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Detecting the 

Native Ligand Orientation 
by Interfacial Rigidity



Binding Mode
Prediction

Crystal structure of the complex between carboxypeptidase A 
and the biproduct analog inhibitor L-benzylsuccinate
(PDB code: 1cbx)



near-nat ive b inding mode
→ r ig id binding pocket

“bad” docking
→ f lex ible binding pocket

Hypothesis



Chorismate mutase and 
prephenate (PDB code: 1com)

ProF lex : D. J. Jacobs, A. J. Rader, L. A. Kuhn, and M. F. Thorpe (2001)
Protein Flexibility Predictions Using Graph Theory. Proteins: 44, 150-165

.

near-nat ive b inding mode
→ r ig id binding pocket

“bad” docking
→ f lex ible binding pocket

http://www.kuhnlab.bmb.msu.edu/publication_papers/pdf/jacobsproteins2001.pdf
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Crystal structure of the complex between carboxypeptidase A and the biproduct analog inhibitor L-benzylsuccinate (PDB code: 1cbx)
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3. New information / signal (cooperativity)

1. Competitive scoring function            
for binding mode prediction / docking

2. Robust, no “bad” predictions
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