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GENERAL BASE MECHANISM FOR ZINC PEPTIDASES
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K{ = 90 nM for carboxypeptidase A
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Ki = 9 nM for thermolysin
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Differances in observed binding affinity are dus to differences in:

solvation of inhibitors
£ Sfonal tiss of inhibi

Active site interactions
Dixect: H-bonding/van der Waals/dipolar effects
Indirect: Llawis basicity of oxyanion/carbonyl
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Inhibition of Carboxypeptidase A




Types of inhibitors: .
Transition-stats or sultisubstrate analogs
Suicide inhibitors
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3-Dimensional structure of protein binding site
Type of inhibitors:

Mimics of known ligands
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