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Figure S1. Prescreen validation of other two active and inactive CB2 models.  (a-b) Inactive CB2 model 

2, (c-d), active CB2 model 2, (e-f) inactive CB2 model 3, (g-h) active CB2 model 3.  



 

 

 

        (c)                                                                 (d) 

Figure S2. The overall MD parameters of the inactive or active CB2 system. (a) Radius of 

gyration of inactive CB2, (b) RMSD of inactive CB2, (d) Radius of gyration of active CB2, (d) 

RMSD of active CB2. 

 

 

 

 

 



 

 

Figure S3. RMSF distributions for both the inactive and active CB2 receptors. (left) RMSF 

values versus simulation time, (right) 3D structures of the inactive and active CB2 receptors, and 

the regions with high flexibility were shown in red. 

 

 

 

 

 

 

 

 

 



 

Figure S4. The binding hole of the activated CB2 receptor with G protein. (a) 3D structure of the 

hole, (b) the radius of hole versus the distance from the initial binding pocket, (c) the closest 

residues at different distances from starting point. 

 

 

 

 

 

 

 

 

 



 

Figure S5. The binding modes of (a) SR144528 with active CB2 and (b) WIN55,212-2 with inactive 

CB2 model. 

 

 

 

 

 



 

Figure S6. Binding energy contribution of GDP for the association with Gα subunit. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Figure S7. Optimized binding mode between the active CB2 and G proteins after MD simulation. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

Figure S8. Validation of the active and inactive CB2 models after MD simulations. The first two figures 

show the correlation between calculated docking scores of inactive CB2 model after MD simulations 

binding with (a) agonists/ (b) inverse agonists, respectively. (c) and (d) show the same correlations for the 

active CB2 model . 

 


