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PPARAlpha 196 EDSETADLKSLAKRIYEAYLKNFNMNKVKARVILSGKASNNPPFVIHDMETLCMAEKTLV 255
PPARGamma 203 LNPESADLRALAKHLYDSYIKSFPLTKAKARAILTGKTTDKSPFVIYDMNSLMMGEDKIK 263
PPARDelta 204 YNPQVADLKAFSKHIYNAYLKNFNMTKKKARSILTGKASHTAPFVIHDIETLWQAEKGLV 263

( H3 [ (__H4
* * % * k% Kk Kk Kk kk kk Kkk Kk Kk Kkkkkkkkkkhk

PPARAlpha 256 AKLVANG-IQNKEAEVRIFHCCQCTSVETVTELTEFAKATIPGFANLDLNDQVTLLKYGVY 314
PPARGamma 264 FKHITPLQEQSKEVAIRIFQGCQFRSVEAVQEITEYAKSIPGFVNLDLNDQVTLLKYGVH 323
PPARDelta 264 WKQLVNGLPPYKEISVHVFYRCQCTTVETVRELTEFAKSIPSFSSLFLNDQVTLLKYGVH 323
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PPARAlpha 315 EAIFAMLSSVMNKDGMLVAYGNGFITREFLKSLRKPFCDIMEPKFDFAMKFNALELDDSD 374
PPARGamma 324 EIIYTMLASLMNKDGVLISEGQGFMTREFLKSLRKPFGDFMEPKFEFAVKFNALELDDSD 383
PPARDelta 324 EAIFAMLASIVNKDGLLVANGSGFVTREFLRSLRKPFSDIIEPKFEFAVKFNALELDDSD 383
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PPARAlpha 375 ISLFVAAIICCGDRPGLLNVGHIEKMQEGIVHVLRLHLQSNHPDDIFLFPKLLQKMADLR 435
PPARGamma 384 LATIFIAVIILSGDRPGLLNVKPIEDIQDNLLQALELQLKLNHPESSQLFAKLLQKMTDLR 444
PPARDelta 384 LALFIAAIILCGDRPGLMNVPRVEAIQDTILRALEFHLQANHPDAQYLFPKLLOKMADLR 444
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PPARAlpha 436 QLVTEHAQLVQIIKKTESDAALHPLLQEIYRDMY 468
PPARGamma 445 QIVTEHVQLLQOVIKKTETDMSLHPLLQOEIYKDLY 477
PPARDelta 445 QLVTEHAQMMORIKKTETETSLHPLLQEIYKDMY 477

Supplementary Figure 1

Structure-based sequence alignment of the human PPAR ligand binding domains. Amino acid resi-
dues are colored according to their characteristics (aromatic, cyan; hydrophobic, green; basic,
brown; ambivalent, orange). Secondary structural elements are indicated on the top of the sequenc-
es. Conserved residues are highlighted by asterisks.
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Supplementary Figure 2

Comparison of the PPAR LBD—TIPP ligand complexes with other related structures. (a) Superpo-

sition of the PPARa LBD cocrystal structures with TIPP-703 (cyan), AZ242 (green), and (2R,3E)-
2-{4-[(5-methyl-2-phenyl-1,3-0xazol-4-yl ) methoxy]benzyl }-3-(propoxyimino)butanoic acid

(MMB; yellow green). (b) Superposition of PPARy LBD structures in complex with TIPP-703

(green), rosiglitazone (BRL-49653; magenta), and (25)-3-{4-[3-(5-methyl-2-phenyl-1,3-oxazol-4-
yl)propyl]phenyl}-2-(1H-pyrrol-1-yl)propanoic acid (L92; pink). (¢) The PPARS LBD complex

structures with TIPP-204 (magenta), GW2331 (cyan), and (3-{4-[2-(2,4-dichloro-phenoxy)-
ethylcarbamoyl]-5-phenyl-isoxazol-3-yl}-phenyl)-acetic acid (GNI: light cyan).



