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Table S1. Comparison of residues at similar positions in the binding pocket for the eight CYP

isoforms.

Pocke
CYPs 2B6-HEP 3A5-HEP 2A6-HEP 2E1-HEP 3A4-HEP 1A2-HEP 2D6-HEP 2C9-HEP
t

P1/P4 Res278 PHE 270 PHE 278 ILE 270 PHE 267 PHE 283 GLY 283 SER 274 GLY 270

Res93 ILE87 SER93 VALS87 ILE8 SER98 THRO91 PHEO90 ILE 87
P1 Res275 LEU 268 ILE275 ASN 267 ASP 264 ILE280 ASP280 ASP 271 ASP 267

Res279 ALA 271 ALA 279 GLY 271 ALA 268 ALA 284 ALA 284 ALA 275 ALA 271

P1/P2 Res283 THR 275 THR 283 THR 275 THR 272 THR 288 THR 288 THR 279 THR 275

Res343 LEU 335 VAL 343 VAL 335 LEU 332 ILE 348 PHE 348 ILE 339 LEU 335
P2
Res347 VAL 340 LEU 347 LEU 340 LEU 337 LEU 352 ILE 353 VAL 344 LEU 340

P2/P3 Res455 VAL 450 LEU 455 PHE 450 PHE 447 LEU 461 LEU 464 PHE 453 PHE 450

P3 Res188 ILE 182 GLY 188 THR 182 LEU 179 ASP 193 VAL 197 GLU 186 LEU 182

P3/P4 Res185 ILE179 LEU 185 PHE 179 PHE 176 LEU 190 VAL 194 LEU 183 ILE 179

P4 Resl84 LEU 181 PHE 184 ILE 178 ASN 175 LEU 189 PHE 193 GLY 182 ASN 178
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Figure S1. The fluctuation of O-Cx distances during simulations. (a,b) The fluctuation of
O-Cx distances in CYP2A6-HEP; (c,d) The fluctuation of O-Cx distances in CYP3A4-HEP; (e, f)
The fluctuation of O-Cx distances in CYP3A5-HEP.
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Figure S2. The initial optimal CpdI-HEP configurations. (a) The initial optimal configuration
of 2A6_1; (b) The initial optimal configuration of 3A4_2; (c) The initial optimal configuration
of 3A5_2; (d) The initial optimal configuration of 3A4_1; (e) The initial optimal configuration
of 3A5_1; (f) The initial optimal configuration of 2A6_2.



