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Table S1 - Computed results for method validation with S1P bound to mutated SIPR1 for all the parallels.

System Parallel  EvW Eelec AGpind System Parallel  EvW Eelec AGpina System Parallel  EvW Eelec AGping
1 -16.87 -332.72 / 1 -32.18 -374.04 -9.37 1 -28.34 -458.59 -15.22
2 -16.72 -343.68 / 2 -32.74 -372.27 947 2 -30.60 -402.90 -11.25

water 3 -16.65 -351.93 / E12132A 3 -33.57 -383.60 -10.87 W269¢4E 3 -28.25 -461.06 -15.40
4 -16.83 -334.69 / 4 -30.70 -470.46 -17.37 4 -31.66 -412.39 -12.59
5 -18.24 -372.77 / 5 -33.19 -384.81 -10.81 5 -30.38 -460.41 -16.32
1 -34.36 -412.61 -13.85 1 -32.56 -387.02 -10.72 1 -33.80 -414.91 -13.80
2 -31.51 -401.35 -11.52 2 -29.96 -420.37 -12.52 2 -32.44 -389.15 -10.85

WT 3 -35.87 -401.89 -13.58 E12132Q 3 -32.66 -393.46 -11.34 R29273A 3 -32.56 -415.77 -13.31
4 -35.37 -415.71 -14.59 4 -33.46 -365.77 -9.22 4 -30.54 -431.58 -13.80
5 -33.55 -432.57 -15.27 5 -28.88 -479.82 -17.37 5 -28.37 -463.26 -15.65
1 -32.51 -404.11 -12.23 1 -28.65 -421.97 -12.06 1 -33.98 -434.98 -15.69
2 -29.19 -413.55 -11.55 2 -31.07 -397.86 -11.01 2 -31.41 -417.29 -12.91

N1012¢1 3 -32.11 -382.85 -10.14 W269548A 3 -31.40 -409.24 -12.18 R292734V 3 -33.28 -402.53 -12.44
4 -31.35 -401.65 -11.48 4 -30.34 -398.03 -10.69 4 -35.49 -414.70 -14.55
5 -37.49 -410.88 -15.13 5 -33.10 -375.83 -9.96 5 -31.31 -391.70 -10.56
1 -34.09 -416.43 -14.07
2 -31.80 -416.67 -13.04

N1012¢K 3 -32.13 -415.02 -13.04
4 -28.95 -453.18 -15.01
5 -33.16 -407.05 -12.80




Table S2 — Calculated binding free energies of S1P and investigated drugs to the SIPR1 binding site in combination with different SNPs for all the parallels.

S1P fingolimod siponimod ozanimod ponesimod
System Parallel
EedW Eelec AGping Ev™W Eelec AGping  Eo™W [Eelec AGping Ev™W Eelec AGping EvW Eelec AGping
1 -34.20  -406.31 -13.99  -29.69  -390.03 -1041  -57.96  -195.56 -1598  -5457  -133.80 -13.08  -63.60 -26.11 -13.44
2 -29.60  -428.61 -13.29  -31.50  -401.43 -12.30  -58.76  -202.33 -16.96  -55.69  -122.71 -12.80  -62.72 -26.17 -12.97
M12432T 3 -34.62  -412.77 -1473  -29.38  -402.65 -1126  -59.80  -183.51 -16.02  -55.58  -117.94 -12.36 -64.41 -26.79 -13.93
4 -32.75  -414.10 -13.83  -31.02  -393.39 -11.40 -57.84  -193.30 -15.74 5636  -116.62 -12.68  -61.51 -32.05 -12.78
5 -31.73  -397.62 -11.96  -31.57  -385.45 -11.06  -55.68  -201.95 -1526  -56.46  -116.08 -12.69  -61.38 -33.04 -12.79
1 -29.82  -40733  -11.70  -30.60 -402.93  -1194 -59.32 -20296  -1731 -56.01 -117.60  -1256 -63.04 -21.64 -12.78
2 -34.64  -397.17 -13.49 3245  -374.59 -10.67  -56.62  -190.84 -14.88  -58.57  -113.08 -13.58  -62.94 -31.39 -13.50
V13234M 3 -33.66  -386.99  -1215 -3247 -37743  -1090 -59.37 -19497  -1670 -5598 -11541  -1237 -63.78  -2376  -13.35
4 -33.63  -399.34 -1312 2916 -389.86 -1011 -58.19  -199.56 -16.43  -57.01 -117.44 -13.09  -64.46 -24.12 -13.74
5 -31.34  -421.02  -13.62 -3098 -39041  -11.14 -5636 -197.73  -1529 -56.56  -109.42  -1221 -6478  -2494  -13.98
1 -31.32  -408.99 -12.65  -28.84  -383.67 -9.44 -5833  -202.29 -16.72  -56.11  -130.60 -13.66  -64.27 -27.83 -13.94
2 -3218  -389.71  -11.57 -2959  -39152  -1048 -5838 -19753  -1637 -56.08 -116.80 -1254 -6516  -29.88  -14.58
F205>#2L 3 -29.18 452,51 -1497  -31.90  -388.38 -1148  -57.04  -203.30 -16.11  -55.67  -115.43 -1221  -64.74 -30.46 -14.40
4 -30.87  -44357  -1517 -30.86 -40836  -1251 -59.18 -201.04 -17.08 -56.30 -117.63  -1273  -6465  -30.00  -14.31
5 -3414  -396.76 -1319 3147  -375.92 -1024  -58.98  -205.13 -17.30  -55.01 -113.03 -11.66  -61.27 -27.13 -12.26
1 -34.52  -400.25 -13.68  -30.54  -399.52 -11.63  -57.55  -201.19 -16.21  -53.48  -116.11 -11.08  -63.67 -36.34 -14.29
2 -3047  -416.28 -12.77  -30.37  -389.17 -10.71  -58.07  -199.87 -16.39  -55.16  -115.45 -1194  -65.08 -21.55 -13.87
T207541 3 -31.94  -427.52 -14.46  -3452  -384.11 -1255  -60.00  -200.88 -1751  -53.71  -131.56 -1244  -65.38 -26.78 -14.45
4 -33.56  -40629  -13.64 -3298 -386.48  -1190 -58.69 -196.55  -1646 -55.66 -115.67  -1222  -64.87  -2043  -13.67
5 -30.09  -408.13 -1191  -32.08  -368.98 -10.02  -59.65  -186.43 -16.17  -5425  -116.79 -11.55  -64.18 -29.27 -14.00
1 -29.73  -43344  -1375 -30.80 -383.38  -1048 -57.65 -201.82  -1632 -56.69 -117.54  -1293 -6214 -2672  -12.70
2 -29.16  -432.59 -13.37  -29.69  -411.12 -1210 -56.81  -195.41 -15635 5811  -114.13 -1342  -63.23 -20.13 -12.76
T21154P 3 -32.86  -405.48 -13.20  -30.87  -398.87 -11.76  -59.18  -189.68 -16.17  -54.85  -116.61 -11.86  -63.45 -23.09 -13.11
4 -3294  -396.98 -1256 2929 -419.69 -1257  -56.73  -192.14 -15.05  -55.22  -115.56 -1197  -63.77 -22.26 -13.22
5 -33.77  -400.77 -13.31  -29.10  -420.08 -1250  -59.12  -200.68 -17.02  -5459  -115.98 -11.67  -64.68 -23.82 -13.84
A293735T 1 -31.16  -403.98 -1216  -31.85  -386.08 -11.26  -57.85  -202.01 -16.44  -53.86 -123.18 -11.85  -66.57 -25.10 -14.96



