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The cystobactamids are a family of nonribosomal peptides that were first isolated from 
extracts of the myxobacterium Cystobacter sp. (Cbv34) by Müller and co-workers in 
2014.[1] Later, cystobactamid 861-2 (4) was identified as one of the more potent 
compounds with inhibitory effects in the low µg mL-1 range against a broad panel of 
Gram-negative bacteria; thus showing similar therapeutic potential to that of the 
quinolones, which have been exhausted as a template for the development of new 
antibiotics.[2] We have previously described the total synthesis of 4[2] and the related 
compound cystobactamid 920-1.[3] Despite the success of our existing approach, 
performing the synthesis on a larger scale has remained a significant challenge. Here, 
we present an improved and more highly convergent strategy, which is amenable to 
access both natural and novel cystobactamid analogues in larger quantities (50-100 mg) 
by linking different polyaromatic fragments to the β-methoxyasparagine “hinge” at a 
later stage. 

 

Scheme 1: Improved synthesis of cystobactamid 861-2 via a convergent approach. 
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