	0
	1
	-1.71

	P-vinylguaiacol
	150.07
	2.11
	1
	2
	-1.13

	Cinnamic acid
	148.05
	2.22
	1
	2
	-1.17

	Kaempferol-3-O-robinobioside
	594.16
	-1.13
	9
	15
	0.90

	Aphanamol II
	236.18
	3.16
	1
	2
	-1.03

	Isorhamnetin-3-O-rutinoside
	624.17
	-1.40
	9
	16
	0.79

	Beta-sitosterol
	414.39
	8.45
	1
	1
	0.78

	Canangafruticoside E
	524.19
	0.01
	7
	12
	0.47

	3-methyl-2-butenyl acetate
	128.08
	1.98
	0
	2
	-1.41

	Quercetin
	302.04
	1.19
	5
	7
	0.52

	Canangaterpene
	394.16
	1.05
	3
	8
	1.00



Supplementary table 6. Pathway enrichment analysis of genes modulated by Alcohol
	KEGG ID
	Pathway name
	Gene count
	FDR
	Gene ID

	hsa04932
	Non-alcoholic fatty liver disease (NAFLD)
	19
	2.58E-
22
	ADIPOR2, AKT1, BAX, CYP2E1, IL1B, IL6, IRS1, MAP3K5, MAPK8, MT-CO1, NFKB1, PIK3CA, PPARA, PRKAB1, RXRA, SREBF1, TGFB1, TNF, TNFRSF1A

	hsa04620
	Toll-like receptor signalling pathway
	14
	6.97E-
17
	AKT1, CCL4, CD14, IL1B, IL6, IRF3, LBP, MAPK1, MAPK14, MAPK8, NFKB1, PIK3CA, TLR4, TNF

	hsa04920
	Adipocytokine signalling pathway
	12
	1.30E-
15
	ADIPOR2, AKT1, CPT1A, IRS1, MAPK8, NFKB1, PPARA, PPARGC1A, PRKAB1, RXRA, TNF, TNFRSF1A

	hsa04668
	TNF signalling pathway
	13
	2.78E-
15
	AKT1, EDN1, IL1B, IL6, MAP3K5, MAPK1, MAPK14, MAPK8, NFKB1, PIK3CA, PTGS2, TNF, TNFRSF1A

	hsa04071
	Sphingolipid signalling pathway
	12
	1.76E-
13
	AKT1, BAX, MAP3K5, MAPK1, MAPK14, MAPK8, NFKB1, NRAS, PIK3CA, PRKCA, TNF, TNFRSF1A

	hsa04068
	FoxO signalling pathway
	12
	5.28E-
13
	AKT1, IL10, IL6, IRS1, MAPK1, MAPK14, MAPK8, NRAS, PIK3CA, PRKAB1, SIRT1, TGFB1

	hsa04152
	AMPK signalling pathway
	11
	5.91E-
12
	ACACA, ADIPOR2, AKT1, CPT1A, IRS1, MLYCD, PIK3CA, PPARGC1A, PRKAB1, SIRT1, SREBF1

	hsa04926
	Relaxin signalling pathway
	11
	1.07E-
11
	AKT1, EDN1, MAPK1, MAPK14, MAPK8,
NFKB1, NOS1, NRAS, PIK3CA, PRKCA, TGFB1

	hsa04010
	MAPK signalling pathway
	13
	1.34E-
10
	AKT1, CD14, IL1B, MAP3K5, MAPK1, MAPK14, MAPK8, NFKB1, NRAS, PRKCA, TGFB1, TNF, TNFRSF1A

	hsa04210
	Apoptosis
	10
	2.96E-
10
	AKT1, BAX, MAP3K5, MAPK1, MAPK8, NFKB1, NRAS, PIK3CA, TNF, TNFRSF1A

	hsa04064
	NF-kappa B signalling pathway
	9
	3.14E-
10
	CCL4, CD14, IL1B, LBP, NFKB1, PTGS2, TLR4, TNF, TNFRSF1A

