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REVIEW

N-Acyl-N-alkyl-sulfonamide anchors derived from Kenner’s safety-catch linker:
powerful tools in bioorganic and medicinal chemistry

pp 585–599

Philipp Heidler and Andreas Link*

Kenner�s safety-catch linker evolved over the years into a unique and versatile tool in various chemistry associated disciplines. An

overview about linker construct variations, activation methods, applications and technical aspects is given.
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The RDF descriptors have been applied to the study of the A2B agonist effect of adenosine analogues reported with this activity. A

model able to describe more than 70% of the variance in the experimental activity was developed with the use of the mentioned

approach. In contrast, none of the eleven different approaches was able to explain more than 47% of the variance in the mentioned

property.
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Fmoc-protected 5,5-bicyclic intermediates 5 and 6 were

prepared through an intramolecular cyclisation of anti-

epoxide 17. Building block 5 was utilised in a solid phase

synthesis and building block 6 in solution syntheses of

potent peptidomimetic inhibitors of a range of CAC1

cysteinyl proteinases. Compound 22 was evaluated

in vitro as a low nanomolar and selective inhibitor of

human cathepsin K that exhibited sub-micromolar

activity in a cell-based human osteoclast assay of bone

resorption.
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COVER

A safety pin ensures reliable connection as long as it is properly closed. Likewise N-acyl-sulfonamides can be used to link molecules,

temporarily. Unlocking the safety-catch by controlled activation transforms the inert constructs into reactive species. These resulting

N-acyl-N-alkyl-sulfonamide anchors depicted in the background possess attractive applicability in bioorganic and medicinal

chemistry. [Heidler, P.; Link, A. Bioorg. Med. Chem. 2005, 13, 585–599].
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