
 
Final orthosteric site of hMT1 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Final orthosteric site of hMT2    

 
 
Figure S1. the amino acidic patterns of hMTs that participate to the intermolecular interactions. 
 



 
Figure S2. protein domains were squared to highlight where are localized the retrieved othosteric site residues 
 
. 
 
 

hMT1 hMT2 
TM2: V762.53 Y812.58 TM2: V892.53 Y942.58   
TM3: S1033.28 G1043.29 F1053.30 M1073.32 G1083.33 
L1093.34 S1103.35 V1113.36 I1123.37 

TM3: A1173.29  F1183.30  M1203.32  G1213.33  
V1243.36  I1253.37 

TM4: A1584.56 V1594.57 N1624.60   TM4:  A1714.56  L1724.57  N1754.60 
ECL2: L168ECL2 C177 ECL2 T178ECL2 F179ECL2 
Q181ECL2  

ECL2: L181ECL2  T191ECL2  F192ECL2  Q194ECL2   

TM5: Y1875.38 T1885.39 I1895.40 V1915.42 V1925.43 
H1955.46 F1965.47   

TM5: Y2005.38  T2015.39  V2045.42  V2055.43 

TM6: W2516.48 L2546.51 N2556.52 I2576.54 G2586.55 
L2596.56 

TM6: W2646.48  L2676.51  N2686.52  I2706.54  
G2716.55  L2726.56 

TM7: S2807.38 Y2817.39 A2847.42 Y2857.43 TM7: S2937.38  Y2947.39  A2977.42  Y2987.43 
Res. 50: N451.50 D732.50 R1253.50 W1524.50 
P1995.50 P2536.50 A2927.50 

Res. 50: N581.50 D862.50 R1383.50 W1654.50 P2125.50 
P2666.50 A3057.50 

 
  

Table S1. The table below collects all amino acids involved in stabilizing interactions; the Ballesteros–
Weinstein numbering scheme for hMTs is also reported 

 



 

Figure S3. 2D Representation of the final poses of melatonin and agomelatine at the orthosteric site of 
hMT1 and hMT2, according to molecular dynamics simulations 



 
 
Figure S4. RMSD plot as function of time for the protein not considering hydrogen atoms. Each colour 
represents a different protein-ligand complex.  

 
Receptor Ligand RMSD 

hMT1 Melatonin 0.0901 nm 
Agomelatine 0.1039 nm 

hMT2 Melatonin 0.1054 nm 
Agomelatine 0.1187 nm  

 
Table S2. Calculation of RMSD from starting and final point of molecular dynamics simulations, using 
UCSF Chimera65.    

 

 

 

 
Figure S5. Time-RMSD plots for ligands in hMT1 and hMT2. 

 

 


