Supplementary Information

The Norepinephrine Transporter- Gy Subunit
Interaction Promotes Norepinephrine Efflux through the
Transporter: In silico and Functional Studies

Luis Dinamarca-Villarroel 12, Angélica Fierro '* and Gonzalo E. Torres 2*

Departament of Organic Chemistry, School of Chemistry, Pontificia Univerisdad Catolica de Chile, Vicuna
Mackenna 4860, Macul, Santiago 7820436, Chile. ladinamarca@uc.cl (L.D.); afierroh@uc.cl (A.F.)
?Department of Molecular Pharmacology and Neuroscience, Loyola University Chicago, Stritch School of
Medicine, 2160 S. First Ave., Maywood, IL, 60153, USA. gtorres3@luc.edu (G.E.T.).

*Corresponding Authors: afierroh@uc.cl, gtorres3@luc.edu.

Table of Contents

Figure S1: Complex NET/NE and NET/GBY......cccoooiiiiiiiiii Page 2

Figure S2: Analysis of NET/NE complex from molecular dynamic simulation................... Page 3
Figure S3: Analysis of NET/NE/GYy system from molecular dynamic simulation............... Page 4
Figure S4: The ionic and chelation modes of NEin NET. ..............ooo Page 5
Figure S5: Superposition of the volumes in NET/NE and NET/NE/GBy complexes.............. Page 6



A)

B)

Figure S1: Docking of NET with NE using Autodock4 and NET/GBy using HADDOCK2.4. A) Tridimensional
representation of the NET/NE complex and the main interactions at the binding site. B) Tridimensional representation
of the NET/NE/GBy complex and the primary interaction with NE at the binding site and the NET/GBy contact
interface.
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Figure S2: Analysis of NET/NE complex from molecular dynamic simulation. The RMSD, RMSF, SASA,
and Radius of gyration (Rg) during 1.5us of simulation are shown.
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Figure S3: Analysis of NET/NE/Gy system from molecular dynamic simulation. The RMSD, RMSF, SASA,
and Radius of gyration during 1.5 us of simulation.
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Figure S4: Distance of hydroxyl group of NE to D420 and sodium ion repectively during the simulation.
The ionic and chelation modes of NE interacting in NET is displayed. The circle inset shows the change in
the angle of NE into the NET cavity.
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Figure S5: Superposition of the volumes detected using Hollow in NET/NE and NET/NE/GBYy complex
after 1.5 us of simulation. The image shows the opening at the extracellular level of NET when Gy and
NE are present.