2 -30.14  -406.41 -11.80 -3254  -374.17 -10.68  -56.11  -198.41 -1521  -55.85  -114.56 -1223  -63.03 -29.62 -13.41
3 -3430  -395.97 -13.21  -3331  -392.43 -12.56  -60.01  -198.35 -17.31  -5512  -116.48 -12.00  -64.64 -28.29 -14.17
4 -34.56  -410.12 -14.48  -30.26  -408.22 -1217  -59.88  -198.50 -1726  -53.68  -136.12 -12.79  -65.17 -21.72 -13.93
5 -32.25  -379.80 -10.81  -3216  -401.73 -12.68  -59.77  -200.03 -17.32  -55.99  -119.49 -12.70  -64.82 -24.61 -13.98
1 -31.78  -400.79 -12.24 2924  -400.63 -11.02  -58.16  -206.24 -1695  -57.64  -119.28 -13.58  -65.73 -24.22 -14.44
2 -31.31  -398.64 -11.81  -33.52  -401.13 -13.37  -59.03  -193.60 -16.40  -5496  -117.04 -11.95  -63.35 -27.19 -13.39
A2937FV 3 -33.36 -394.82 -12.61  -31.00 -388.84 -11.02  -57.88  -198.37 -16.17  -5595  -113.02 -1216 -64.62 -26.69 -14.03
4 -34.53  -402.74 -13.88  -30.33  -396.60 -11.28  -57.60  -199.18 -16.08  -55.72  -115.38 -12.23  -65.17 -27.79 -14.42
5 -31.29  -411.35 -12.82 -3291  -386.74 -11.89  -58.83  -202.72 -17.03  -5526  -114.96 -11.95  -66.00 -26.38 -14.76




Table S3 - A detailed interaction analysis for all the systems with bound S1P using PLIP. For better clarity of the obtained results, we focused on the interactions with > 25.0%

occupancy throughout each MD simulation. The ligand-atom numbering for S1P is presented in Figure S54.

Hydrogen bonds Hydrophobic interactions Salt bridges
System (l?gt::(‘i) AA 1(&::1)1 Occupancy (l?gt:::i) AA IZ:ZH; Occupancy  Atom (ligand) AA Atom (AA) Occupancy
03 Y29 OH 74.7% c7 V194 CG1 252% [PO1,03,04,05] K34 Nz 79.7%
O4 Y29 OH 54.7% C18 L213 CD1 26.1% [F,01,03,04,05] K46 Nz 37.7%
05 Y29 OH 38.4% Cé A293 CB 35.0% [F,01,03,04,05] R120 [NE,NH1,NH2] 95.9%
02 N101 OD1 31.7% C4 L297 CD2 25.4%
05 5105 oG 37.6%
o3 G106 N 25.0%
WT 03 T109 0G1 41.3%
05 T109 0OGl1 25.3%
N R120 NH2 44.3%
N E121 OE2 44.8%
N E121 OE1 37.4%
02 E121 OE1 26.3%
02 E121 OE2 25.7%
O4 Y29 OH 40.4% [F,01,03,04,05] K34 Nz 79.2%
o3 Y29 OH 63.6% [F,01,03,04,05] K41 Nz 79.2%
05 Y29 OH 60.5% [,01,03,04,05] R120 [NE,NH1,NH2] 74.7%
N N101 ND2 29.1%
N N101 OD1 25.1%
MIEET o4 S105 0G 43.1%
N R120 NH1 41.3%
N E121 OE2 38.3%
N E121 OE1 29.6%
02 E121 OE1 27.6%
04 Y29 OH 28.3% C18 V209 CG1 25.9% [P01,03,04,05] K34 NZ 84.9%
05 Y29 OH 29.8% [F,01,03,04,05] R120 [NE,NH1,NH2] 87.5%
o3 Y29 OH 64.3%
VISZEEME R120 NH2 37.5%
N E121 OE2 51.4%
N E121 OE1 31.3%
F20554L 04 Y29 OH 54.9% C18 V209 CG1 34.9% [P01,03,04,05] K34 NZ 91.3%