	hsa04066
	HIF-1 signalling pathway
	9
	4.70E-
10
	AKT1, EDN1, IL6, MAPK1, NFKB1, PIK3CA, PRKCA, SERPINE1, TLR4

	hsa04664
	Fc epsilon RI signalling pathway
	8
	8.05E-
10
	AKT1, MAPK1, MAPK14, MAPK8, NRAS, PIK3CA, PRKCA, TNF

	hsa04218
	Cellular senescence
	10
	9.63E-
10
	AKT1, IL6, MAPK1, MAPK14, NFKB1, NRAS, PIK3CA, SERPINE1, SIRT1, TGFB1

	hsa00071
	Fatty acid degradation
	7
	1.86E-
09
	ACADM, ACOX1, ADH1A, ADH1B, ADH7, ALDH2, CPT1A

	hsa04657
	IL-17 signalling pathway
	8
	7.46E-
09
	IL1B, IL6, MAPK1, MAPK14, MAPK8, NFKB1, PTGS2, TNF

	hsa04370
	VEGF signalling pathway
	7
	1.14E-
08
	AKT1, MAPK1, MAPK14, NRAS, PIK3CA, PRKCA, PTGS2

	hsa04660
	T cell receptor signalling pathway
	8
	1.22E-
08
	AKT1, IL10, MAPK1, MAPK14, NFKB1, NRAS, PIK3CA, TNF

	hsa04659
	Th17 cell differentiation
	8
	1.44E-
08
	IL1B, IL6, MAPK1, MAPK14, MAPK8, NFKB1, RXRA, TGFB1

	hsa04621
	NOD-like receptor signalling pathway
	9
	2.68E-
08
	IL1B, IL6, IRF3, MAPK1, MAPK14, MAPK8, NFKB1, TLR4, TNF

	hsa04150
	mTOR signalling pathway
	8
	1.75E-
07
	AKT1, IRS1, MAPK1, NRAS, PIK3CA, PRKCA, TNF, TNFRSF1A

	hsa00982
	Drug metabolism - cytochrome P450
	6
	4.68E-
07
	ADH1A, ADH1B, ADH7, CYP2E1, GSTP1, MAOB

	hsa04151
	PI3K-Akt signalling pathway
	10
	7.62E-
07
	AKT1, IL6, IRS1, MAPK1, NFKB1, NRAS, PIK3CA, PRKCA, RXRA, TLR4

	hsa01100
	Metabolic pathways
	17
	1.27E-
06
	ACACA, ACADM, ACOX1, ADH1A, ADH1B, ADH7, ALDH2, CYP2E1, HSD17B10, MAOB, MAT1A, MLYCD, MT- CO1, NOS1, PTGS1, PTGS2, SQLE

	hsa04012
	ErbB signalling pathway
	6
	1.39E-
06
	AKT1, MAPK1, MAPK8, NRAS, PIK3CA, PRKCA

	hsa04923
	Regulation of lipolysis
in adipocytes
	5
	3.68E-
06
	AKT1, IRS1, PIK3CA, PTGS1, PTGS2

	hsa04062
	Chemokine signalling pathway
	7
	7.10E-
06
	AKT1, CCL4, CCL8, MAPK1, NFKB1, NRAS, PIK3CA

	hsa04060
	Cytokine-cytokine receptor interaction
	8
	7.23E-
06
	CCL4, CCL8, IL10, IL1B, IL6, TGFB1, TNF, TNFRSF1A

	hsa04024
	cAMP signalling pathway
	7
	1.06E-
05
	ACOX1, AKT1, MAPK1, MAPK8, NFKB1, PIK3CA, PPARA

	hsa00980
	Metabolism of xenobiotics by
cytochrome P450
	5
	1.14E-
05
	ADH1A, ADH1B, ADH7, CYP2E1, GSTP1

	hsa04622
	RIG-I-like receptor signalling pathway
	5
	1.14E-
05
	IRF3, MAPK14, MAPK8, NFKB1, TNF

	hsa04662
	B cell receptor
signalling pathway
	5
	1.19E-
05
	AKT1, MAPK1, NFKB1, NRAS, PIK3CA

