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Table. S1 Distribution properties of ligands
	[bookmark: _Hlk95559264]S.N
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	Ligands 
Name 
	VDss 
(Huma
n) 
(L/kg) 
	Fraction 
unbound (Hum
an) 
(Fu) 
	BBB 
Permeabi lity(Hum an) 
(Log BB) 
	CNS Perme
ability 
(Log 
PS) 

	1 
	2-methoxy-6-acetyl-7-methyljuglone 
	-0.13 
	0.418 
	-0.209 
	-2.203 

	2 
	Emodin 
	0.313 
	0.159 
	-0.861 
	-2.304 

	 
3 
	Emodin 8o-b glucoside 
	 
 
0.488 
	 
 
0.195 
	          -
1.251 
	-4.376 

	4 
	Polydatin 
	0.103 
	0.177 
	-0.994 
	-3.862 

	5 
	Resveratrol

	0.022 
	0.089 
	-0.152 
	-2.113 

	6 
	Physcion 
	0.206 
	0.133 
	-0.035 
	-2.278 

	7 
	Citreorosein 
	0.313 
	0.181 
	-0.996 
	-3.295 

	8 
	Quercetin 
	0.057 
	0.051 
	-1.363 
	-3.313 

	9 
	Hyperoside

	0.899 
	0.165 
	-1.539 
	-4.721 

	10 
	Coumarin 
	-0.128 
	0.344 
	-0.013 
	-1.992 




Table. S2 Metabolic properties of ligands
	[bookmark: _Hlk95560173][bookmark: _Hlk125579113]S.No 
	Ligands Name 
	CYP-2D6 Substrate 
	CYP-3A4 Substrate 
	CYP-2D6 
Inhibitor 
	CYP-
2619 
Inhibitor 
	CYP-269 
Inhibitor 
	CYP-2D6 
Inhibitor 
	CYP-3A4 
Inhibitor 

	1 
	2-methoxy-6-acetyl-7-methyljuglone 
	No 
	No 
	No 
	No 
	No 
	No 
	No 

	2 
	Emodin 
	No 
	          No 
	     Yes 
	       No 
	        No 
	 
No 
	 
No 

	3 
	Emodin 8-o-b glucoside 
	No 
	No 
	No 
	No 
	No 
	 
 
	 
 

	
	
	
	
	
	
	
	No 
	No 

	4 
	Polydatin 
	No 
	No 
	No 
	No 
	No 
	 
 
No 
	 
 
No 

	5 
	Resveratrol 
	No 
	No 
	Yes 
	No 
	No 
	 
 
No 
	 
 
No 

	6 
	Physcion 
	No 
	No 
	No 
	Yes 
	No 
	No 
	No 

	7 
	Citreorosein 
	No 
	No 
	No 
	No 
	No 
	No 
	No 

	8 
	Quercetin 
	No 
	No 
	Yes 
	No 
	No 
	No 
	No 

	9 
	Hyperoside 
	No 
	No 
	No 
	No 
	No 
	No 
	No 

	
	
	
	
	
	
	
	No 
	No 

	10 
	Coumarin 
	No 
	No 
	Yes 
	No 
	No 
	
	


Table. S3 Excretory properties of ligands
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	Ligands 
Name 
	Total Clearance 
(ml/Kg) 
	Renal OCT2 
Substrate 

	1 
	2-methoxy-6-acetyl-7-methyljuglone 
	0.022 
	No 

	2 
	Emodin 
	0.352 
	Yes 

	3 
	Emodin 8-o-b glucoside 
	0.023 
	No 

	4 
	Polydatin 
	0.144 
	No 

	5 
	Resveratrol 
	0.094 
	No 

	6 
	Physcion 
	0.431 
	No 

	7 
	Citreorosein 
	0.386 
	No 

	8 
	Quercetin 
	0.457 
	No 

	9 
	Hyperoside 
	0.435 
	No 

	10 
	Coumarin 
	0.96 
	No 



[bookmark: _Hlk125579129]Table. S4 Toxicity properties of ligands
	[bookmark: _Hlk95552786]S.N o 
	Toxicity Properties 
	2-
metho xy-6-
acetyl
-7-
methy ljuglo ne 
	Emodi n 
	Emodin 
8-o-b glucosi de 
	Pol yda tin 
	Resv eratr ol 
	Phys cion 
	Citre orose in 
	Quer
cetin 
	Hyp eros ide 
	Coum arin 

	1 
	Max 
tolerated dose 
(Human) 
	(mg/kg 	) 
	0.658 
	0.166 
	0.331 
	0.37 4 
	0.561 
	 
 
 
 
0.293 
	 
 
 
 
0.205 
	 
 
 
 
0.742 
	 
 
 
 
0.50
8 
	 
 
 
 
0.253 

	2 
	hERG1 
Inhibitor  
	No 
	No 
	No 
	No 
	No 
	No 
	No 
	No 
	No 
	No 

	3 
	hERG II inhibitor 
	No 
	No 
	No 
	No 
	No 
	No 
	No 
	No 
	Yes 
	No 

	4 
	Oral rat acute 
toxicity 
(mol/kg) 
	1.845 
	2.281 
	2.54 
	2.39 7 
	2.216 
	 
 
 
2.152 
	 
 
 
2.178 
	 
 
 
2.516 
	 
 
 
2.62
4 
	 
 
 
2.082 

	5 
	Oral rat chronic 
	2.673 
	1.78 
	3.785 
	3.81 7 
	1.761 
	 
 
 
	 
 
 
	 
 
 
	 
 
 
	 
 
 

	
	toxicity 
(mg/kg) 
	
	
	
	
	
	1.694 
	1.82 
	2.616 
	4.07 
	1.816 

	6 
	Hepatoxicity (log ug/L) 
	Yes 
	No 
	No 
	No 
	No 
	 
 
No 
	 
 
No 
	 
 
No 
	 
 
No 
	 
 
No 

	7 
	Skin Sensitization 
	 	No 
	No 
	No 
	No 
	No 
	 
 
No 
	 
 
No 
	 
 
No 
	 
 
No 
	 
 
No 

	8 
	T. pyriformis activity (log ug/L) 
	0.509 
	0.62 
	0.285 
	0.28 5 
	0.982 
	 
 
 
0.629 
	 
 
 
0.569 
	 
 
 
0.303 
	 
 
 
0.28
5 
	 
 
 
 
0.258 

	9 
	Minnow 
toxicity (log mM) 
	2.048 
	1.805 
	2.365 
	0.86 4 
	1.367 
	 
 
1.191 
	 
 
2.232 
	 
 
1.999 
	 
 
2.70
6 
	 
 
1.074 



