Supplementary material 1. Physicochemical properties prediction of Persimmon vinegar
	No
	Compound Name
	Lipinski’s Law of Five Parameters
	Fulfill Yes/No

	
	
	MW
	LogP
	HBA
	HBD
	Torsion
	PSA
	

	1.
	3-(3-Amino-4-cyanopyrazolyl)furazan-4-carboxylic acid
	220.148
	0.38822
	7
	3
	2
	87.440
	Yes

	2.
	N-Benzoyl-N'-cyanoguanidine
	188.19
	0.21218
	3
	2
	1
	80.865
	Yes

	3.
	O-glutarylcarnitine
	275.301
	1.0007
	5
	1
	9
	111.910
	Yes

	4.
	Benzoyl arginine amine
	293.327
	0.7445
	5
	3
	6
	121.841
	Yes

	5.
	Indoline
	119.167
	1.6546
	1
	1
	0
	54.705
	Yes

	6.
	10-Chlorodecyl ethyl carbonate
	264.793
	4.5191
	3
	0
	11
	109.810
	Yes

	7.
	Tetrahydroharman-3-carboxylic acid
	230.267
	1.8278
	2
	3
	1
	98.647
	Yes

	8.
	1-Carboxyheptylimidazole
	210.277
	2.3083
	3
	1
	8
	89.945
	Yes

	9.
	Isopropyl (1S)-(+)-10-Camphorsulfate
	274.382
	2.1366
	4
	0
	4
	109.216
	Yes

	10.
	Crotetamide
	226.32
	1.2778
	2
	0
	5
	97.907
	Yes

	11.
	Azepan-2-one;2-butyl-1-(diaminomethylidene) guanidine;hydrochloride
	306.842
	0.473
	2
	4
	3
	126.428
	Yes

	12.
	Exocarpic Acid
	274.404
	4.5549
	1
	1
	10
	123.208
	Yes

	13.
	Mueggelone
	292.419
	4.3224
	3
	0
	5
	127.941
	Yes

	14.
	Bovolide
	180.281
	3.2238
	6
	6
	0
	67.198
	Yes

	15.
	CID : 10642926
	370.542
	0.8026
	4
	4
	6
	157.980
	Yes


Description:
MW	: Molecular Weight ≤500 g/mol       	HBD	: Hydrogen Bond Donors ≤5
LogP: Logarithm of Partition coefficient ≤5	Torsion: Rotating hydrogen bonds <10
HBA: Hydrogen Bond Acceptors ≤10		PSA: Polar Surface Area ≤140 Å


Supplementary material 2. Toxicity prediction of persimmon vinegar
	No
	Compound Name
	LD50 (mg/kg)
	LD50 Class
	Fulfill Yes/No

	1.
	3-(3-Amino-4-cyanopyrazolyl)furazan-4-carboxylic acid
	500
	4
	Yes

	2.
	N-Benzoyl-N'-cyanoguanidine
	520 
	4
	Yes

	3.
	O-glutarylcarnitine
	3000
	5
	Yes

	4.
	Benzoyl arginine amine
	4000
	5
	Yes

	5.
	Indoline
	1250 
	4
	Yes

	6.
	10-Chlorodecyl ethyl carbonate
	5000 
	5
	Yes

	7.
	Tetrahydroharman-3-carboxylic acid
	300
	3
	Yes

	8.
	1-Carboxyheptylimidazole
	3500
	5
	Yes

	9.
	Isopropyl (1S)-(+)-10-Camphorsulfate
	500
	4
	Yes

	10.
	Crotetamide
	2500
	5
	Yes

	11.
	Azepan-2-one;2-butyl-1-(diaminomethylidene)guanidine;hydrochloride
	930

	4
	Yes

	12.
	Exocarpic Acid
	5000
	5
	Yes

	13.
	Mueggelone
	2000
	4
	Yes

	14.
	Bovolide
	2000
	4
	Yes

	15.
	CID : 10642926
	600
	4
	Yes


LD50: Lethal Dose-50 (fulfilled the toxicity criteria ≥ 3) (Nursanti, 2019)





Supplementary material 3. Predicted Bioactivity of Persimmon Vinegar Compounds as Anticancer Agents via PASS Online
	No
	Compound
	Pa
	Bioactivity Prediction