03 Y29 OH 38.9% [PO1,03,0405] RI20  [NENH1,NH2] 79.5%
o7 Y29 OH 28.9%
N N101 OD1 29.7%
05 S105 oG 41.8%
N R120 NH1 26.3%
N E121 OE1 27.3%
N E121 OE2 36.9%
02 E121 OE1 29.2%
04 Y29 OH 66.1% C18 V209 CG1 26.0% [PO1,03,04,05] K34 NZ 83.6%
05 Y29 OH 52.4% c4 1297 CD2 25.5% [P,0O1,03,04,05] K46 NZ 32.1%
02 N101 OD1 31.8% [P01,03,0405] R120  [NENHI,NH?2] 72.4%
01 N101 ND2 25.7%
120741 03 Y110 OH 27.9%
N R120 NH2 42.7%
N E121 OE2 41.3%
N E121 OE1 40.7%
05 Y29 OH 93.2% [PO1,03,04,05] K34 NZ 90.8%
04 Y29 OH 50.2% [PO1,03,0405] R120  [NENHI1,NH2] 91.5%
03 Y29 OH 56.5%
T21154P 05 T109 0G1 35.2%
N R120 NH2 52.1%
N E121 OF1 36.1%
N E121 OE2 51.4%
05 Y29 OH 42.1% [PO1,03,04,05] K34 NZ 82.1%
03 Y29 OH 53.5% [PO1,03,0405] R120  [NENHI1,NH2] 68.6%
04 Y29 OH 76.6%
A293735T N R120 NH2 37.7%
N E121 OE2 40.2%
N E121 OE1 38.9%
02 E121 OE2 35.4%
04 Y29 OH 31.3% C18 V209 CG1 26.5% [PO1,03,04,05] K34 NZ 74.3%
05 Y29 OH 65.2% [PO1,03,04,05] K46 NZ 29.9%
A293735V 03 S105 oG 26.5% [PO1,03,0405] RI20  [NENH1,NH2] 72.9%
05 S105 oG 27.6%
N R120 NH1 25.4%



R120 NH2 38.3%
E121 OE1 41.5%
E121 OE2 31.7%




Table S4 — A detailed interaction analysis for all the systems with bound fingolimod using PLIP. For better clarity of the obtained results, we focused on the interactions with >

25.0% occupancy throughout each MD simulation. The ligand-atom numbering for fingolimod phosphate is presented in Figure S55.

Hydrogen bonds Hydrophobic interactions Salt bridges
System (l?;:::i) AA ?::I; Occupancy (l?gt:::i) AA ?;ZH)I Occupancy  Atom (ligand) AA Atom (AA) Occupancy
N R120 NH2 35.5% [PO2,03,04,05] K34 Nz 77.2%
WT N E121 OE1 36.9% [F,0O2,03,04,05] R120 [NE,NH1,NH2] 46.1%
N E121 OE2 40.9%
03 Y29 OH 40.5% [£,02,03,04,05] K34 NZ 70.8%
N N101 ND2 31.4% [F,0O2,03,04,05] R120 [NE,NH1,NH2] 67.1%
05 5105 OoG 25.7%
M124332T 03 5105 OoG 32.9%
N R120 NH2 48.7%
N E121 OE1 38.6%
N E121 OE2 33.3%
N N101 OD1 32.0% C15 L195 CD2 38.0% [F,0O2,03,04,05] K34 Nz 68.7%
05 5105 OoG 43.3% [£,02,03,04,05] R120 [NE,NH1,NH2] 63.3%
N R120 NH2 28.4%
VIRZEME R120 NH1 27.4%
N E121 OE2 38.2%
N E121 OE1 25.1%
O4 Y29 OH 252% C15 L195 CD2 26.5% [F,O2,03,04,05] K34 Nz 69.8%
N N101 OD1 37.5% [F,O2,03,04,05] K46 Nz 38.0%
F205°4L 05 5105 OoG 56.4% [,02,03,04,05] R120 [NE,NH1,NH2] 38.2%
03 5105 OG 36.1%
N R120 NH2 26.1%
N N101 OD1 61.2% C15 L195 CD2 30.4% [P,02,03,04,05] K34 Nz 69.7%
O1 N101 ND2 31.7% [F,O2,03,04,05] K41 Nz 38.4%
04 S105 oG 63.3% [F02,03,0405] R120  [NENHI1,NH?2] 47.7%
T2075441 05 5105 oG 40.1%
o1 R120 NH2 34.6%
N R120 NH2 33.6%
o1 E121 OE2 30.4%
T211546p N N101 OD1 36.9% C15 L195 CD2 29.7% [202,03,04,05] K34 NZ 67.9%
04 5105 OG 26.1% [P02,03,04,05] K41 NZ 96.6%



o1 R120 NH2 32.0% [PO2,03,0405] RI20  [NENHI,NH2] 34.3%
o1 E121 OE2 27.5%
o1 E121 OE1 32.9%
N E121 OE2 31.0%
o1 V194 e} 36.8%
N N101 OD1 53.0% C15 L195 CcD2 29.2% [P02,03,04,05] K34 NZ 79.3%
N N101 ND2 44.3% [PO2,03,0405] RI20  [NENHI1,NH2] 43.0%
05 S105 0G 66.3%
A2937T N R120 NH2 25.8%
N R120 NH1 29.6%
o1 E121 OE1 29.4%
N N101 OD1 61.9% CD2 L195 CD2 25.4% [P02,03,04,05] K34 NZ 52.6%
N N101 ND2 33.2% [L02,03,0405] R120  [NENHI,NH?2] 37.9%
05 S105 oG 52.5%
03 S105 oG 57.9%
A29372V 04 S105 oG 45.6%
o1 R120 NH2 35.1%
N R120 NH2 26.7%
o1 E121 OE1 37.1%
o1 V194 e} 38.8%




Table S5 — A detailed interaction analysis for all systems with bound siponimod using PLIP. For better clarity of the obtained results, we focused on the interactions with >

25.0% occupancy throughout each MD simulation. The ligand-atom numbering for siponimod is presented in Figure S56.

