THE CONFORMATION OF FREE AND PROTEIN BOUND C-GLYCOSYL COMPOUNDS
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The conformation behaviour of different C-glycosides, synthesized as analogs of a glycomimetic (2) of sialyl Lex (1), has been studied. Indeed, 1 is a strong antiinflammatory, but it presents lack of stability for glycosidase attack. The first generation of analogs (3)1 showed a moderate biological activity, and thus compounds 4 and 5 (Scheme 1) were  designed to restrict their conformational properties and to obtain increased biological activity.4

On this basis, the conformation of  2-5 their analogues, 6 and 7, without the cyclic acetal moiety, has been studied. The conformation has been derived by using an approximation which combines molecular mechanics and dynamics methods with NMR experimental data.2,3
It has been demostrated that the conformation of the compounds depends on the nature of the glycosidic linkages and on the presence or absence of the acetalic bridge.

Moreover, using trNOE and STD NMR methods, the conformation of some of this molecules bound to different lectins has also been derived.

Finally, the inhibition activity of the different compounds has been determined, and this activity has been related with the observed conformation.
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Scheme 1
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