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1. Table S1. Statistics of the data sets and structure refinement.

Protein/ligand RORYy/27
PDB ID: 6J1L.pdb
Space group P6,

Cell dimensions a, b, ¢ (A)  110.14, 110.14, 114.23
Cell dimensions a, B, vy (°) 90.00, 90.00, 120.00

Resolution (A)* 2.30 (2.38-2.30)
Rmerge™ 0.108 (2.015)
Vol* 13.2 (2.2)
Completeness (%)* 100 (100)
Redundancy 18.9 (18.6)
Rwork/Rfree 0.202/0.226

No. of atoms (P/L/O) 5424/114/71

Bt (P/L/O) (A% 66.97/59.59/48.58
rms deviation bond(A) 0.015

rms deviation angle (9 1.704

*Values in brackets show the statistics for the highest resolution shells.
# P/L/O indicate protein, ligand, and other (water and other molecules), respectively.
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2. Figure S1. (A) The co-crystal structure of compound 27 in complex with the RORy
LDB. (B) Superimposition of 3 complex structures from the asymmetry unit.

3. Figure S2. (A) Superposition of the crystal structures of 27 and GSK-8h bound to
RORy LBD (PDB IDs: 6JIL and 5NU1). (B) Superposition of the crystal structures of
27 and 1 bound to RORy LBD (PDB IDs: 6JIL and 5NTQ).

A
(B)
4. Figure S3. ITC titration curves for the binding of 23 (A), 26 (B) and 27 (C) to the
RORy LBD. Corresponding parameters were listed.
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5. Figure S4. Metabolic stability of 23, 26, 27 in rat liver microsome at 10 uM.
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6. 'H and *C NMR spectra of compounds 11-36.
N-(2'-fluoro-4'-(1,1,1,3,3,3-hexafluoro-2-hydroxypropan-2-yl)-[1,1'-biphenyl]-4-yl)-1

-(4-(methylsulfonyl)phenyl)methanesulfonamide (11).
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Methyl-4-((N-(2'-fluoro-4'-(1,1,1,3,3,3-hexafluoro-2-hydroxypropan-2-yl)-[1,1'-biphenyl]-4-yl)sulf

amoyl)methyl)benzoate (16).
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4-((N-(2'-fluoro-4'-(1,1,1,3,3,3-hexafluoro-2-hydroxypropan-2-yl)-[1,1'-biphenyl] -4-y

l)sulfamoyl)methyl)benzoic acid (17).
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2-(2-aminophenyl)-N-(2'-fluoro-4'-(1,1,1,3,3,3-hexafluoro-2-hydroxypropan-2-yl)-[ 1,

1'-biphenyl]-4-yl)acetamide (25).
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-5-oxopentanoate (33).
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mide (34).
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4-cyclohexyl-N-(2'-fluoro-4'-(1,1,1,3,3,3-hexafluoro-2-hydroxypropan-2-yl)-[ 1,1'-biphenyl]-4-yl)b
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