Hydrogen bonds Hydrophobic interactions Salt bridges
System (1?;:::1) AA ?:;n; Occupancy (l?gt:::i) AA ?::&II)I Occupancy Atom (ligand) AA Atom (AA) Occupancy
02 Y29 OH 48.8% Cl16 F125 CD2 43.5% [02,03] R120 [NE,NH1,NH2] 99.8%
O3 Y29 OH 50.8% Cl6 F125 CD1 26.6% N2 E121 [OE1,0E2] 100.0%
02 5105 oG 58.2% Cc22 F125 cZ 58.6% N2 E294 [OE1,0E2] 43.4%
O3 5105 oG 35.1% C24 F125 CB 47.8%
O3 T109 0OGl1 26.6% C16 F128 CD1 30.0%
WT N2 R120 NH1 32.2% C3 V194 CG1 28.6%
C21 V209 CG1 31.1%
C19 L213 CD1 34.9%
C13 W269 CZ3 35.9%
C12 L276 CD1 49.7%
C3 A293 CB 55.4%
C6 L297 CD2 47.0%
02 Y29 OH 50.3% C16 F125 CD2 30.1% [02,03] R120 [NE,NH1,NH2] 100.0%
o3 Y29 OH 47.9% C24 F125 CB 48.5% N2 E121 [OE1,0E2] 100.0%
N2 N101 ND2 26.2% Cc22 F125 cz 59.0% N2 E294 [OE1,0E2] 54.6%
o3 5105 oG 26.9% C16 F125 CD1 47.0%
o2 5105 oG 25.6% C15 F125 CE1 30.6%
N2 R120 NH1 28.8% C16 F128 CB 252%
C20 L174 CD1 27.3%
M1 C3 V194 CG1 27.8%
C21 V209 CG1 34.1%
C19 L213 CD1 32.1%
C13 W269 CZ3 35.3%
C12 L276 CD1 40.3%
C3 A293 CB 53.5%
C3 E294 CG 29.6%
02 Y29 OH 25.4% C16 F125 CD2 27.7% [02,03] K34 Nz 29.3%
V1325400 O3 Y29 OH 47.6% C16 F125 CD1 40.9% [02,03] R120 [NE,NH1,NH2] 78.7%
02 5105 oG 52.0% Cc22 F125 cz 49.5% N2 E121 [OE1,0E2] 98.2%
N2 R120 NH1 27.6% C24 F125 CB 38.3% N2 E294 [OE1,0E2] 41.8%



C16 F128 CD1 31.8%

C16 F128 CB 31.8%

C19 M132 CB 36.3%

C3 V194 CG1 34.8%

C10 L195 CD2 25.5%

C21 V209 CG1 31.3%

C12 L276 CD1 29.9%

C3 A293 CB 47.1%

Cé L297 CD2 38.4%
02 Y29 OH 49.7% C16 F125 CD1 54.8% [02,03] K34 Nz 26.6%
O3 Y29 OH 38.8% C24 F125 CB 58.6% [02,03] R120 [NE,NH1,NH2] 100.0%
N2 N101 ND2 27.6% Cc22 F125 (/4 57.2% N2 E121 [OE1,0E2] 100.0%
N2 N101 OD1 27.0% C15 F125 CE1 31.9% N2 E294 [OE1,0E2] 56.6%

O3 5105 oG 55.8% C16 F128 CD1 34.2%

02 5105 oG 32.1% C3 V194 CG1 32.8%

F205542L, N2 R120 NHI1 35.8% C10 L195 CD2 26.1%

C21 V209 CG1 38.4%

C19 L213 CD1 27.0%

C13 W269 CZ3 34.9%

C12 L276 CD1 48.5%

C3 A293 CB 52.0%

C3 E294 CG 29.7%

Cé6 L297 CD2 45.1%
02 Y29 OH 32.9% Cc22 F125 czZ 63.4% [02,03] R120 [NE,NH1,NH2] 100.0%
O3 Y29 OH 59.4% C24 F125 CB 44.0% N2 E121 [OE1,0E2] 100.0%
N2 N101 ND2 28.3% C16 F125 CD1 52.9% N2 E294 [OE1,0E2] 43.2%

