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  Information	
  S1	
  Text.	
  Description	
  of	
  most	
  populated	
  CFF	
  binding	
  poses	
  A-­‐D.	
  	
  
The	
  A	
  pose	
  (CFF	
  orientational	
  flipping	
  angle	
  ~80-­‐140	
  degrees)	
  is	
  characterized	
  by	
  the	
  flipping	
  of	
  CFF	
  orientation	
  
to	
  the	
  right	
  side	
  relatively	
  to	
  the	
  pose	
  in	
  the	
  X-­‐ray	
  structure.	
  O1@CFF	
  forms	
  hydrogen	
  bond	
  with	
  ND2@N253	
  and	
  
hydrophobic	
  interaction	
  with	
  residues	
  A63,	
  V84,	
  F168,	
  Q169,	
  M177,	
  L249,	
  M270,	
  and	
  I274.	
  	
  
The	
  B	
  pose	
  (CFF	
  orientational	
  flipping	
  angle	
  ~180	
  degree)	
  is	
  characterized	
  by	
  the	
  CFF	
  bicyclic	
  core	
  inversion	
  with	
  
respect	
  to	
  the	
  pose	
  in	
  the	
  X-­‐ray	
  structure.	
  The	
  CFF	
  core	
  forms	
  π-­‐stacking	
  with	
  F168	
  and	
  hydrophobic	
  interaction	
  
with	
  A63,	
  I66,	
  S67,	
  V84,	
  L85,	
  F168,	
  Q169,	
  M177,	
  and	
  H264.	
  Finally	
  O2@CFF	
  forms	
  one	
  water-­‐mediated	
  hydrogen	
  
bond	
  with	
  ND2@N253.	
  	
  
The	
  pose	
  C	
  (CFF	
  orientational	
  flipping	
  angle	
  ~120-­‐160	
  degree)	
  is	
  characterized	
  by	
  the	
  flipping	
  of	
  CFF	
  orientation	
  
to	
  the	
  left	
  side	
  relative	
  to	
  the	
  pose	
  in	
  the	
  X-­‐ray	
  structure.	
  The	
  CFF	
  core	
  forms	
  π-­‐stacking	
  interaction	
  with	
  F168.	
  
The	
   hydrogen	
   bonding	
   interaction	
   between	
   O2@CFF	
   and	
   NE2@H278	
   is	
   mediated	
   by	
   one	
   replaceable	
   water	
  
molecule.	
   S67,	
  V84,	
  T88,	
   F168,	
  M177,	
  N181,	
   L249,	
  H250,	
  N253,	
  M270,	
  and	
   I274	
   form	
  hydrophobic	
   interaction	
  
with	
  CFF.	
  
The	
   D	
   pose	
   (CFF	
   orientational	
   flipping	
   angle	
   ~0	
   degree)	
   resembles	
   the	
   pose	
   of	
   CFF	
   in	
   the	
   X-­‐ray	
   structure	
   [1]	
  
(RMSD	
   =	
   0.8	
   Å).	
   O2@CFF	
   forms	
   a	
   H-­‐bond	
   with	
   ND2@N253.	
   O1@CFF	
   forms	
   a	
   water-­‐mediated	
   H-­‐bond	
   with	
  
NE2@H278.	
  I66,	
  V84,	
  F168,	
  Q169,	
  M177,	
  W246,	
  L249,	
  M270,	
  and	
  I274	
  form	
  hydrophobic	
  interaction	
  with	
  CFF.	
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