	1.
	N-Benzoyl-N'-cyanoguanidine
	0.750
	Methylenetetrahydrofolate reductase (NADPH) inhibitor

	2.
	O-glutarylcarnitine
	0.806
0.792
	CYP2J substrate
CYP2J2 substrate

	3.
	Benzoyl arginine amine
	0.709
	Methylenetetrahydrofolate reductase (NADPH) inhibitor

	4.
	Indoline
	0.725
0.704
	CYP2J substrate
CYP2C12 substrate

	5.
	10-Chlorodecyl ethyl carbonate
	0.856
0.712
	Methylenetetrahydrofolate reductase (NADPH) inhibitor
Monodehydroascorbate reductase (NADH) inhibitor

	6.
	1-Carboxyheptylimidazole
	0.943
0.739
0.746
	CYP2E1 inhibitor
ADP-thymidine kinase inhibitor
Methylenetetrahydrofolate reductase (NADPH) 

	7.
	Crotetamide
	0.741
	CYP2C12 substrate

	8.
	Exocarpic Acid
	0.946
0.944
	CYP2J substrate
CYP2J2 substrate

	9.
	Mueggelone
	0.759
0.701
	CYP2J substrate
Antineoplastic

	10.
	Bovolide
	0.880

0.747
	NADPH peroxidase inhibitor
NADPH-cytochrome-c2 reductase inhibitor
CYP2J substrate


Pa: Potential Activity (Pa>0.7)


Supplementary material 4. Target gene collection results of Diospyros kaki
	Compounds
	Number of Target Genes
	Gifts 
range
	Relevance score range

	O-glutarylcarnitine
	1
	58
	1.61

	Benzoyl arginine amine 
	660
	12-68 
	0.54-60,53

	Indoline 
	109
	5-68 
	0.22-3.47

	Exocarpic Acid
	9
	17-65
	4.82-32.94


GIFtS: Genomic Information for Tissue Specificity


Supplementary material 5. Results of receptor protein retrieval
	Compounds
	Gene Symbol
	PDB ID
	Native ligand
	Resolution
	Image

	Benzoyl Arginine Amine 
	CDK6
	8I0M (chain A)
	2-[(4-azanylcyclohexyl)amino]-7-cyclopentyl-~{N},~{N}-dimethyl-pyrrolo[2,3-d]pyrimidine-6-carboxamide 
	2.78 Å 





	[image: ]

	Benzoyl Arginine Amine 
	HRAS
	3K8Y (chain A)
	phosphoaminophosphonic acid-guanylate ester
	1.30 Å
	[image: ]



Supplementary material 6. Amino acids are involved in hydrogen bonding, electrostatic, and steric interactions at the receptor
	Compound (receptor)
	Hydrogen Bonding
	Steric Bonding

	
	Amino Acid
	Ligand Group
	Amino Acid
	Ligand Group

	Benzoyl arginine amine (8I0M) 
	Asp 163*
	N No. 3
	Asp 163*
	C No. 13

	
	Glu 21
	N No. 3
	
	

	Native Ligand
	Asp 163*
	N No. 17
	Glu 99
	C No. 12

	
	Val 101
	N No. 13
	Val 77
	C No. 19

	
	Asp 104
	N No. 7
	Asp 163*
	C No. 18

	
	
	
	Asp 102
	C No. 5

	
	
	
	Leu 152
	C No. 2

	Benzoyl arginine amine (3K8Y)  
	Ser 145*
	N No. 6
	Gly 15
	O No. 2

	
	Asn 116*
	N No. 4
	
	

	
	Val 29
	N No. 3
	
	

	
	Ser 17*
	O No. 2
	
	

	
	Gly 15*
	O No. 2
	
	

	Native Ligand
	Asn 116*
	N No. 23
	Asp 33
	O No. 11

	
	Ala 146
	O No. 26
	Ser 17
	O No. 10

	
	Lys 147
	O No. 26
	Gly 13
	O No. 6

	
	Ser 145*
	O No. 26
	Lys 16
	O No. 7

	
	Asp 119
	N No. 27
	
	

	
	Asp 119
	N No. 29
	
	

	
	Asp 30
	O No. 19
	
	

	
	Asp 30
	O No. 20
	
	

	
	Thr 35
	O No. 1
	
	

	
	Gly 60
	O No. 2
	
	

	
	Ser 17*
	O No. 7
	
	

	
	Ser 17*
	O No. 8
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