O3 5105 oG 29.8% C15 F125 CE1 30.8%

02 5105 oG 78.7% C16 F128 CD1 35.4%

T20754] 02 T109 0OG1 30.5% C3 V194 CG1 31.7%

N2 R120 NH1 36.4% C10 L195 CD2 26.0%

C21 V209 CG1 36.4%

C13 W269 CZ3 29.6%

C12 W269 CcZ3 27.0%

C12 L276 CD1 41.3%

C3 A293 CB 53.6%



Cé6 L297 CD2 43.8%
02 Y29 OH 67.5% C24 F125 CB 51.2% [02,03] R120 [NE,NH1,NH2] 99.8%
N2 N101 ND2 25.4% Cc22 F125 czZ 58.6% N2 E121 [OE1,0E2] 100.0%
O3 5105 oG 72.9% C16 F125 CD1 44.2% N2 E294 [OE1,0E2] 42.2%
O3 T109 0OG1 27.0% C15 F125 CE1 34.1%
N2 R120 NH1 28.2% C16 F128 CD1 29.2%
C3 V194 CG1 32.1%
T211548P C10 L195 CD2 26.2%
C21 V209 CG1 25.9%
C13 W269 CZ3 35.5%
C12 W269 CZ3 27.4%
C12 L276 CD1 55.0%
C3 A293 CB 47.5%
Cé6 L297 CD2 40.5%
02 Y29 OH 49.9% C16 F125 CD2 43.0% [02,03] R120 [NE,NH1,NH2] 100.0%
O3 Y29 OH 49.4% C16 F125 CD1 28.2% N2 E121 [OE1,0E2] 100.0%
N2 N101 OD1 29.9% C24 F125 CB 51.8% N2 E294 [OE1,0E2] 42.9%
O3 5105 oG 55.6% Cc22 F125 czZ 62.6%
02 5105 oG 67.6% C15 F125 CE2 26.7%
AD937HT O3 T109 0OGl1 25.6% C16 F128 CD1 37.1%
02 T109 0OG1 27.1% C3 V194 CG1 37.2%
N2 R120 NH1 37.7% C21 V209 CG1 34.1%
C12 W269 CZ3 29.6%
C12 L276 CD1 42.4%
C3 E294 CG 30.3%
Cé6 L297 CD2 45.9%
02 Y29 OH 48.4% C16 F125 CD2 33.3% [02,03] K34 NZ 29.3%
O3 Y29 OH 49.9% C16 F125 CD1 40.1% [02,03] R120 [NE,NH1,NH2] 100.0%
N2 N101 ND2 34.2% C24 F125 CB 58.4% N2 E121 [OE1,0E2] 100.0%
02 5105 oG 55.1% Cc22 F125 CczZ 61.5% N2 E294 [OE1,0E2] 64.1%
A29373%V O3 5105 oG 34.8% C15 F125 CE1 27.4%
O3 T109 0OGl1 26.0% C16 F128 CD1 30.2%
N2 R120 NH1 37.3% C21 V209 CG1 35.9%
C19 L213 CD1 26.2%
C13 W269 CZ3 30.3%



C12
C12
C3
C3
Cé6

W269
L276
V293
E294
L1297

CZ3
CD1
CG1
CG
CD2

29.4%
35.1%
29.8%
37.2%
42.5%




Table S6 — A detailed interaction analysis for all systems with bound ozanimod using PLIP. For better clarity of the obtained results, we focused on the interactions with >

25.0% occupancy throughout each MD simulation. The ligand-atom numbering for ozanimod is presented in Figure S57.

Hydrogen bonds Hydrophobic interactions Pi-stack
System (11;:11::1) AA ?::I; Occupancy (lli\gt:::i) AA ?I:(XI; Occupancy Atom (ligand) AA Atom (AA) Occupancy

N1 E121 OE1 49.5% C23 L174 CD2 37.5% [C5,C6,N2,N3,02] F125 [CG,CD1,CE1,CZ,CD2,CE2] 25.8%
N1 E121 OE2 59.8% 2 V194 CG1 30.2%
WT O1 P196 ©) 50.3% C23 V209 CG1 42.1%
C19 W269 CZ3 26.9%
C4 L297 CD1 36.6%
N1 E121 OE1 54.2% C8 F128 CB 25.0%
N1 E121 OE2 52.5% C23 L174 CD2 39.6%
O1 P196 @) 28.5% 2 V194 CG1 42.9%
Cl14 L195 CD2 25.7%
MI2e=T C4 L195  CD2 26.0%
C23 V209 CG1 51.7%
C3 L272 CD1 25.1%
C4 L297 CD1 31.0%
N1 E121 OE1 80.4% c7 F125 CE1l 27.8%
N1 E121 OE2 43.7% C23 L174 CD2 37.0%
01 P196 O 50.5% C2 V194 CG1 31.6%
ViszEM C4 L195 CD2 29.5%
C23 V209 CG1 41.4%
C4 L297 CD1 33.2%

N1 E121  OEl 52.2% Cc7 F125 CE1 32.4% [C5,C6,N2,N3,02] F125 [CG,CD1,CE1,CZCD2,CE2] 27.3%
N1 E121 OE2 44.1% C8 F128 CB 31.6%
C22 V132 CG2 29.3%
C23 L174 CD2 39.3%
F20575L C2 V194  CGl 42.5%
C4 L195 CD2 27.7%
C23 V209 CG1 40.4%
C3 L272 CD1 28.9%
N1 E121 OE2 62.5% C8 F128 CB 30.9%
T207541 N1 E121 OE1 35.6% C23 L174 CD2 33.8%
0O1 E294 OE2 28.9% C2 V194 CG1 48.0%



o1 E294 OE1 26.9% Cl14 L195 CD2 28.2%

C4 L195 CD2 26.7%

C23 V209 CG1 34.1%

C3 L272 CD1 34.7%

C4 L297 CD1 26.7%

N1 E121 OE1 54.3% C23 L174 CD2 32.0%

N1 E121 OE2 46.0% C2 V194 CG1 40.9%

T211548P o1 E294 OE2 38.3% C23 V209 CG1 34.6%
01 E294 OE1 34.1% C3 L272 CD1 34.1%

C19 L276 CD1 33.9%

N1 E121 OE1 46.0% Cc7 F125 CE1 25.8%

N1 E121 OE2 67.8% C8 F128 CB 26.4%

A29373T C23 L174 CD2 32.7%
C2 V194 CG1 27.7%

C23 V209 CG1 46.1%

N1 E121 OE1 65.3% Cc7 F125 CE1 26.1%

N1 E121 OE2 56.7% C23 L174 CD2 36.0%

ADOTIY 0O1 P196 @) 25.0% 2 V194 CG1 29.8%
C4 L195 CD2 27.6%

C23 V209 CG1 49.1%

C22 L213 CD1 26.2%




Table S7 — A detailed interaction analysis for all systems with bound ponesimod using PLIP. For better clarity of the obtained results, we focused on the interactions with >
25.0% occupancy throughout each MD simulation. The ligand-atom numbering for ponesimod is presented in Figure S58.

