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Synthesis and enzymatic evaluation of xanthine oxidase-activated prodrugs based on inhibitors of
thymidine phosphorylase

pp 5247–5250

Philip Reigan, Abdul Gbaj, Edwin Chinje, Ian J. Stratford, Kenneth T. Douglas and Sally Freeman*

A series of xanthine oxidase-activated prodrugs of known inhibitors of thymidine phosphorylase is described. These prodrugs were

oxidised by xanthine oxidase at C-2 and/or C-4 of the uracil ring to generate the desired TP inhibitor. The scheme shows the prodrug

of TPI.

Synthesis and structure–activity relationships of indole and benzimidazole piperazines as
histamine H4 receptor antagonists

pp 5251–5256

Nalan Terzioglu, Richard M. van Rijn, Remko A. Bakker, Iwan J. P. De Esch and Rob Leurs*
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Optimizing the antibacterial activity of a lead structure discovered by ‘SAR by MS’ technology pp 5257–5261

Elizabeth A. Jefferson,* Punit P. Seth, Dale E. Robinson, Dana K. Winter,
Alycia Miyaji, Lisa M. Risen, Stephen A. Osgood, Myra Bertrand and
Eric E. Swayze

We report on lead optimization of a compound that was originally discovered

to bind bacterial 23S rRNA near the L11 binding site and inhibit translation

in vitro, but lacked detectible antibacterial activity. In this study, we were able

to generate compounds with antibacterial activity against Gram-negative and

Gram-positive pathogens, including a methicillin-resistant S. aureus strain.
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Carbonic anhydrase (CA) isozyme XIII (CA XIII), a cytosolic isoform recently described, is able to catalyze carbon dioxide

hydration to bicarbonate in the presence of high concentrations of bicarbonate/chloride, unlike CA I or CA II (other cytosolic

isoforms) from which it mainly differs by the amino acid in position 200 (His in CA I, Thr in CA II and Val in CA XIII). The CA

XIII resistance to inhibition by these physiological anions (bicarbonate and chloride) suggests an evolutionary adaptation of this

isozyme to the presence of high concentrations of such anions, for example in the reproductive tract of both female and male, and its

participation in metabolons with proteins involved in the anion exchange and transport, such as the anion exchangers (AE1-3) or the

sodium bicarbonate cotransporter (NBC1 and NBC3) proteins [Innocenti, A.; Lehtonen, J. M.; Parkkila, S.; Scozzafava, A.;

Supuran, C. T. Bioorg. Med. Chem. Lett. 2004, 14, 5435–5439].

Part of this cover graphic has been taken from the following paper: Lehtonen, J.; Shen, B.; Vihinen, M.; Casini, A.; Scozzafava, A.;

Supuran, C. T.; Parkkila, A.-K.; Saarnio, J.; Kivelä, A. J.; Waheed, A.; Sly, W. S.; Parkkila, S. J. Biol. Chem. 2004, 279, 2719–2727.
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