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Table S1. Training set for the CB2 receptor antagonist pharmacophore models. 

Compound 

number 
Compound ID Chemical structures 

Ki (nM) 

CB2 

1 CHEMBL108868 

 

1.91 

2 CHEMBL1076685 

 

0.2 



 

 

3 CHEMBL231719 

 

2.5 

4 CHEMBL1668519 

 

0.64 

5 CHEMBL1162994 

 

4 

6 CHEMBL1215918 

 

4.2 

7 CHEMBL3909238 

 

2.15 

8 CHEMBL1270480 

 

4.4 

 

 

 

 

 



 

 

Table S2. The binding affinities (pKi) obtained from radioligand binding assays at human CB1 re-

ceptor and the potencies (pIC50) at human CB1 receptor of the 5 compounds (Compounds 3, 7, 8, 12 

and 15). 

Compound number Compound ID Binding affinities pKi cAMP assay pIC50 

3 C200-3916 4.73 <4.70 

7 C728-0198 4.78 5.15 

8 4428-0510 5.47 <4.70 

12 E196-0403 4.42 <4.70 

15 C796-1158 4.59 5.34 

 



 

 

Figure S1. (A) – (O): Concentration-response curves of compounds against CB2 receptor in the radioligand binding assays. 

 

Figure S2. (A) – (G): Concentration-response curves of compounds against CB2 receptor in the cAMP assay. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

Figure S3. (A) – (E): Concentration-response curves of compounds against CB1 receptor in the radioligand binding assays. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

Figure S4. (A) – (E): Concentration-response curves of compounds against CB1 receptor in the cAMP assay. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

Figure S5. Chemical structures of (A) Compound 3, (B) Compound 7, (C) Compound 8, (D) Compound 12 and (E) Com-

pound 15. The scaffolds are shown as blue. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

Figure S6. The binding mode of (A) Compound 3, (B) Compound 7, (C) Compound 12 and (D) Compound 15 in the 

orthosteric site of CB2 receptor. The protein and compounds are shown as a gray cartoon and green stick, respectively. 

The side chains of Phe872.57, Phe942.64, Phe1063.25, Phe1173.36, Phe183ECL2, Trp1945.43, Trp2586.48 and Ser2857.39 are represented 

as lines in blue color. 


