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Supplementary Figure 1. Ligands clustered in (A) Full and (B) Partial. Full, full active form of PPAR,-
LBD, Partial, partial active form of PPAR,-LBD. Ligands are represented by stick models. DBZR and
DBZS are able to enter and fill the binding pocket of Full and Partial. For comparison, the orientation of
rosiglitazone (RSG) and (25)-2-(biphenyl-4-yloxy)-3-phenylpropanoic acid (LRG) are shown in ball and
stick models, with O, N, C, S atoms being colored in red, blue, green, and dark yellow, respectively.
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Supplementary Figure 2. Backbone-atom root-mean-square deviations (RMSD) and root-mean-square
fluctuations (RMSF) per residues of the Full (1IFM6) and Partial (4PRG)-related systems over the 300-
ns MD simulations. The values of apo-active form (Apo, 1PRG) are shown as a control simulation of

PPAR,-LBD in the absence of ligand.
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Supplementary Figure 3. Secondary structures of H2 (residues 230-238), S245 loop (residues 239-251),
H2' (residues 252-264) and Q loop (residues 265-276) in the Full-DBZR complex.
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Supplementary Figure 4. Secondary structures of H2 (residues 230-238), S245 loop (residues 239-251),
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H2' (residues 252-264) and Q loop (residues 265-276) in the Full-DBZS complex.
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Supplementary Figure 5. Secondary structures of H2 (residues 230-238), S245 loop (residues 239-251),
H2' (residues 252-264) and Q loop (residues 265-276) in the Partial-DBZR complex.
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Supplementary Figure 6. Secondary structures of H2 (residues 230-238), S245 loop (residues 239-251),
H2' (residues 252-264) and Q loop (residues 265-276) in the Partial-DBZS complex.
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Supplementary Figure 7. Secondary structures of H2 (residues 230-238), S245 loop (residues 239-251),
H2' (residues 252-264) and Q loop (residues 265-276) in the apo-active form (Apo) of PPAR,-LBD
(1PRG).
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Supplementary Figure 8. Average contribution of the residues to the binding free energies (4Gy;,y) Within
the Full-DBZR (in black), Full-DBZS (in red) and Full-RSG (in blue) complexes. All values are given in
kcal-mol-!, with their standard deviations (S.D.).
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Supplementary Figure 9. Average contribution of the residues to the binding free energies (4Gy;,,¢) within
the Partial-DBZR (in black), Partial-DBZS (in red) and Partial-LRG (in blue) complexes. All values are
given in kcal-mol™!, with their standard deviations (S.D.).
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Supplementary Figure 10. Vector field representations of the first principal component (PC) obtained
for the protein in the apo-active form (Apo) of PPAR,-LBD (1PRG). Conformational landscapes of the
protein generated using PC1 and PC2 from the MD simulation.



