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Supporting Information: this section contains supplementary figures.

Figure S1, multiple sequence alignment of transporters; Figure S2, superposition of dDAT and
hDAT; Figure S3, comparison between intracellular loop 5 of hDAT and dDAT; Figure S4, Docking
of RTI-113 and RTI-229 in hDAT, hSERT and hNET; Figure S5, docking of maprotiline, indalpine
and zimelidine in hDAT, hSERT and hNET; Figure S6, contour maps of the PLS pseudocoefficient
plots in the region of Phe323 of the hNET model; Figure S7, experimental residuals versus
predicted activities of compounds 1-19, 20a-d, 21a-d against SERT.
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Figure S1: Multiple sequence alignment of hDAT and hNET on dDAT (4XP4 PDB code) and hSERT (516X PDB code)

sequences used as templates. Transmembrane sequence tracts are labelled with a black line.
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Figure S2. Superposition of the hDAT final model (cyan colored) on the dDAT template (green colored): a) overall
superposition, b) binding site superposition. Superposition of the wt-hSERT final model (gray colored) on the hSERT

template (green colored): ¢) overall superposition, d) binding site superposition.



Figure S3. Comparison between intracellular lop 5 (IL5 loop) of hDAT model (cyan colored) and dDAT template

(green colored)

Figure S4. Docking of RTI-113 and RTI-229 in hDAT (cyan colored) and hSERT (gray colored) (a), and in hNET
model (b)

Figure S5. Docking of maprotiline (a), indalpine (b) and zimelidine (c) in hDAT (cyan colored), hNET (b) hNSERT
(gray colored) models.



Figure S6: Contour maps of the PLS pseudocoefficient plots obtained with the NH probe at lower energy level (blue),
and DRY probe at higher energy level (green), superposed on the hNET model in the region of Phe323
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Figure S7: Experimental residuals versus predicted activities of compounds 1-19, 20a-d, 21a-d against SERT. Gray
colored the training set compounds tested in human and rat tissue, red colored the external test set compounds tested in

rabbit membranes.