Hydrogen bonds Hydrophobic interactions
System Atom Atom Atom Atom
y (ligand) AA (AA) Occupancy (ligand) AA (AA) Occupancy
02 5129 N 49.6% CL M124 CB 26.0%
N2 C206 @] 26.3% C17 F125 CE1 34.1%
Cc7 L128 CD1 48.3%
C15 V132 CB 27.6%
C15 V132 CG2 34.6%
WT C15 F210 CD1 29.9%
C19 L213 CD1 50.8%
C23 W269 CZ3 31.6%
C23 W269 CE3 34.8%
C6 W269 CH2 32.5%
C14 L276 CD1 27.3%
02 5129 N 41.5% C17 T124 CG2 32.1%
Cc7 F125 CD2 30.2%
C17 F125 CE2 25.3%
Cc7 L128 CD1 45.9%
C15 V132 CG2 36.9%
M12433T C15 V132 CB 28.2%
CL L195 CD2 25.7%
C19 L213 CD1 45.3%
C23 W269 CE3 46.0%
C6 W269 CH2 29.2%
C14 L276 CD1 39.9%
02 5129 N 33.4% CL E121 CB 38.0%
N2 C206 o 27.8% C17 M124 CB 25.9%
CL M124 CB 26.6%
V132340M Cc17 F125 CE1 38.6%
Cc7 L128 CD1 50.5%
C15 M132 CB 50.0%
CL L195 CD2 34.0%

C23 W269 Ccz3 32.2%



23 W269 CE3 30.4%

Cl4 1276 CD1 28.5%

02 S129 N 39.7% CL E121 CB 51.4%
N2 C206 o 28.7% CL M124 CB 27.3%
03 E294 OE1 25.7% C17 F125 CE1 45.7%
C7 L128 CD1 49.6%

C15 V132 CG2 39.9%

CL L195 CD2 37.0%

Cc23 F210 CD2 26.2%

F205#L C15 F210 CD1 41.3%
C19 1213 CD1 46.9%

C6 W269 CH2 33.4%

23 W269 Ccz3 33.9%

23 W269 CE3 34.0%

Cl4 1.276 CD1 28.3%

21 1297 CD1 35.2%

02 S129 N 49.1% CL E121 CB 35.8%
N2 C206 o 29.5% CL E121 CcG 28.0%
03 A293 0 34.5% CL M124 CB 44.0%
04 E294 OE1 27.1% C17 F125 CE1 41.7%
03 E294 OE1 35.5% C17 F125 CE2 25.7%
c7 L128 CD1 56.2%

C15 V132 CG2 38.0%

T207541 C15 V132 CB 28.2%
CL L195 CcD2 40.7%

Cl4 1207 CG1 27.7%

C15 F210 CD1 25.7%

C19 1213 CD1 48.2%

C23 W269 CE3 38.4%

C6 W269 CH2 30.2%

23 W269 Ccz3 31.4%

02 S129 N 37.0% CL E121 CB 33.8%
To1155p N2 C206 o} 26.6% CL M124 CB 40.5%
03 A293 o} 32.0% C17 F125 CE1 42.4%
04 A293 e} 30.3% C7 L128 CD1 40.2%



C15 V132 CcG2 31.2%

CL L195 CcD2 43.5%

Cl4 F210 CB 27.7%

C19 1213 CD1 49.3%

23 W269 CE3 27.4%

C6 W269 CH2 29.4%

23 W269 CZ3 34.2%

02 S129 48.9% CL E121 CB 39.3%
N2 C206 31.6% CL M124 CB 35.5%
03 T293 30.1% C17 F125 CE1 41.2%
7 L128 CD1 48.9%

C15 V132 cG2 34.4%

C15 V132 CB 27.5%

A29375T CL L195 CD2 47.1%
C15 F210 CD1 35.5%

C19 1213 CD1 55.8%

23 W269 CE3 28.7%

C6 W269 CH2 40.3%

23 W269 CZ3 35.1%

02 S129 44.8% CL E121 CB 42.3%
N2 C206 29.5% CL M124 CB 36.1%
C12 F125 CcD2 26.3%

C17 F125 CE1 50.6%

c7 1128 CD1 48.2%

C15 V132 CB 28.4%

C15 V132 CcG2 35.9%

A29372V CL L195 CD2 33.5%
C15 F210 CD1 26.2%

C19 1213 CD1 51.3%

C6 W269 CH2 37.9%

C23 W269 CE3 31.4%

23 W269 CcZ3 40.8%

C21 1297 CD1 34.8%




RMSD vs Frame: S1P_water_p1, S1P_water_p2, S1P_water_p3, S1P_water_p4. S1P_water_p5
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Figure S1 - RMSD of ligand S1P in water in relation to the frames with five parallel simulations. A total of 200
frames coincided with 100 ns of simulation.

RMSD vs Frame: J89_water_p1, J89_water_p2, J89_water_p3, J89_water_pd, J89_water_p5
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Figure S2 — RMSD of fingolimod in water in relation to the frames with five parallel simulations. A total of 200
frames coincided with 100 ns of simulation.



