Table S1a. Consistent molecular interactions and interacting sites of TLR4/MD-2/LPS complex in the HDOCK
and X-ray crystallography data.

Interaction type TLR4/MD-2 LPS
TLR4 Asp294 CMH Core oligo saccharide
Hydrogen band Tyr296 KDO
TLR4 Arg264 PO4 LipidA
MD-2 Ser118 PO4
Asp294 GMH
Tyr296 GMH
Tyr296 KDO
LR ﬁ;?g,jlz Egi) Core oligo saccharide
Lys341 GMH
Lys362 KDO
MD-2 Lysb8 KDO
Arg264 FTT
TLR4 Arg264 PO4
Val24 FTT
Iled6 MYR
Val48 FTT
Phel51 FTT
Leub4 DAO
Ile63 FTT
Ile63 MYR
Tyr65 FIT
Nonbonded contacts Leu71 FTIT
Leu74 FTT
Phe76 FTT
Phe76 MYR
Arg90 DAO LipidA
MD-2 Glu92 MYR
Ile117 FTT
Ser118 PO4
Ser118 PO4
Phel19 FTT
Ser120 PA1
Ser120 FTT
Phel21 FTT
Lys122 FTT
Phel26 FTT
Ser127 FTT
Tyr131 FTT
Cys133 FTT
Phel51 FTT

TLR4, Toll-like receptor 4; MD-2, Myeloid differentiation factor-2; LPS, Lipopolysaccharides; GMH, L glycero-
alpha-D-manno-Heptopyranose; KDO, 3-deoxy-alpha-D-manno-oct-2-ulopyranosonic acid; PO4, Phosphoric
acid; FTT, 3-Hydroxy-Tetradecanoic acid; MYR, Myristic acid; DAO, Dodecanoic acid; PA1, 2-amino-2-deoxy-
alpha-D-glucophranose.



Table S1b. Inconsistent molecular interactions and interacting sites of TLR4/MD-2/LPS complex in the HDOCK
and X-ray crystallography data.

Interaction type TLR4/MD-2 LPS
Glu321 GMH
Arg322 GMH
TLR4 5 Core oligo saccharide
Hydrogen bonds Lys341 GMH
Lys362 KDO
MD-2 Lys122 FTIT LipidA
Arg264 PA1
Tyr296 GMH
Tyr296 GMH
TLR4 . .
Thr319 KDO Core oligo saccharide
Glu321 GMH
Nonbonded contacts Arg322 CMH
MD-2 Ser120 KDO
Glu92 DAO
Tyr102 FTT .
MD-2 LipidA
Tyr102 PO4
Phel47 FTT

TLR4, Toll-like receptor 4; MD-2, Myeloid differentiation factor-2; LPS, Lipopolysaccharides; GMH, L glycero-
alpha-D-manno-Heptopyranose; KDO, 3-deoxy-alpha-D-manno-oct-2-ulopyranosonic acid; PO4, Phosphoric
acid; FTT, 3-Hydroxy-Tetradecanoic acid; MYR, Myristic acid; DAO, Dodecanoic acid; PA1, 2-amino-2-deoxy-
alpha-D-glucophranose



