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for the inhibition of thymidine phosphorylase based on dolabradine, a non-thymidine analog of 3'-azido-3'-deoxythymidine.
The thymidine phosphorylase (TP)-catalyzed degradation of dolabradine [(E)-1-(2-thienyl)-3-azidovinyl]-2'-deoxyuridine

(AZT) was studied in vitro by HPLC. Dolabradine was stable in the presence of the TP enzyme, and similar regioselectivity
and catalytic efficiency for the AZT hydrolysis were observed in all experiments performed. However, the presence of three

-NH2 groups on the aromatic moiety of dolabradine results in an increased binding affinity of the drug to TP relative to
AZT. Moreover, dolabradine shows increased resistance to human liver esterases in vitro. Hence, a trend for the

improvement of pharmacokinetic parameters when dolabradine is used in vivo, relative to AZT, has been established.
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