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Fig. S1 — (A) Homology models prepared with POPC lipids, ions, and water molecules; (B) Potential energy of the system throughout
10 ns molecular dynamic simulation; (C) Pressure of the system throughout 10 ns molecular dynamic simulation; and (D) Temperature of
the system throughout 10 ns molecular dynamic simulation
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RMSD of 5-HT3RAA for equilibrated model RMSD of 5-HT3RAC for equilibrated model RMSD of 5-HT3RAB for equilibrated model
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Fig. S2 — (A) RMSD of 5-HT;Rx4 for equilibrated model; (B) RMSD of 5-HT;R »p for equilibrated model; and (C) RMSD of 5-HT;R ¢
for equilibrated model
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Fig. S3— 5-HT3R a4 Saturation Binding Assay (Total and Non-specific binding)

Table S1 — Validation scores for 5S-HT3R homology models

Method/Software Model Ramachandran Plot ERRAT Verify3D
Most favoured (%)  Additionally allowed (%) Average score 3D-1D >0.2 Overall quality factor
4PIR 87.7 10.9 90.58 46.90
MODELLER 5-HT;Raa 922 5.8 67.02 48.31
5-HT;Rap 91.7 6.5 66.76 48.12
5-HT;Rac 88.7 8.7 67.71 45.19
Swiss Model 5-HT;Raa 86.2 10.8 91.47 50.74
5-HT;Rap 87.1 104 87.61 47.28
5-HT;3Rac 86.7 10.5 87.74 51.02
I-Tasser 5-HT;Rua 76.7 19.2 84.43 63.64
5-HT;Rap 76.4 19.8 87.63 57.70
5-HT3Rac 754 20.4 83.19 59.06
Table S2 — Validation scores for unequilibrated and equilibrated 5-HT3R homology models
Method Model Ramachandran Plot ERRAT Verify3D
Most favoured (%) Additionally allowed (%) Average score 3D-1D >0.2 Overall quality factor
4PIR 87.7 10.9 90.58 46.90
Swiss Model 5-HT3Rpa 86.3 10.8 91.5 50.7
(unequilibrated) ~ 5-HT3Rap 87.1 10.4 87.6 473
5-HT;Rac 86.7 10.5 87.7 51.0
Swiss Model 5-HT;Ran 90.2 8.2 84.43 523
(equilibrated) 5-HT;Rap 89.5 9.3 87.63 48.1
5-HT;Rac 89.3 8.9 83.19 53.2
Table S3 — Kd and Bmax value
Parameter Value
K4 0.69 nM

Bmax 7695 CPM