	hsa04014
	Ras signalling pathway
	7
	2.52E-
05
	AKT1, MAPK1, MAPK8, NFKB1, NRAS, PIK3CA, PRKCA

	hsa04217
	Necroptosis
	6
	3.07E-
05
	BAX, IL1B, MAPK8, TLR4, TNF, TNFRSF1A

	hsa04750
	Inflammatory mediator
regulation of TRP channels
	5
	3.48E-
05
	IL1B, MAPK14, MAPK8, PIK3CA, PRKCA

	hsa01212
	Fatty acid metabolism
	4
	5.25E-
05
	ACACA, ACADM, ACOX1, CPT1A

	hsa00590
	Arachidonic acid metabolism
	4
	0.00012
	CYP2E1, GPX1, PTGS1, PTGS2

	hsa04015
	Rap1 signalling pathway
	6
	0.00012
	AKT1, MAPK1, MAPK14, NRAS, PIK3CA, PRKCA



Supplementary table 7. Pathway enrichment analysis of probable genes modulated by YYEO constituents
	KEGG ID
	Pathway name
	Gene count
	FDR
	Gene IDs

	hsa04066
	HIF-1 signalling pathway
	13
	7.63E-
15
	HMOX1, SERPINE1, ERBB2, EGFR, NOS3, INSR, PRKCB, NOS2BCL2, IL6, PRKCA,
VEGFA

	hsa05161
	Hepatitis B
	12
	1.09E-
11
	RAF1, PRKCB, CXCL8, CASP3, CASP8, MMP9, BCL2, IL6TNF, PRKCA, IKBKB

	hsa01521
	EGFR tyrosine kinase inhibitor resistance
	9
	6.06E-
10
	RAF1, ERBB2, EGFR, PRKCB, BCL2, IL6, PRKCA, VEGFA,

	hsa04151
	PI3K-Akt signalling pathway
	14
	7.44E-
10
	IL2, RAF1, ERBB2, EGFR, NOS3, INSR, CHRM1, BCL2IL6, CHRM2, PRKCA,
IKBKB

	hsa04020
	Calcium signalling pathway
	11
	1.48E-
09
	ERBB2, EGFR, NOS3, PRKCB, CHRM1, NOS2, ADRB1, ADRA1ACHRM2, PRKCA

	hsa04915
	Estrogen signalling pathway
	10
	1.64E-
09
	MMP2, RAF1, EGFR, NOS3, PGR, MMP9, BCL2, OPRM1ESR1

	hsa04725
	Cholinergic synapse
	9
	6.01E-
09
	CHRM3, ACHE, PRKCB, CHRM1, BCL2, CHRM2, PRKCA, CHRM4

	hsa04926
	Relaxin signalling pathway
	9
	2.09E-
08
	MMP2, RAF1, EGFR, NOS3, NOS2, MMP9, PRKCA, VEGFA

	hsa04657
	IL-17 signalling pathway
	8
	3.15E-
08
	CXCL8, CASP3, CASP8, MMP9, IL6, TNF, IKBKB

	hsa04064
	NF-kappa B signalling pathway
	8
	3.22E-
08
	PRKCB, CXCL8, PARP1, PLAU, BCL2, TNF, IKBKB

	hsa01522
	Endocrine resistance
	8
	3.57E-
08
	MMP2, RAF1, ERBB2, EGFR, MMP9, BCL2, ESR1

	hsa04668
	TNF signalling pathway
	8
	8.73E-
08
	VCAM1, CASP3, CASP8, MMP9, IL6, TNF, IKBKB

	hsa04010
	MAPK signalling pathway
	11
	9.65E-
08
	RAF1, ERBB2, EGFR, INSR, PRKCB, CASP3, TNF, PRKCAIKBKB, VEGFA

	hsa00980
	Metabolism of xenobiotics by
cytochrome P450
	7
	9.97E-
08
	CYP3A4, CYP1A2, CYP1A1, AKR1C1, ADH1C, CYP1B1

