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As a target for anti-cancer and anti-bacterial
drugs, dihydrofolate reductase (DHFR) plays a o
critical role in maintaining the intracellular
concentration of tetrahydrofolate (THF), an
important reductive cofactor in biosynthesis of
DNA building blocks and several amino acids.
The H/D kinetic isotope effects (KIEs) for the E.
coli DHFR-catalyzed hydride transfer display an
unusually small dependence on temperature,
which is contrary to experience with small-
molecule chemistry or simple tunneling models.
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