RMSD vs Frame: JBC_water_p1, JBC_water_p2, J8C_water_p3, JC_water_pd4, JBC_water_pb
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Figure S3 — RMSD of siponimod in water in relation to the frames with five parallel simulations. A total of 200
frames coincided with 100 ns of simulation.

RMSD vs Frame: JEU_water_p1. JEU water_p2, JEU_water_p3. JEU_water_p4, JEU_water_p5
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Figure S4 — RMSD of ozanimod in water in relation to the frames with five parallel simulations. A total of 200
frames coincided with 100 ns of simulation.



RMSD vs Frame: PON_water_p1, PON_water_p2, POM_water_p3, PON_water_p4, PON_water_p5
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Figure S5 — RMSD of ponesimod in water in relation to the frames with five parallel simulations. A total of 200
frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_WT p1, S1P_WT p2, S1P_WT p3, S1P_WT pd, S1P_WT p5
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Figure S6 — RMSD of a) wild type SIPR1 protein and b) SIP in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_WT_p1, J89_WT _p2, J89_WT_p3, JB9_WT pd. J&I_WT ph
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b) RMSD vs Frame: J89_WT_p1. J89_WT_p2. JBI_WT_p3. J&I_WT_pd, J8I_WT_pb
=
—— "JBS_WT_p1:resname JB9"
—— "JBS_WT_pZ:rresname JB9"
4.5 = —— "JB8%_WT_p3rresname JBS"
—— "J&%_WT_p4:rresname J35"
_WT_p it
4 —

i
RMISD (A) 25_

JWV @ i \/

Frame

Figure S7 — RMSD of a) wild type S1PR1 protein and b) fingolimod in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J8C_WT _p1, JSC_WT_p2, JSC_WT_p3, JBC_WT_pd, JBC_WT p5
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Figure S8 — RMSD of a) wild type SIPR1 protein and b) siponimod in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_WT_p1, JEU_WT_p2, JEU_WT p3, JEU_WT_p4, JEU_WT _p5
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Figure S9 — RMSD of a) wild type S1PR1 protein and b) ozanimod in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: PON_WT _p1, PON_WT_p2, PON_WT_p3, PON_WT_p4, PON_WT_p&
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RMSD vs Frame: PON_WT _p1, PON_WT_p2, PON_WT p3, PON_WT _p4. PON_WT p5
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Figure S10 — RMSD of a) wild type S1PR1 protein and b) ponesimod in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_N101I_p1, S1P_N101l_p2, S1P_N101l_p3, S1P_N101l_p4, S1P_N101l_p5
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Figure S11 — RMSD of a) protein with N1012%I mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S12 — RMSD of a) protein with N1012¢K mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S13 — RMSD of a) protein with E12132A mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S14 — RMSD of a) protein with E12132°Q mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S15 — RMSD of a) protein with W269%48A mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_W269E_p1, S1P_W269E_p2, S1P_W269E_p3, S1P_W269E_pd, S1P_W269E_ps
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Figure S16 — RMSD of a) protein with W269%4E mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_R292A_p1, S1P_R292A_p2, S1P_R292A p3, S1P_R292A_pd, S1P_R292A_p6
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Figure S17 — RMSD of a) protein with R29273A mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_R292V_p1, S1P_R292V_p2, S1P_R292V p3, S1P_R292V_pd, S1P_R292V_ps
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Figure S18 — RMSD of a) protein with R29273V mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_M124T p1, S1P_M124T p2, S1P_M124T p3, S1P_M124T pd, S1P_M124T ps
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Figure S19 — RMSD of a) protein with M12433T mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_V132M_p1, S1P_V132M_p2, S1P_V132M_p3, S1P_V132M_pd, S1P_V132M_p5
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Figure S20 — RMSD of a) protein with V13234M mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_F205L_p1, S1P_F205L_p2, S1P_F205L_p3, S1P_F205L_pd, S1P_F205L_p&
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Figure S21 — RMSD of a) protein with F205>#L mutation and b) SIP in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_T207I_p1, S1P_T2071_p2, S1P_T2071_p3, S1P_T207I_p4, S1P_T207]_ph
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Figure S22 — RMSD of a) protein with T207>4] mutation and b) SIP in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_T211P_p1, S1P_T211P_p2, S1P_T211P_p3, S1P_T211P_pd, S1P_T211P_p
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Figure S23 — RMSD of a) protein with T21154P mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S24 — RMSD of a) protein with A2937%T mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: S1P_A293V_p1, S1P_A293V_p2, S1P_A293V p3, S1P_A203V_pd, S1P_A293V _ps
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Figure S25 — RMSD of a) protein with A29373V mutation and b) S1P in relation to the frames with five parallel
simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_M124T_p1, J89_M124T p2, J89_M124T p3, J89_M124T pd. J89 M124T ps
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Figure S26 — RMSD of a) protein with M124%32T mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_V132M_p1, J89_V132M_p2, J89_V132M_p3, J89_V132M_pd, JBI_V132M_ps
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Figure S27 — RMSD of a) protein with V13234M mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_F205L_p1, J89_F205L_p2, J89_F205L_p3, J89_F205L_pd, J89_F205L_ph
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Figure S28 — RMSD of a) protein with F205°4L mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_T2071 p1, J89_T207)_p2, J89_T207_p3, J89_T207)_p4, J39_T207]_p5
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Figure 529 — RMSD of a) protein with T20754] mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_T211P_p1, J89_T211P_p2, J89_T211P_p3, J89_T211P_pd, J89_T211P_ps
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Figure S30 — RMSD of a) protein with T21154P mutation and b) fingolimod in relation to the frames with five

parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_A293T_p1, J89_A293T p2, J89_A293T p3. J89_A293T pd, JB9_A293T ps

a)
—— "J&%_AZ53T_p1:(protein) and name C CA N O
4 —— "J89_AZ93T_pZ:(protzin) and name C CA N O
—— "J85_AZ2G3T_p3 (projgin) and name C CA N 0" )
—— "J89_A293T_p4:(orojging and name
"JB88_AZ93T_p5:(prefein) and name
35—
3 -
254
RMSD (A)
2 —
15—
1
0.5+
0 = T T T T T T T T T T T T T T T
0 50 100 150
Frame
b) RMSD vs Frame: JB9_A293T p1, J89_A293T p2, JB9_A293T p3. JB9_A293T pd. JBI A293T ps
4.5 -
—— "JBI9_AZ93T_p1:resname
—— "JB9_A293T_pZresname
e —— "JBI_AZS3T_pdresname
—— "JB9_AZ93T_p4resnane
"JB9_AZ93T_pSresname J&5
RMSD (A)

0= T T T T T T T T T T T T T T T
0 50 100 150

Frame

Figure S31 — RMSD of a) protein with A2937%T mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J89_A293V_p1, J89_A293V_p2, J89_A293V_p3, J39_A293V_pd, JB9 A293V_ps
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RMSD vs Frame: JB9_A293V_p1. J89_A293V_p2. JB9_A293V_p3. JBI_A293V_pd. JBI_A293V_ph
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Figure S32 — RMSD of a) protein with A2937%V mutation and b) fingolimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JBC_M124T_p1, JSC_M124T _p2, JBC_M124T p3, JSC_M124T pd, JEC_M124T ps
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Figure S33 — RMSD of a) protein with M12433T mutation and b) siponimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J8C_V132M_p1, JBC_V132M_p2, JBC_V132M_p3, JSC_V132M_pd, J8C_V132M_p5
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Figure S34 — RMSD of a) protein with V13234M mutation and b) siponimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J8C_F205L_p1, J8C_F205L_p2, J8C_F205L_p3, J8C_F205L_p4, J8C_F205L_p5
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Figure S35 — RMSD of a) protein with F205>#2L mutation and b) siponimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S36 — RMSD of a) protein with T207>4] mutation and b) siponimod in relation to the frames with five

parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J8C_T211P_p1, JSC_T211P_p2, J8C_T211P_p3, JSC_T211P_pd, JEC_T211P_ps
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Figure S37 — RMSD of a) protein with T211>4P mutation and b) siponimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: J8C_A293T_p1, JSC_A293T p2, JEC_A293T p3, JSC_A293T pd, JEC_A293T ps
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Figure S38 — RMSD of a) protein with A2937%T mutation and b) siponimod in relation to the frames with five

parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S39 — RMSD of a) protein with A29373V mutation and b) siponimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S40 — RMSD of a) protein with M124332T mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_V132M_p1, JEU_V132M_p2, JEU_V132M_p3, JEU_V132M_pd, JEU_V132M_ph
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Figure S41 — RMSD of a) protein with V13234M mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_F205L_p1, JEU_F205L_p2, JEU_F205L_p3, JEU_F205L_p4, JEU_F205L_p&
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Figure S42 — RMSD of a) protein with F205>#L mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_T2071_p1, JEU_T2071_p2, JEU_T207|_p3, JEU_T2071_p4, JEU_T207_p&
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Figure 543 — RMSD of a) protein with T20754] mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_T211_p1, JEU_T211_p2, JEU_T211_p3, JEU_T211_pd, JEU_T211_ps
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Figure S44 — RMSD of a) protein with T21154P mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S45 — RMSD of a) protein with A29373T mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure 546 — RMSD of a) protein with A2937%V mutation and b) ozanimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: JEU_MA24T_pd, JEU_M124T p2, JEU_M124T_p3, JEU_M124T _pd, JEU_M124T_ps
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Figure S47 — RMSD of a) protein with M124%3T mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S48 — RMSD of a) protein with V13234M mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S49 — RMSD of a) protein with F205%#L mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S50 — RMSD of a) protein with T20754] mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S51 — RMSD of a) protein with T21154P mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



RMSD vs Frame: PON_A293T_p1, PON_A293T_p2, PON_A293T_p3. PON_A293T_pd, PON_A293T_pé

"PON_A293T_p1:(protein) and name C CA N O
"POM_AZ293T_p2:(protein) and name C CA N O"
"PON_AZ83T_p3:(protein} and name C CA N O"
"PON_AZ83T_p4:(protein) and name C CA N O"
"PON_AZ93T_p5:(protein) and name C CA N O

T T T T T T T T T T T
50 100 150

Frame

RMSD vs Frame: PON_A203T_p1, PON_A293T p2 PON_A293T_p3, PON_A293T_pd, PON_A293T ph

a)
5_
45—
RMSD (A)
1 =
0.5 —
0=
0
b)
3.5 -
RMSD (A)

0.5 =

"PON_AZ83T_p1:resnames PON"
"PON_AZ83T_pZresname PON"
"PON_AZ93T_p3:resname PON"
"PON_AZ293T_p4:resname PON"
"PON_AZ293T_pSiresname PON"

T T T T T T T T T T T
50 100 150

Frame

Figure S52 — RMSD of a) protein with A2937%T mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.
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Figure S53 — RMSD of a) protein with A293735V mutation and b) ponesimod in relation to the frames with five
parallel simulations. A total of 200 frames coincided with 100 ns of simulation.



Figure S57 — Ozanimod structure with atom numbering.



Figure S58 — Ponesimod structure with atom numbering.