	hsa04210
	Apoptosis
	8
	3.48E-
07
	RAF1, CASP3, CASP8, PARP1, BCL2, TNF, IKBKB

	hsa04540
	Gap junction
	7
	3.48E-
07
	RAF1, EGFR, PRKCB, ADRB1, CDK1,
PRKCA,

	hsa00140
	Steroid hormone biosynthesis
	6
	7.32E-
07
	CYP1A2, CYP1A1, AKR1C3, AKR1C1, CYP1B1

	hsa04370
	VEGF signalling
pathway
	6
	7.79E-
07
	RAF1, NOS3, PRKCB, PRKCA, VEGFA

	hsa04726
	Serotonergic synapse
	7
	1.36E-
06
	RAF1, SLC6A4, PRKCB, CASP3, ALOX5, PRKCA

	hsa04960
	Aldosterone-regulated
sodium reabsorption
	5
	2.12E-
06
	INSR, PRKCB, NR3C2, PRKCA

	hsa05160
	Hepatitis C
	7
	2.96E-
06
	RAF1, EGFR, CXCL8, PPARA, TNF, IKBKB

	hsa04012
	ErbB signalling pathway
	6
	3.57E-
06
	RAF1, ERBB2, EGFR, PRKCB, PRKCA

	hsa04150
	mTOR signalling pathway
	7
	5.81E-
06
	RAF1, INSR, PRKCB, TNF, PRKCA, IKBKB

	hsa04218
	Cellular senescence
	7
	7.81E-
06
	SERPINE1, RAF1, CXCL8, CHEK2, CDK1, IL6

	hsa04014
	Ras signalling pathway
	8
	7.98E-
06
	RAF1, EGFR, INSR, PRKCB, PRKCA, IKBKB, VEGFA

	hsa04022
	cGMP-PKG signalling pathway
	7
	8.75E-
06
	RAF1, ADRA2A, NOS3, INSR, ADRB1, ADRA1A

	hsa04620
	Toll-like receptor signalling pathway
	6
	9.31E-
06
	CXCL8, CASP8, IL6, TNF, IKBKB

	hsa05225
	Hepatocellular carcinoma
	7
	9.42E-
06
	HMOX1, RAF1, EGFR, PRKCB, NFE2L2, PRKCA

	hsa04621
	NOD-like receptor signalling pathway
	7
	1.04E-
05
	CXCL8, CASP8, BCL2, IL6, TNF, IKBKB

	hsa04270
	Vascular smooth muscle contraction
	6
	2.00E-
05
	RAF1, PRKCB, PRKCH, ADRA1A, PRKCA

	hsa04664
	Fc epsilon RI signalling pathway
	5
	2.05E-
05
	RAF1, ALOX5, TNF, PRKCA

	hsa04115
	p53 signalling pathway
	5
	2.16E-
05
	CASP3, CASP8, CHEK2, CDK1

	hsa04650
	Natural killer cell mediated cytotoxicity
	6
	2.35E-
05
	RAF1, PRKCB, CASP3, TNF, PRKCA

	hsa04068
	FoxO signalling pathway
	6
	2.95E-
05
	RAF1, EGFR, INSR, IL6, IKBKB

	hsa04015
	Rap1 signalling pathway
	7
	3.16E-
05
	RAF1, EGFR, INSR, PRKCB, PRKCA, VEGFA

	hsa04072
	Phospholipase D signalling pathway
	6
	5.12E-
05
	RAF1, EGFR, INSR, CXCL8, PRKCA

	hsa04660
	T cell receptor signalling pathway
	5
	9.77E-
05
	IL2, RAF1, TNF, IKBKB

	hsa04659
	Th17 cell differentiation
	5
	0.00011
	IL2, AHR, IL6, IKBKB

	hsa04060
	Cytokine-cytokine receptor interaction
	7
	0.00013
	EGFR, CCR2, CXCL8, IL6, TNF, VEGFA

	hsa04062
	Chemokine signalling pathway
	6
	0.00015
	RAF1, CCR2, PRKCB, CXCL8, IKBKB

