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            Abstract
The role of protein dynamics in enzyme catalysis is a matter of intense current debate. Enzyme-catalysed reactions that involve significant quantum tunnelling can give rise to experimental kinetic isotope effects with complex temperature dependences, and it has been suggested that standard statistical rate theories, such as transition-state theory, are inadequate for their explanation. Here we introduce aspects of transition-state theory relevant to the study of enzyme reactivity, taking cues from chemical kinetics and dynamics studies of small molecules in the gas phase and in solution â€” where breakdowns of statistical theories have received significant attention and their origins are relatively better understood. We discuss recent theoretical approaches to understanding enzyme activity and then show how experimental observations for a number of enzymes may be reproduced using a transition-state-theory framework with physically reasonable parameters. Essential to this simple model is the inclusion of multiple conformations with different reactivity.
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                    Figure 1: Transition-state structure for the rate-determining step in the AADHâ€“tryptamine iminoquinone complex.[image: ]


Figure 2: Multidimensional schematic of the potential-energy surface for the two-state kinetic model used to fit experimental data for SLO, MADH, AADH and DHFR.[image: ]


Figure 3: Fits to experimental data using our simple two-state TST model.[image: ]
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