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b -aryl-disubstituted amino acids
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a hidden strategic symmetry wherein parallel aziridine openings forge challenging b-aryl-disubstituted amino acids
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17-membered
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12-membered
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an epimerization-proof synthetic precursor to the primary asparagine amide
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 multi-gram scale in two steps by  the multicomponent asymmetric aziridination developed by the Wulff group
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trifluoroethanol
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pKa
6.96.0
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pKa7-7.5
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by product: dimer of 9
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reductive cleavage of the bromide
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avoiding epimerization of
the B-carbon and imide formation 
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de Fmoc
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Larock macrocyclization
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no atropisomerism
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due to the electron-rich 
imidazole moiety.
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no substantial aspartimide-related side reactions (e.g., deamination, dehydration, isomerization).
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Miyaura borylation
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16-step LLS
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de Ac
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deprotection
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The strategic use of a furan and aryl bromide to shield the most sensitive parts of the final natural product
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A unique (and perhaps general) strategy for the synthesis of B-aryl branched amino acids that enlists simple N-H aziridine building blocks


