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Figure S1. Amino acids sequence alignment used to build models of glycine transporters.

Table S1. Assessment of the selected models and their templates. Models and matrices were evaluated
without considering the N- and C-terminus and the EL2 loop fragment.
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Ramachandran plot

Verify3D QMEAN DopeScore -
favoured  disallowed

GlyT-1 (4M48) 80.96 -3.84 -82413.5 91.5 0.4

models GlyT-1 (6ZPL) 77.65 -4.03 -79792.9 92.3 0.0
GlyT-2 (4XP9) 88.61 -3.17 -84396.3 93.5 0.0

GlyT-2 (6ZPL) 81.89 -4.02 -80678.7 93.0 0.0

GlyT-1 (6ZPL) 79.17 -3.83 -79239.2 93.8 0.2

templates DAT (4M48) 93.85 -2.68 -83617.4 90.7 0.2
DAT (4XP9) 91.73 -2.62 -83761.5 94.7 0.0
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Figure S2. Structures of the compounds for which the detailed binding modes with glycine transporters were
presented herein.




Figure S4. Binding mode of the iclepertin (A), compound 1 (B), bitopertin (C), and ORG-24598 (D) within GlyT-1
in outward-open state.
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Figure S5. Comparison of RMSD changes in the course of molecular dynamics for compound 1, bitopertin,
ALX-5407, and ORG-24598 in complex with GlyT-1 in outward-open and inward-open states.



Figure S6. Binding mode of the compound 4 (A), compound 5 (B), compound 6 (C), SB733993 (D),
compound 7 (E), and compound 8 (F) within GlyT-1 in outward-open state.



Figure S7. Binding mode of the compound 2 (A), ACPPB (B), compound 3 (C), and SSR-504734 (D) within GlyT-1
in inward-open state.
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Figure S8. Comparison of RMSD changes in the course of molecular dynamics for compound 2, compound 3, and
SSR-504734 in complex with GlyT-1 in outward-open and inward-open states.
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Figure S9. Binding mode of the ORG-25543 (A), GT-0198 (B), ALX-1393 (C), and compound 9 (D) within GlyT-2 in
inward-open state.
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Figure $10. Comparison of RMSD changes in the course of molecular dynamics for ORG-25543 and ALX-1393 in
complex with GlyT-2 in outward-open and inward-open states.