	hsa04670
	Leukocyte transendothelial
migration
	5
	0.00016
	VCAM1, PRKCB, MMP9, PRKCA

	hsa04024
	cAMP signalling pathway
	6
	0.0002
	RAF1, CHRM1, ADRB1, PPARA, CHRM2

	hsa00982
	Drug metabolism -
	4
	0.00027
	CYP3A4, CYP1A2, ADH1C

	
	cytochrome P450
	
	
	

	hsa05120
	Epithelial cell signalling
in Helicobacter pylori infection
	4
	0.00027
	CXCL8, CASP3, IKBKB

	hsa04622
	RIG-I-like receptor signalling pathway
	4
	0.00033
	CASP8, TNF, IKBKB

	hsa04662
	B cell receptor signalling pathway
	4
	0.00034
	RAF1, PRKCB, IKBKB

	hsa04630
	Jak-STAT signalling pathway
	5
	0.00064
	RAF1, EGFR, BCL2, IL6

	hsa01100
	Metabolic pathways
	12
	0.0028
	HMOX1, LTA4H, AKR1B1, NOS3, NOS2, CYP3A4, CYP1A2, ALOX5CYP1A1, AKR1C3, ADH1C

	hsa04920
	Adipocytokine signalling pathway
	3
	0.0037
	TNF, IKBKB

	hsa04971
	Gastric acid secretion
	3
	0.0041
	PRKCB, PRKCA

	hsa04217
	Necroptosis
	4
	0.0042
	PARP1, BCL2, TNF

	hsa04658
	Th1 and Th2 cell differentiation
	3
	0.0067
	IL2, IKBKB

	hsa04727
	GABAergic synapse
	3
	0.0067
	GABRA1, PRKCA

	hsa04750
	Inflammatory mediator regulation of TRP channels
	3
	0.0073
	PRKCH, PRKCA

	hsa04724
	Glutamatergic synapse
	3
	0.012
	PRKCB, PRKCA

	hsa04152
	AMPK signalling pathway
	3
	0.0141
	INSR, ADRA1A

	hsa00071
	Fatty acid degradation
	2
	0.0167
	ADH1C

	hsa05034
	Alcoholism
	3
	0.021
	RAF1, SLC6A3

	hsa04310
	Wnt signalling pathway
	3
	0.0212
	PPARD, PRKCA

	hsa04923
	Regulation of lipolysis in adipocytes
	2
	0.0227
	ADRB1

	hsa00983
	Drug metabolism - other enzymes
	2
	0.0419
	CYP3A4

	hsa04350
	TGF-beta signalling pathway
	2
	0.0473
	TNF



Supplementary table 8. The affinity of phytocompounds with Aldose reductase protein target
	Compound name
	BE
(kcal/mol
)
	Conventional hydrogen bond interactions (HBI)
	Non- conventional interactions (NCI)
	No. of HBI
	No. of NCI
	No. of interaction s with active sites
residues

	Benzyl cinnamate
	-9.4
	Asn110…O, His110…O
	Val47, Tyr209
	2
	2
	4

	Canangaterpene 1
	-10
	His110…O
	Tyr209, Trp20 (2), Cys298,
Val47, Ile260
	1
	6
	7

	Cinnamic acid
	-7.1
	His110…O
	Trp20
	1
	1
	2

	Kaempferol
	-9
	Ala299…O (2),
Trp111…O, Leu300…O
	Trp219 (2),
Phe121, Phe122
	4
	4
	7

	Quercetin
	-9.2
	Asp216…OH, Cys298…O, Tyr48…O, Asp43…OH,
Ile260…OH
	Pro211, Leu212,
Ser210, Trp20, Tyr209, Cys298,
Lys262, Gly18
	5
	8
	12

	Sulindac sulfone
	-9
	His110…O, Trp111…O
	Trp111, Tyr48, Trp20 (2), Cis298, Ala299, Trp219 (2),
Leu301, Phe122
	2
	10
	11

	Isoeugenol
	-7.7
	Ile260…OH
	Tyr209 (2), Trp111, His110,
Cis298
	1
	5
	6
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