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Supplementary Figure 1: Changes in the alignment compared to that published by Beuming 
et al. (Beuming et al. 2006). Upper row shows the original alignment. Bottom row outline the 
modified alignment. (1) In the query sequence a gap was removed, and (2) a match of A398 
and K399 with the template was achieved. (3) N391 was inserted into the template at the end of 
TM7. 
 



 
 

 

 
Supplementary Figure 2: Homology model of hSERT coloured according to the result of the 
structural assessment by the QMEAN scoring function. Regions with high accuracy 
(estimated error < 1 Å) are depicted in blue. The red coloured regions show an estimated error 
of > 3.5Å. Intermediate residues are depicted in magenta. The defined binding site is 
represented as transparent surface. 



 
 

 

 

Supplementary Figure 3: Chemical structures of compounds used for the docking study. 



 
 

 

 

 
Supplementary Figure 4: Protocol of the docking and evaluation procedure depicted as flow 
chart. The numbers on the right side correspond to the amount of poses of imipramine. 



 
 

 



 
 

 
Supplementary Figure 5: The homology model of hSERT placed in a schematic membrane 
shows two distinct binding sites. In the 'open-to-out' conformations both sites are continuous 
and depicted as hydrophobicity surface (blue = hydrophilic, beige = lipophilic). Green circle: 
Central substrate binding site in the center of the transporter. Yellow circle: Extracellular 
vestibule and ligand entry path. 
 

 



 
 

 



 
 

 

 

 



 
 

 


