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Aline Banchet-Cadeddu,*a Eric H´enon,a Manuel Dauchez,b Jean-Hugues Renault,a Fanny Monneauxc and Arnaud Haudrechya Received 3rd November 2010, Accepted 12th January 2011 DOI: 10.1039/c0ob00975j Associated with the CD1d protein, KRN 7000, a potent synthetic a-galactosylceramide, is known to activate the invariant NKT immune cells. This stimulation then leads to the production of different cytokines modulating a TH 1/TH 2 immune response balance involved in protection against several pathologies such as autoimmune diseases and cancers. Various efforts have been made toward the synthesis of simple and more functionalized analogues in order to selectively induce TH 1 or TH 2-type cytokine production. Since the discovery of KRN 7000, structure-activity relationships, crystallographic and modelling studies have pointed to the potential of several GalCer analogues in term of selective bioactivity, and have highlighted interesting elements in order to better understand the recognition and activation mechanisms of immune iNKT cells. By presenting an up-to-date library of analogues, collecting recent breakthroughs done in crystallography and molecular modelling, and relating them to the available biological results, we hope that this review will highlight and help the scientiﬁc community in their KRN research.
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Nature abounds with an amazing amount of potentially bioactive compounds and has always aroused the interest of scientists. Marine invertebrates are known to be an important reservoir of such molecules.1 At the present time, few drugs are actually derived from marine organisms, but several promising molecules are currently in preclinical/clinical trials.2 Sponges, the simplest and most ancient multicellular animals on Earth, are the principal source of diverse bioactive cerebrosides. The
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